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Foreword

With its key contributions, the book edited by Doctor Christophe Habas is a timely
contribution for the readership of Contemporary Clinical Neurosciences. Indeed,
there is a now a consensus that modern neuroimaging has revolutionized not only
traditional clinical branches, such as neurology, psychiatry or neurosurgery, but also
fundamental neurosciences. Novel techniques undergo continuous reﬁnements,
especially for the numerous techniques tackling the imaging of the brain. No one
could consider anymore modern neuroimaging as an accessory discipline for the
advancement of neurosciences and even clinical care.
This book reviews the most recent developments in neuroimaging tools,
highlighting translational research in neuroimaging for the multiple disciplines
addressing brain disorders. The joint effort of the contributors under the careful
guidance of the Guest Editor provides detailed information on the biology of the
brain, from anatomical to functional and metabolic aspects. Habas’ book is by
essence multidisciplinary by the way it addresses important brain disorders which
contribute to the very high burden.
The chapters are highly accessible to the readers. Starting from the basic mechanisms underlying the MRI technique, the reader is taken by the hand to understand
the multimodal approaches currently used in many laboratories and stepping in the
departments of radiology or neuroradiology at a world level. Thanks to novel hybrid
systems, our view of the brain is now evolving even more quickly. The advances in
sensitivity of techniques, the increasing speed to perform examinations and the
successful efforts to reduce motion artefacts will not only allow an earlier detection
of brain disorders but also improve the follow-up of their progression or provide
relevant and reliable information in terms of accurate evaluation of therapies. Indeed,
the aim to identify unambiguous radiological biomarkers is now clearly at the
horizon of this century. Furthermore, the assessment of brain integrity has become
an important ﬁeld of research. A typical example of disorders whose pathogenesis is
being unravelled at a high speed thanks to neuroimaging techniques is the heterogeneous group of psychiatric diseases, such as bipolar disorders or schizophrenia. In
only three decades, neuroimaging has allowed the extraction of critical and so far
v
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unsuspected defects in circuitry, in particular at the level of brain networks. The large
amount of information requires a critical and updated overview.
The various chapters are clearly written and complementary, with practical
examples. The style is concise and the size of the book ideal for gaining novel
knowledge with a broad perspective in mind. It will be an excellent platform of
learning for the neuroscientists, clinicians and trainees who are willing to jump in the
ﬁeld of neuroimaging. It will also serve as a springboard for the students discovering
how one technique has evolved fastly as a must for brain appraisal. Training the next
generation of students and talented neuroscientists is a goal of our book series. This
book is also tailored to this objective.
Mons, Belgium

Mario Manto

Preface

Recent neuroimaging developments allow a better diagnosis, follow-up and prognosis of neurological, neuropsychological and psychiatric diseases. If part of these
improvements concern high spatial and temporal resolution obtained, for instance,
with high-ﬁeld magnetic resonance imaging (3 T–7 T) or speciﬁc metabolic tracers
in nuclear medicine, the major part of them are due to clinical application of research
imaging and post-processing techniques. For instance, voxel-based morphometry
and cortical thickness measurements can detect subtle regional volumetric variations
of white and grey matter. Spectroscopy gives access to the metabolic glial, neuronal
and tumoural composition and alteration, as well as radiotracer in nuclear medicine.
Diffusion imaging and tractography analyse anatomical, inter-areal fascicular connectivity and provide biomarkers of tissue integrity. T1- and T2*-relaxometry can
also give information about chemical composition of brain tissues. Stimulation and
resting-state functional imaging, using blood oxygenation dependent information or
arterial spin labelling, furnishes functional brain mapping in relation with taskrelated circuits, and with intrinsically connected networks, such as the defaultmode network. For functional magnetic resonance (fMRI), several mathematical
methods can be further applied to determine causal effects between co-activated
brain areas, and to discriminate subtle interregional topological arrangement or
disease-related perturbations. Moreover, all the data gathered with all this techniques
and constituting potential biomarkers can also be treated by advanced multi-variate
approaches which can identify correlated and complex multidimensional patterns,
and which can be implemented by artiﬁcial neural networks (deep learning). Finally,
functional brain imaging, such as neurofeedback, can also be used to help patients to
self-regulate some symptoms, such as pain.
Therefore, besides the classical imaging methods studying the brain gross anatomy, advanced neuroimaging coupled with performant statistical and deep-learningbased techniques now offers a richer and deeper view of the brain (micro-) architecture, physiology and functioning. The present book aims at illustrating the
growing clinical applications of the above-mentioned powerful techniques to a
wide ﬁeld of brain diseases, and the gain obtained in terms of diagnosis and
vii
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prognosis. The ﬁrst two chapters cover brieﬂy the physical basis of morphological
and functional magnetic resonance imaging, and the main classical and advanced
statistical methods applied to the raw data in order to generate the ﬁnal clinical images, as well as functional and metabolic mappings. All the remaining chapters
deal with speciﬁc application to some neurologic (ataxias, multiple sclerosis, epilepsy, vision impairments and rehabilitation, pain, brain tumours, stroke, Parkinson
disease and related syndromes), neuropsychological (autism spectrum disorders) and
psychiatric (dementia, bipolar disorder, schizophrenia, obsessive-compulsive disorders) affections.
Undoubtedly, recent neuroimaging advances, at least, in terms of MRI sequence,
algorithms and artiﬁcial intelligence will likely supply more exhaustive, sensitive,
speciﬁc, robust and predictive information about structural and functional brain
alteration and recovery, and will thus be more and more incorporated into clinical
routine imaging.
Paris, France

C. Habas
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Chapter 1

Magnetic Resonance Imaging: Basic
Principles and Applications
G. de Marco and I. Peretti

Nuclear Magnetic Resonance
All substances in nature have, at the microscopic level (atoms or nuclei), more or less
signiﬁcant magnetic properties. They are identical to magnets and characterized by a
more or less intense magnetism. The direction of the magnetism is usually
represented by a north-south pole, as in the case of the magnetic compass needle.
The magnetic properties are represented by a vector μ called “elementary magnetic
moment,” whose length and direction correspond to its intensity and its direction,
respectively.
In MRI and MRS, the magnetism that is measured is nuclear [1, 2]. Atomic nuclei
are in fact formed from two types of particles called protons, which are positively
charged, and neutrons. Both types of particle have a magnetic moment. Atomic
nuclei with an even number of protons and neutrons have no magnetic property. On
the other hand, those with an odd number of protons or neutrons can have a
detectable magnetism. Elements such as hydrogen 1, carbon 13, and phosphorus
31 may be the cause of a nuclear magnetization.
The value of the magnetic moment μ is proportional to a characteristic of the
particle to rotate on itself and which is called spin angular momentum or simply
“spin.” Due to its magnetic and kinetic spin properties, the hydrogen nucleus
consisting only of a proton is the basis of most medical applications of MRI.
Hydrogen is an essential component of water, organic liquid, and fats. It is therefore
very abundant in the human body.
In a small element of volume of biological tissue, different hydrogen nuclei (also
called “protons”) have randomly oriented individual magnetic moments μ (Fig. 1.1).
Their sum corresponds to zero total magnetization M. So that this is not zero, we
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Fig. 1.1 Magnetic
moments μ of different
hydrogen nuclei of an
element of volume of
biological tissue placed in a
natural environment. These
magnetic moments are
randomly oriented, and their
sum corresponds to zero
magnetization M

Fig. 1.2 Individual
magnetic moments μ of the
protons of a biological
sample placed in an intense
Bo magnetic ﬁeld

place the patient in a strong magnetic ﬁeld and uniform Bo. The intensity of this ﬁeld
usually varies between 0.02 and 3 Tesla.
Subjected to the Bo ﬁeld, the individual magnetic moments μ of the hydrogen
nuclei of a given sample will polarize, i.e., move in the direction of Bo ﬁeld. They
then distribute along two energy levels and turn on two cones, called precession
cones around the axis of this Bo ﬁeld. The Bo “parallel” spins ﬁnd themselves on the
level of lowest energy (or basic level), and the Bo “antiparallel” spins ﬁnd themselves on a higher energy level (or excited level) (Fig. 1.2). They therefore have two
different energy states, and the hydrogen nuclei are found in the state of thermodynamic equilibrium. Due to better stability in the basic state, the spins ﬁnd themselves
slightly in excess of this level. This slight excess of spins on the basic state is
responsible for the detectable nuclear magnetization in NMR.
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In equilibrium, the total nuclear magnetization M is parallel to Bo. The total
nuclear magnetization M, describing the sum of the magnetic moments μ of all the
hydrogen nuclei, is then deﬁned from two components. The ﬁrst, called “longitudinal magnetization” and labeled ML, matches the projection M on the xy plane
perpendicular to Bo. In equilibrium, the random orientation of the elementary
magnetic moments μ of the precession cones leads to a resulting zero transverse
magnetization MT and a non-zero and maximal longitudinal magnetization ML.
In order to detect both MT and ML components of the magnetization of a fabric, it
is then necessary to place the system out of its equilibrium position. This requires
providing additional energy. The sample is therefore subjected to the action of an
electromagnetic radiation similar to that used in radio. The transfer of energy of the
radio wave to the hydrogen nuclei only occurs, however, if the frequency of the radio
wave is determined such that its energy is equal to the difference between the two
energy states of the hydrogen cores.
We then say that there is resonance. This phenomenon is similar to that which
exists in many physical situations. There is a maximum energy transfer between two
physical systems if the frequencies characteristic of the two systems are equal. It is
well known, for example, that a person making a sound can break a crystal glass
remotely if the frequency of the wave is equal to the frequency of vibration of the
glass.
In nuclear magnetic resonance, the frequency of resonance f of the radio wave is
proportional to the intensity of the ﬁeld Bo; f ¼ (γ/2π) Bo (the constant γ, called
gyromagnetic ratio, is characteristic of a given core). For a ﬁeld of 0.5 Tesla, the
frequency of resonance f (also called Larmor frequency) of the hydrogen nuclei is
equal to 21.29 MHz (21.29 million cycles per second).
Radio waves used in magnetic resonance imaging have very short durations, to
the tune of several milliseconds. They are “pulses.” The energy transfer of the radio
wave to the cores results in a tilting of the total magnetization M with respect to its
initial position. The value of the tilting angle θ is a function of the amplitude and the
duration of the excitation pulse. We call the pulse of 30 , 90 , or 180 , a radio wave
of intensity and duration such that, immediately after the pulse, the magnetization M
makes an angle θ of 30 , 90 , or 180 with the Bo ﬁeld. We most often use pulses of
90 or 180 . Some rapid imaging techniques, however, rely on a pulse angle that is
less than 90 .

Return to Equilibrium of Magnetization
After the end of excitation of the sample by the radio wave, the nuclear magnetization returns to its position of equilibrium parallel to Bo. This return to equilibrium,
called “relaxation,” is not instantaneous. Its evolution over time is characterized by
two time durations T1 and T2, which vary according to the normal and pathological
state of the tissue.

4
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Immediately after stopping a 90 pulse, the total magnetization M is perpendicular to the z-axis with Bo. It then gradually joins this z-axis, with the end of the
magnetization vector delineating a helical path, of decreasing radius. The values of
the two components of the magnetization therefore vary over time. This return to
equilibrium in fact corresponds to the disappearance of the transverse magnetization
and the recovery of the longitudinal magnetization. However, it is necessary to
separate these two processes because the magnetization does not keep a constant
module during this relaxation. In biological tissues, in particular, the reduction in
transverse magnetization is more rapid than the increase in longitudinal
magnetization.

Relaxation Times
The “longitudinal relaxation time” T1 characterizes the regrowth of the longitudinal
magnetization ML over time by the following Eq. 1.1:


t
M L ðt Þ ¼ M eq  1  e T 1
ð1:1Þ
After stopping a 90 pulse, it corresponds to the time taken by ML to reach 63% of its
equilibrium value (Fig. 1.3).
The numerical value of T1 time durations of the biological tissues depends
strongly on the intensity of the B0 magnetic ﬁeld used. The T1 value is also based
on the microviscosity of the medium. It also depends on the mass and size of the
molecules that make up the tissue. In pure water, movements of rotation and
translation of the molecules are very fast, and they have frequency characteristics
that are much larger than the Larmor frequency. There is therefore little energy
Fig. 1.3 The evolution of
the longitudinal increase ML
after a 90 pulse. After a
time interval equal to T1
(longitudinal relaxation
time), the longitudinal
magnetization recovered
63% of its value at
equilibrium Meq
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Fig. 1.4 Decrease in
transverse magnetization
MT after a 90 pulse. After a
time interval T2 (transverse
relaxation time), the
transverse magnetization
decreased to 63% and
reached 37% of its initial
value

exchange with the stimulated hydrogen nuclei, and the longitudinal relaxation time
is long. If the test medium contains medium-sized molecules such as lipids, the
molecular movements are slower. They are most effective; therefore, the T1 relaxation time of protons is shorter.
For ﬂuid media such as cerebrospinal ﬂuid, the T1 values are greater than the
second. For more structured tissues (muscle, liver, gray matter, white matter, etc.),
the T1 values are to the tune of a few hundred milliseconds. The possible presence of
ions or paramagnetic molecules also changes the value of the relaxation time. This
property can be used to change the contrast imaging.
The decrease in transverse magnetization MT over time is characterized by the
“transverse relaxation time” T2 and corresponds to a reduction of 63% of MT by the
following Eq. 1.2:
M T ðt Þ ¼ M eq  e

Tt

2

ð1:2Þ

After a 90 pulse, the value of the transverse magnetization decreases gradually to a
zero value which corresponds to a random spread of all the magnetizations of
protons (Fig. 1.4).
For pure water the T2 value is 3 s, and the T1/T2 ratio is equal to one. In
biological tissues, the numerical values of T2 are generally lower than T1, the T2
time duration being all the longer the more ﬂuid the sample is.

Nuclear Magnetic Resonance Signal
Detecting the nuclear magnetization is carried out by placing a “sensor coil” or
“antenna,” called a measuring plane, in the plane perpendicular to B0. The transverse
magnetization rotational movement creates an induced electric current in the

6
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Fig. 1.5 show the appearance of the NMR signal obtained after a radio pulse of 90 , for a
homogeneous sample placed in a uniform magnetic ﬁeld B0. This signal appears in the form of
damped oscillations because the transverse magnetization, which is the only one to induce a current,
decreases over time. The signal is positive or negative according to whether the end of the
magnetization vector is directed toward the antenna or in the opposite direction. The measurement
of this induced current, also known as “free precession signal,” allows the determination of
parameters characteristic of the NMR signal: frequency, duration, amplitude, and possibly its phase

antenna, that can be measured after ampliﬁcation, and which constitutes the NMR
signal (Fig. 1.5). It is well known that if a bar magnet in rotation is placed in front of
a wire coil, an electric current appears in the coil which is more intense the faster the
movement.
Accurate measurement of the frequency provides information on the molecular
structure. It is the basis of spectroscopic techniques. In imaging, the determination of
the frequency allows localization of the signal. With the value of resonance frequencies high, the measurement is carried out by comparing the signal to a reference
oscillation. The shape of the NMR signal corresponds to a damped oscillation. It is
therefore characterized by its envelope, in other words by the evolution over time of
its lower and upper limits. The height of the envelope, immediately after the end of
the excitation pulse, is proportional to the amplitude of the magnetization that can
then be measured.
This measurement allows imaging to evaluate the relative amount ρ of hydrogen
nuclei per unit of volume in the sample. It is also possible to indirectly derive the
relaxation times T1 and T2 by using different sequences of pulses to change, before
the 90 pulse, the intensity of the longitudinal magnetization according to the
relaxation time. The decrease in the signal over time is due to the exponential
decrease of the transverse magnetization. The rate of decrease is directly related to
the transverse relaxation time value T2 if the magnetic ﬁeld B0 is perfectly uniform.
However some physical factors can cause a faster decrease of the signal. In particular, if the magnetic ﬁeld B0 is not strictly uniform throughout the sample, the
resonance frequencies of the different elements of volume of this sample are not
quite identical. The decrease of the signal is then characterized by the parameter T2*
(“T2 star”), which is smaller than the T2 parameter of the sample. The existence of

1 Magnetic Resonance Imaging: Basic Principles and Applications

7

ﬂow (blood or cerebrospinal) in the sample can also be a cause of more rapid
decrease of the signal.
The phase of the signal is represented by the temporal position of the maxima and
minima within the envelope of the NMR signal. It provides, at every moment, the
angular position of the transverse magnetization of the sample.
Due to its very low intensity, the magnetic resonance signal is highly dependent
on the “noise” of the antenna and the noise associated with the sample. One method
for improving the signal to noise ratio is to acquire each signal n times (usually 2 or
4), with the accumulation of signals followed by an averaging performed by the
computer. The signal to noise ratio is then multiplied by the square root of n.

Classical Sequences
The determination of “tissue parameters” ρ (density of hydrogen nuclei), T1 (longitudinal relaxation time), and T2 (transverse relaxation time) for each small element
of volume (or voxel) of biological tissue studied is not carried out from a single radio
pulse but from radio frequency pulse sequences. There are different types of
sequences according to the duration, the repetition time of the pulses, and the
magnetization of the tilt angle.

Spin Echo Sequence
This is the base sequence in imaging by magnetic resonance. In spectroscopy, it
corresponds to the T2 measurement sequences. The elementary sequence is comprised of two pulses separated by a time interval, which is denoted usually by TE/2.
The ﬁrst pulse is a radio frequency pulse of 90 , which swings the total magnetization M in the measuring plane. Immediately after this pulse, the longitudinal
magnetization ML is then zero. The second pulse is a 180 pulse which will cause a
progressive rephasing of the different individual magnetic moments. It is then
possible to record an “echo” of the original signal at the time of TE. The TE time
interval is called “echo time.” Each elementary sequence of two pulses can be
repeated after a time interval TR called “repetition time” (Fig. 1.6). Both TE and
TR parameters, called acquisition parameters, are selected to favor a signal
depending preferentially on a given tissue parameter, in other words either T1 or T2.

8
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Fig. 1.6 The elementary sequence of spin echo (SE) is composed of a 90 pulse, followed, after a
time interval of TE/2, by a 180 pulse. It is possible to register an echo of the original signal at the
TE time (echo time). Each elementary sequence of two pulses is repeated after a time interval TR
(repetition time)

Weighted Signal ρ (or Proton Density)
If the repetition time TR is “long,” much higher than the T1 values of the examined
tissues, the intensity of the measurement signal is practically independent of T1.
With a “short” echo time TE chosen well below the T2 values of the tissues, the
intensity of the measured signal is practically independent of T2 as well. We then say
the signal is weighted in ρ.

Weighted Signal in T2
By contrast, with a “long” TE, chosen from the same order of magnitude as the T2
times of the tissues, associated with a “long” TR, the intensity of the signal depends
on the values of ρ and T2. We then say that the signal is weighted in T2.
The sequences used enable the acquisition of several echoes. Both types of
signals in ρ and T2 are then obtained in a single sequence, called “long sequence.”
In practice, the TR value is selected above 1500 or 2000 ms depending on the
intensity of the magnetic ﬁeld and the TE value between 5 and 20 ms for ﬁrst echo
weighted in ρ, between 75 and 100 ms for the echo weighted in T2.
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Weighted Signal in T1
If the echo time TE is signiﬁcantly lower than T2, the intensity of the signal is
practically independent of the T2 time values of the tissues examined. Then a “short”
repetition time TR should be selected so that the signal strength depends mainly on
T1 and ρ. Such a sequence is called a “short sequence.” The TR value generally
ranges between 400 and 600 ms and that of TE between 5 and 20 ms.

Magnetic Resonance Imaging (MRI)
Principle of Signal Localization
It is necessary to form an image, discriminating the magnetic resonance signals from
the different voxels of a section or element of examined volume.
The radio waves used in MRI cannot be directed at a speciﬁc region. They
irradiate the whole body placed in the transmit coil. It is therefore impossible to
directly separate the signals from different voxels. The localization of the origin of
the signal will therefore be obtained by means of an experimental artiﬁce based on
the fact that the resonance frequency of a sample is, at any point, proportional to the
intensity of the magnetic ﬁeld. The principle of magnetic resonance imaging is to
produce a variation in the intensity of the magnetic ﬁeld of a voxel to another by
adding a “ﬁeld gradient” of very low intensity to the magnetic ﬁeld Bo (to the tune of
10 milliTesla per meter).
A gradient is characterized by its amplitude and direction. The gradients used in
MRI are such that the difference in intensity of the magnetic ﬁeld between two points
is proportional to the distance separating between these two points in the direction of
the gradient. The resonance frequencies of the protons will then be different, from
one voxel to another in the sample in a given direction parallel to the applied ﬁeld
gradient. It is thus possible to locate the origin of the signal along this axis.
The origin of the signal should, in fact, be located in the three directions x, y, and
z in the space. It is therefore necessary to use three ﬁeld gradients applied successively. Their simultaneous interventions lead to a single gradient applied in an
oblique direction.

Imaging by Two-Dimensional Fourier Transformation
The signal localization is carried out in three successive stages. The ﬁrst selects a
section. It therefore has the goal of obtaining a signal that only comes from one
section of the examined sample.
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The method consists of applying a ﬁeld gradient Gs during an excitation pulse of
90 . The orientation of the selected section is perpendicular to the direction of this
gradient. Its thickness is inversely proportional to the intensity of Gs and proportional to the width of the frequency band of the radio wave. The value of the central
frequency of the pulse also selects the section level. Unlike XCT, with MRI, it is
possible using this method called selective excitation to select a section in any
orientation plane without changing the patient’s position.
The following steps were designed to locate the signal in both directions of the
selected section. The ﬁrst direction of the section is marked by the method “coding
by frequency.” It involves applying a Gf ﬁeld gradient perpendicular to the slice
selection gradient during signal acquisition. The protons located in the section on the
line perpendicular to the direction of the gradient Gf, therefore, have the same
resonant frequency. It is then necessary to discriminate all the points in the same line.
The second dimension of the cutting plane is “encoded by the phase.” In this
method, a Gp gradient duration of determined amplitude is applied immediately after
the excitation pulse. Its effect is to gradually change the phase of the elementary
magnetic moments located in the direction of this gradient.
The technique for acquiring the image by two-dimensional Fourier transformation (TF2D) therefore consists of combining coding by phase and coding by
frequency (Fig. 1.7). A coding gradient is applied before each acquisition. During
acquisition of the signals, a coding gradient by frequency is applied in a perpendicular direction to the coding by phase gradient. Several signals are acquired successively by repeating a basic sequence. From one signal to another, the intensity of the
coding by phase gradient is changed. A signal matrix is thus obtained which, after
Fourier transformation, gives the image of the section.
Each cycle allows the acquisition of a signal. From one signal to another, only the
value of the coding by phase gradient is changed: Gs, selection gradient; Gp, coding
by phase gradient; and Gf, coding by frequency gradient.

Fig. 1.7 Technique for
acquiring an image by
two-dimensional Fourier
transformation (TF2D) in
spin echo sequence
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Fourier Plane (or k-Space)
The concept of the Fourier plane takes on an important role in MRI and represents an
abstract mathematical concept that is necessary to assimilate and to understand how
an image is manufactured. An MR image is formed in two distinct stages: the ﬁrst
consists of acquiring a raw data matrix (discrete signals) in the frequency domain
ﬁlling the Fourier plane; the second stage is a mathematical operation
(two-dimensional Fourier transform), which transforms this matrix into an interpretable image in the spatial domain. In fact, we ﬁnd the same information in the Fourier
plane and in the image but this information is organized differently.
In the spin echo technique, the ﬁlling of the Fourier plane is done line by line.
After each selective excitation, the application of the reading gradient is used to ﬁll a
line of the Fourier plane (or k-space) in its entirety. A line is scanned in the k-space
during each TR. The position of the line in the Fourier plane is determined by the
value of the coding by phase gradient. The increment of this value makes it possible
to move the acquisition of a line to the next. The time required to completely ﬁll the
k-space is therefore given by the relationship: N x TR, where N represents the
number of phase coding lines and TR the repetition time of the sequence.
The relationship between the MRI data from a section and the image is not
immediate. Indeed, there is no simple relationship between the k-space lines (points)
and the lines (points) of the image. Each point of the Fourier plane will contribute to
the entire image and the translation of this point in the image will depend on its
position in the Fourier plane. Indeed, the points that are at the center of the Fourier
plane determine the contrast of the image by providing information on the main
structures contained therein; they correspond to low spatial frequencies. The points
that are located on the periphery of the Fourier plane determine the spatial resolution
of the image by providing information on the details of the image. They correspond
to high spatial frequencies.

Rapid Imaging
In imaging by two-dimensional Fourier transformation (TF2D), the acquisition time
Tacq for a series of images is given by the following equation: Tacq ¼ TR. Ny, Nacc, or
Nacc represents the number of accumulations (or “excitations”) of the signal and Ny
the number of codings by phase carried out, therefore the number of lines of the
image matrix. With the classical sequences, this time is relatively long since it varies
from 3 to 17 min depending on the sequences. The use of fast imaging sequences
enables signiﬁcant time saving, and for this reason they were ﬁrst used as reference
images.
The rapid imaging techniques are increasingly used because, in addition to saving
time, they have a number of advantages. They make it possible to signiﬁcantly
improve patient comfort, to reduce artifacts related to patient movement (e.g.,
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physiological movements such as heartbeat or breathing). They may also have
economic implications by reducing the cost of MRI.
Rapid imaging paves the way for other applications such as dynamic analysis of
contrast enhancement, the study of motion of a joint, the study of cardiac kinetics,
and obtaining abdominal images in apnea. Rapid techniques also allow threedimensional image acquisition. Several approaches can shorten the acquisition time.

Decrease in the Number of Collected Data
A simple method consists of carrying out only one accumulation: Nacc ¼ 1 instead of
2 or 4. A second simple method consists of reducing the number of Ny lines of the
image. For example, we can choose Ny ¼ 28 instead of 192 or 256.
A partial scan of the Fourier plane is also possible. Some manufacturers offer a
number of fractional accumulations: Nacc ¼ 0.5 or 0.75, for example. This is actually
a reduced number of phase codings made carried out during the acquisition, with the
missing data then deduced by symmetry.

Rapid Scanning of the Fourier Plane
Currently, the most rapid method is the “echo-planar” method, usually denoted EPI
for echo planar imaging. With acquisition times to the tune of a few tens of
milliseconds, it offers great potential. In fact, it is possible to obtain images almost
instantaneously. This method consists of scanning the entire Fourier plane into one
signal (“single shot”), which implies a very rapid reversal of the gradient while
reading the signal (Fig. 1.8). It requires the use of “hypergradients” characterized, on
the one hand, by a maximum amplitude of high gradient (to the tune of a few tens of
milliTesla per meter) and, on the other hand, by a very short rise time (to the tune of
hundreds of microseconds). These technological performances make the acquisition
of this technique of rapid imaging costly.
Fig. 1.8 Example of echoplanar SE (blipped)
sequence. All data is
recorded during the
acquisition of a single signal
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Several distinct echo planar sequences are available. The echo gradient EPI
sequence, consisting mainly of a single 90 pulse followed by the reading of the
signal, provides T2* weighted images. These images thus depend on the T2 relaxation time of the tissues, but they are also very sensitive to inhomogeneities within
the magnetic ﬁeld. The EPI sequence in spin echo comprises, after the 90 pulse, a
180 pulse followed by the reading of the signal. Due to the presence of the 180
pulse, the images obtained are T2-weighted. There is also a version of EPI sequence
in inversion recovery comprising a 180 pulse before that of 90 , providing
T1-weighted images. It should be noted that the echo planar technique is very
sensitive to the chemical shift between the water molecules and lipid molecules; to
avoid the corresponding artifact, manufacturers supply EPI sequences with suppression of the fat component.
The echo-planar opens up the pathway to new ﬁelds of MRI applications. In
particular, it is possible to obtain, in addition to morphologic information, functional
information about the tissue characterization. Thus, diffusion imaging, perfusion
imaging, and imaging of brain activation are most often based on echo-planar
acquisitions.

Principles of MR Diffusion-Weighted Imaging, Voxel-Based
Morphometry, Cortical Thickness, and MR Spectroscopy
Introduction
Magnetic resonance imaging (MRI) techniques have undergone extraordinary progress in regard to the design of imagers as well as in terms of associated digital
technologies. Thus, advances in terms of magnetic ﬁeld gradients (e.g., rapid
gradient rise times), the development of new echo-planar sequences (providing
excellent temporal resolution), and improvements in the processing and analysis of
images have paved the way for new applications in medical imaging. Imaging by
diffusion magnetic resonance provides access to physiological and pathophysiological mechanisms that take place at the microscopic level in human tissues [3, 4]. The
data obtained can be quantiﬁed through digital processing. Indeed, analysis software
allows quantitative maps to be made and apparent diffusion coefﬁcients to be
determined in humans. Diffusion imaging can be performed with a clinical MR
imager equipped for ultra-rapid imaging sequencing. Excellent temporal resolution
of EPI-type sequences allows an image to be captured in 50 to 100 msec, thus
permitting artifacts due to physiological movements to be reduced and integration of
the diffusion technique into clinical practice.
What Is Diffusion in Imaging?
Typically, the intensity of the MRI signal is obtained from a population of protons
contained in the voxel of the image, and it depends primarily on the density of the
protons and the relaxation times T1, T2, and T2*. Tissue characterization, based on
the mobility of water molecules, can nowadays be achieved using MRI. Indeed,
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water molecules act as genuine microscopic markers of tissue structure. The diffusion of water molecules across regions of inhomogeneity in the magnetic ﬁeld
(linked to heterogeneity of the environment) leads to a substantial degree of dispersion of the phase of the hydrogen nuclei. The microscopic molecular movements
correspond with speeds of several tenths to several hundredths of a millimeter per
second. In order to be able to detect these short-range movements, high-intensity
pulsed ﬁelds are applied. When the water molecules cross these areas of gradient,
they undergo a change in phase depending on their direction and their speed. Too
much movement of the molecules causes a decrease in the amplitude of the echo
(signal) and this translates into a decrease in the signal intensity on the image.
Random Movements of Molecular Diffusion
Molecular diffusion is a dynamic process that involves translational and random
movements by water molecules. Water molecules are in perpetual short-range
motion due to thermal excitation, and molecular diffusion is represented mathematically by a Gaussian distribution with an average of zero. Thus, the probability of
molecules moving in one direction is equal to the probability of movement of the
molecules in the opposite direction. The displacement r between two molecular
collisions in a three-dimensional space increases with the square root of time
according to the following relationship (Eq. 1.3):
r¼

pﬃﬃﬃﬃﬃﬃﬃﬃ
6Dt

ð1:3Þ

The proportionality constant D is called the diffusion coefﬁcient, and it characterizes
the mobility of a water molecule in its environment.
The Apparent Diffusion Coefﬁcient and Restrained Diffusion
The diffusion coefﬁcient of water molecules in tissues is lower relative to that of pure
water. The water molecules encounter all sorts of obstacles to their movement, which
slows their diffusion. Thus, their displacement is hindered by membranes, cell
organelles, and molecular barriers. With biological tissues one hence refers to
apparent diffusion coefﬁcients (or ADCs). Due to a higher viscosity of water in
tissues, the diffusion coefﬁcient is two to three times lower that of water on its own.
Using Eq. (1.3), knowledge of the diffusion coefﬁcient and the observation time
allow the distance travelled by the water molecules between two collisions to be
determined, hence providing a value for the dimensions of the restrictions that limit
the movement of the water molecules. For example, during an observation time of
40 msec equivalent to the duration of the echo time (T), the water molecules in tissue
diffuse freely over a distance in the order of 10 micrometers, corresponding to a
diffusion distance two times lower than that travelled by pure water at 37  C and in
the same time span. The average diameter of cells is approximately equivalent to this
distance. This equation hence allows assessment of the dimensions of cells, or also to
document changes in the permeability in the myelin sheaths of white matter.
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Anisotropy of Diffusion
Diffusion of water in gray matter is known to be isotropic; that is to say, it appears to
be identical in all three dimensions of space. On the other hand, diffusion in white
matter is anisotropic due to the structure of the myelin ﬁbers. The water molecules
are, in fact, more free to move along the axonal ﬁbers than perpendicular to them,
since the permeability of the myelin sheath is low. Two very different approaches
allow this diffusion anisotropy to be characterized.
Tensors of Diffusion and the Trace
In order to more precisely characterize anisotropy of the environment, it is necessary
to measure a tensor D of diffusion, represented by a matrix of three lines and three
columns. This allows the principal axes of diffusion (eigenvectors) to be determined
and to calculate the diffusion coefﬁcients (intrinsic values) along each of these axes.
These axes accurately reﬂect the diffusion characteristics of the tissue. The axis
associated with the highest ADC in particular is the preferred direction of diffusion
of the water molecules. For example, for a voxel of white matter this direction
corresponds with the orientation of the ﬁbers. This technique can be useful for the
investigation of demyelinating diseases or for studies of brain myelinization in
neonates.
The various components measured of the tensor depend on the coordinate system of
the magnet. By contrast, the trace Tr(D) of this tensor, obtained from the sum of the
three diagonal components, does not depend on it. Pulsed sequences allow maps of
the Tr(D) to be obtained directly. These sequences have the advantage of being fast
while separately measuring the various components of the tensor D.

Diffusion Sequences
Stejskal and Tanner Sequences
In 1965, Stejskal and Tanner developed a diffusion imaging technique. This
sequence, usually referred to as PGSE, consists of using a spin echo
(SE) sequence, to which two pulsed gradients area added that are of short duration
and that are placed symmetrically on one side and the other of the 180 refocalizing
pulse. The ﬁrst gradient defocalizes the protons, while the second rephases the
protons which have been able to diffuse during the time interval that separates the
application of the two gradients. In this case, rephasing of the protons is nearly
complete, and consequently the amplitude of the signal will be little changed by the
application of the gradients. By contrast, if the water molecules are moving fast, it
results in an incomplete rephasing of the spins by the second gradient and hence a
notable decrease in the signal intensity. Attenuation (Att) of the signal due to the
diffusion is determined based on the following equation (Eq. 1.4):
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Att ¼ expðb  CDAÞ

ð1:4Þ

The parameter b is a key factor depending both on the intensity G of the duration δ of
the diffusion gradients and the time Δ separating the two gradients. b is expressed
according to the following equation (Eq. 1.5):
b ¼ γ 2 δ2 G2 ðΔ  δ=3Þ

ð1:5Þ

where γ represents the gyromagnetic ratio of the hydrogen nucleus (42 MHz/T).

How to Obtain a Diffusion Map?
A commonly used method consists of acquiring a ﬁrst image obtained without
activating the diffusion gradients (b ¼ 0), followed by three diffusion-weighted
images, each taken after use of a very high diffusion gradient (b ¼ 1000 sec/mm)
applied along each direction x, y, and z. The ﬁrst image serves as a reference for the
following images, so as to eliminate the T1 and T2 weighting on each pixel of the
image. The differences in diffusion speeds (slow and fast) are more readily discernible on the image when high values of b (intense gradients) are chosen. For elevated
values of b, the signal to noise ratio decreases by about a factor of ten. For a precise
calculation of the ADCs (x, y, and z), several values of b are applied successively. A
subsequent digital processing allows a quantitative map of the ADC to be made. The
values for the ADC are then represented as a color scale ranging from blue (low
diffusion) to red (high diffusion). A map of the ADC, established pixel by pixel, is
then obtained for each section, in the three dimensions of space.

How to Obtain a Tractography?
MR diffusion tractography is a method for identifying white matter pathways in the
brain (Fig. 1.9). These pathways form the substrate for information transfer between
remote brain regions and are therefore central to our understanding of function in
both the normal and diseased brain. As mentioned in Yendiki et al. [5], several
diffusion tractography methods have been proposed over the years to reconstruct
white-matter pathways.
Most early methods were deterministic and followed the streamline approach,
which modeled a path as a one-dimensional curve. The curve was grown from a
starting point by taking steps in directions that were determined by the diffusion
orientation in the underlying voxels. Other deterministic methods were volumetric,
modeling the path as a volume, and allowing it to grow in three dimensions. Both
streamline and volumetric approaches were local, in the sense that the algorithm
considered the image data at a single location to determine how to grow the path at
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Fig. 1.9 Example of ﬁber
tracking of the corticospinal
and corticopontine tracts
(blue) and inferior
longitudinal fasciculus
(green). (From Trakvis
(0.6.1) software)

each step. Compared to deterministic approaches in which the estimated ﬁber
orientation (e.g., direction of the maximum diffusivity for the tensor model) is
assumed to represent the best estimate to propagate streamlines, probabilistic
methods generate multiple solutions to reﬂect also the variability or uncertainty of
the estimated ﬁber orientation. Local tractography algorithms, whether deterministic
or probabilistic, are best suited for exploring all possible connections from one brain
regions, which is used as the tractography seed, to any other region.
Global tractography methods were suggested as an alternative approach to
address the problem of identifying speciﬁc white-matter pathways. The global
approach deﬁnes both end regions where the pathway is thought to determinate
and searches the space of all possible connections between these two regions for the
connection that bests ﬁts the data. Thus the entire pathway is estimated at once,
rather than step-by-step. The solution is symmetric with respect to the two end
regions, instead of treating one as the “seed” and the other as the “target.” Since
global optimization integrates along the length of the pathway, it is less sensitive to
localized regions of high uncertainty (e.g., pathway crossing) than the streamline
approach. A challenge with global tractography is the size of the solution space,
which consists of all possible connections between two regions. To address these
issues, a computational method “TRACULA” (TRActs Constrained by UnderLying
Anatomy) has been developed. This method for automated reconstruction of major
white-matter pathways that is based on the global probabilistic approach and utilizes
prior information on the anatomy of the pathways from a set of training subjects to
derive a description of the pathways in terms of the structures that they intersect and
neighbor [6]. The knowledge on path anatomy that is extracted from the training set
is then used to initialize a global probabilistic tractography algorithm and also to
constrain its search space penalizing connections that do not match the prior
anatomical knowledge. This allows the algorithm to reconstruct the pathways
reliably in a novel subject with no manual intervention, facilitating the analysis of
large data sets.
Another method called “TBSS” (tract-based spatial statistics) aims at modeling or
quantifying changes in white matter across individuals. This method relies on the
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precise changes in white matter across individuals, in particular on the precise
matching of anatomical locations across subjects, which is necessary in order for
the experimenter to be conﬁdent that any result from the analysis is due to genuine
changes in white matter microstructure rather than variations in brain structures
shape, size, or position. TBSS restricts the statistical comparisons to the centers of
white matter tracts after non-linear registration of different subjects into a common
space. TBSS uses fractional anisotropy (FA) measurements to realign subjects and
extract the centers of white-maters tracts.

Sources of Artifacts in Diffusion-Weighted MRI
The biggest hurdle in diffusion imaging involves movement artifacts that appear on
the image due to macroscopic movements by the patient or physiological movements (e.g., breathing, heartbeat, and CSF). The latter can be reduced by applying a
cardiac synchronization during the image acquisition. The movement of the protons
across the magnetic ﬁeld gradients can cause substantial shifts in the phase of the
signal and can perturb the localization of the signal during the coding phase. These
variations in the phase generally translate into phantom images. This artifact problem is ampliﬁed considerably in the presence of diffusion gradients. Other types of
artifacts due to the substantial difference in magnetic susceptibility that exists at
air-tissue and bone-tissue interfaces can result in substantial distortions in the
images. This is particularly so for those done in temporal regions and in the posterior
fossa. Such artifacts may be minimized by applying highly intense ﬁeld gradients.

Voxel-Based Morphometry and Cortical Thickness
The morphology of cortical gray matter is commonly assessed using T1-weighted
MRI together with automated computerized methods such as voxel-based morphometry (VBM) and cortical thickness (VBCT). Findings suggest that while VBM
provides a mixed measure of gray matter including cortical surface area or cortical
foldings, as well as cortical thickness, VBCT selectively investigates cortical thickness [7]. VBM allows for the examination of brain changes and/or group differences
across the entire brain with a high-regional speciﬁcity (i.e., voxel by voxel), without
requiring the a priori deﬁnition of particular ROIs [8]. VBM is an approach that
enables a voxel-wise prediction of the local amount of a speciﬁc tissue. Classically,
VBM is directed at examining gray matter, but it can also be used to examine white
matter. In the latter case, however, the sensitivity is limited, for white matter areas
are characterized by large homogeneous regions with only subtle changes in intensity [9]. For white matter, it is strongly advisable to use DTI. The reader interested in
the VBM can download VBM8 toolbox at http://www.neuro.uni-jena.de/vbm/down
load/ which runs with SPM8 (http://www.ﬁl.ion.ucl.ac.uk/spm/).
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Given the range of normal individual variance in cortical morphologic features,
such as gyral and sulcal patterns, the use of voxel-based tools that transform and
smooth individual MRI data into common coordinate spaces may remove the precise
features of interest for studies investigating within-group correlations between
cortical morphometry and cognitive performance (for example) and reduce the
ability to speciﬁcally localize ﬁndings. Furthermore, the measure typically analyzed
by voxel-based techniques (gray matter density) is difﬁcult to interpret quantitatively
with respect to a particular morphometric property of cerebral tissue (i.e., volume,
thickness, surface area). To enable the study of morphometric properties of the
human cerebral cortex and their relationship to cognitive function, disease state or
other behavioral variables, automated methods have been developed for segmenting
and measuring the cerebral cortex from MRI data [10, 11]. The validation of
MRI-derived cortical thickness measurements has been performed against manual
measurements derived from both in vivo and postmortem MRI brain scans
[11]. Since measures of cortical thinning are sensitive and reasonably speciﬁc
[12], at least in the context of neurodegenerative diseases or performance ability,
these measures are a promising candidate MRI biomarker. Reconstruction of the
cortical surfaces and measurements of cortical thickness were classically performed
using FreeSurfer toolkit which is freely available to the research community via the
Internet at https://surfer.nmr.mgh.harvard.edu/.

Magnetic Resonance Spectroscopy (MRS)
MRS can have several areas of application [13–15]. In vitro analyses of biological
tissue can be carried out. The future ﬁeld of application concerns in vivo and in situ
explorations of small volume elements of living organs localized spatially. In vivo
spectrometry can be used to complete the morphological and functional exploration
obtained by magnetic resonance imaging. It provides access to information related to
cell metabolism. This technique takes advantage of noninvasive MRI and includes
the quantitative information of biochemistry [16].
Magnetic resonance spectroscopy may use nuclei other than hydrogen. Some of
these nuclei have sufﬁcient natural isotopic abundance in biological tissues. These
are endogenous nuclei, phosphorus 31, and sodium 23, for example. Other nuclei
termed exogenous, such as ﬂuorine 19 and lithium 7, can be used as tracers.

Localized Spectroscopy and In Vivo Spectroscopic Imaging
There are two techniques for locating the spectroscopic signal.
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“Monovoxel” MRS
One possible method of spatial localization of the volume element that we want to
study in in vivo spectroscopy consists of choosing a single volume of interest and
using a surface coil placed near the study area. The depth of the examined region is
in the order of magnitude of the radius of the antenna used and the volume studied in
the order of approximately 10 cm3. This technique is applied in particular for
superﬁcial and homogeneous lesions.

Metabolic Imaging by Spectrometry
The spatial localization of spectra obtained using magnetic ﬁeld gradients such as
imaging (see MRI paragraph) can analyze all voxels in a cut. Post-processing provides access to parametric images of different metabolites. This technique is well
suited for comparative studies between lesions and contralateral normal tissue or
lesions that may be heterogeneous and extended.

Physiochemical Parameters
Chemical Shift
We have previously seen that the magnetic resonance signal appeared after Fourier
transformation in the form of a peak (also called ray) centered at a frequency Vs of
width Δv. The frequency of resonance of the nuclei will depend on the chemical
bond involving the nucleus. Indeed, the resonance frequency of a nucleus is slightly
modiﬁed by the electron cloud of adjacent nuclei, thus creating a very small local
magnetic ﬁeld in addition to the B0 ﬁeld. Therefore, the effective magnetic ﬁeld
(Beff) perceived by the nucleus will be slightly different from the B0 ﬁeld. The
effective resonance frequency will be written: Veff ¼ ϒBeff/2π. For example, if the
hydrogen nucleus of a lipid resonates at 42 MHz for a ﬁeld of 1 Tesla, the hydrogen
nucleus of water will have a Larmor frequency which differs from 142 Hz to that of
the lipid. The resonance frequency is therefore different from one nucleus to the
other according to the nature of the molecule and the electronic environment.
This variation in frequency is referred to in the terms “chemical shift.” This is
measured by a number d independent of the value of the external magnetic ﬁeld. It is
expressed in p.p.m. (parts per million): d ¼ 106 (Vs – Vr)/Vr ou Vs represents the
actual resonance frequency of the nucleus in question and Vr a reference frequency
of this nucleus. In spectrometry of the proton, the resonance frequency corresponds
to that of tetramethylsilane (reference molecule ¼ 0 ppm); the chemical shift of
different chemical groups thus becomes measurable, making it possible to identify
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different metabolites. In the previous example, the chemical shift of the lipid proton
will be equal to 3.4 ppm based on the water proton.
Take the example of phosphorus 31 which is a nucleus that is especially used in
MRS. The chemical shift in muscle physiology is usually calculated taking the
phosphocreatine ray Vr as the reference. The normal muscle spectrum will consist
of a number of Vs rays corresponding to inorganic phosphorus, ATP, and ADP, each
being identiﬁed by the value of the chemical shift relative to phosphocreatine.

Spectral Characteristics
The area demarcated by the peak and the x-axis (the “surface of the ray”) is
proportional to the density of the resonating nuclei. The width of this peak, measured
at mid-height of the maximum, is inversely proportional to the transverse
relaxation time.

NMR Signal, Spectral Resolution, and Coupling
In spectrometry, two factors are crucial in the quality of a spectrum: ﬁrstly the signal
to noise ratio which determines the sensitivity of the measurement and also the
spectral resolution that corresponds to the separation of the different resonance rays.
The spectral resolution can be enhanced with the homogeneity and intensity of the
main ﬁeld. Due to the abundance of water in the biological tissues, the relative signal
of the nuclei contained in the metabolites of interest is embedded in the water. It is
therefore essential to overcome the water signal, for example, by applying a selective
pulse cancellation of the water signal. It is then possible to detect intracellular
metabolites at concentrations in the order of millimoles per liter.
To improve the signal to noise ratio, it is necessary to accumulate the signal and to
select a relatively large measuring volume. This results in degrading the spatial
resolution of spectroscopic images to the tune of one centimeter, compared to
submillimeter MR images. If the equipment has sufﬁcient resolution, some resonance rays can appear split or multiple. This duplication comes from an interaction
between neighboring nuclear spins. The interval between two rays deﬁnes a coupling
constant characteristic of this interaction.

Measurement of pH
Sometimes the chemical shift of a nucleus reﬂects the acidity of the investigated
medium. This is the case in spectrometry of phosphorus 31. There is a difference
between the values of chemical shift for the two types of phosphoric acid (mono or
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divalent) present in a biological medium. The position of the resonance peak of the
inorganic phosphorus results from a balance between these two forms and will
therefore depend on the physiological pH value. Thus, a calibration will determine
the pH value according to the position of the phosphor ray.

Magnetization Transfer
It is possible to analyze the evolution of a biochemical reaction between the two
compounds A and B, following the variation in the intensity of their respective rays
during the reaction. For example, the kinetics of an enzymatic reaction will be
characterized by the rate of increase in the intensity of the ray A and the intensity
of the decreasing ray B (“magnetization transfer” from A to B).

In Vivo Spectrometry
Spectrometry of Phosphorus 31 of Muscle Tissue
The ﬁrst medical application of spectrometry by nuclear magnetic resonance concerns spectrometry of the phosphorus 31 nucleus in the exploration of muscle
metabolism.
A stress test is usually performed. A series of spectra is recorded during the
successive phases of rest, exercise, and recovery. In normal subjects, the NMR
spectra show a decrease in the phosphocreatine peak and ATP level, which remains
relatively stable during exercise. The breakdown of ATP is indeed compensated by
its resynthesis: phosphocreatine splits into creatine and phosphate ion, and thus
constitutes a ﬁrst reserve of energy. Spectroscopic quantitative study makes it
possible to determine the amount of energy used and the origin of this energy. In
vivo NMR spectroscopy of phosphorus 31 makes it possible to study the muscle
physiology and pathophysiology. Its contribution can be important in the diagnosis
of certain myopathies.

Proton Spectroscopy of Healthy and Pathological Brain Tissue
As regards the study of the cerebral metabolism, the spectrometry of hydrogen
nucleus can provide important information. Brain tumors are indeed a major ﬁeld
of application for MRS. In fact, the recorded spectra make it possible to identify
metabolites such as (1) N-acetyl-aspartate which is an indicator of the density and
neuronal viability, (2) choline which provides information on the membrane metabolism, and (3) creatinine which represents the energy metabolism of cells. The

1 Magnetic Resonance Imaging: Basic Principles and Applications

23

Fig. 1.10 Recording
spectra at a brain metastasis
of a lung cancer (A) and the
contralateral healthy zone
(B). The identiﬁcation of
lipids at the tumor is related
to the breakdown of cell
membranes. (Adapted from
J.-F. Le Bas and S. Grand)

absolute quantiﬁcation of metabolites is still difﬁcult because of an often low signal
to noise ratio. Thus, the relative ratio measurements of choline with respect to Nacetyl-aspartate or creatinine or indeed N-acetyl-aspartate ratios between healthy
tissue and tumor tissue are typically carried out. Tumors, for example, are accompanied by an increase in lactate, a marker of anaerobic glycolysis, and a signiﬁcant
decrease in NAA indicating a metabolic deterioration of neurons and an elevation of
choline which may reﬂect cell proliferation (Fig. 1.10).

Diagnostic Role of MRS and Therapeutic Follow-Up
MRS can track the effect of radiotherapy to predict the effectiveness of a treatment.
Indeed, if the irradiation is effective, a reduction in choline is observed and may
indicate a decrease in the number of tumor cells. MRS is also promising in many
diffuse diseases such as viral and metabolic encephalopathies, related to an enzyme
deﬁciency, for example. It also allows the study of brain maturation. Spectrometry
also opens the way to the metabolic study of focal lesions, such as cerebral ischemia,
which is accompanied by an early increase in lactate levels.
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Imaging of Proton Chemical Shift
Several techniques are possible. The ﬁrst type of method, seldom used, provides a
spectrum for each volume element of the studied section. The second type of method
helps to understand the composition of water and fat in each voxel. The chemical
shift of the hydrogen nucleus, depending on whether it belongs to a lipid molecule or
a water molecule, can indeed be utilized to obtain the spatial distribution of these two
types of molecules.
The spectroscopic imaging method described by Dixon (1984) consists of successively using two spin echo sequences. The ﬁrst is a normal sequence, in other
words the signal is acquired at time TE where the magnetizations of water and fat are
added together since they are in phase. The second is slightly modiﬁed to acquire the
signal at a time TE  τ where the magnetization of water and fat are out of phase and
therefore escape. This produces two images for the same cut, the ﬁrst representing
the sum of water + fat and the second the difference of water - fat. We then simply
add the two images acquired to obtain the spatial distribution of water and subtract
these two images to obtain that of fat. Chemical shift imaging thus makes it possible
to obtain biochemical information in addition to morphological information and has
a signiﬁcant contribution in tissue characterization.
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Chapter 2

Brief Overview of Functional Imaging
Principles
C. Habas and G. de Marco

Physiological and Physical Bases of BOLD Response
BOLD signal roots in local and transient hyperoxygenation exceeding neuronal
metabolic demand of activated neurons and is due to vasodilation partly and feedforwardly controlled by vasoactive molecules in relation to (inter-)neuronal activity
and to energetic metabolism [1] and modulated by more distant neural inﬂuences.
Neurovascular Coupling with Glutamatergic Neurons At rest, the main neuronal consumption of energy produced by aerobic glycolysis (tricarboxylic acid cycle)
is linked to the maintenance of gradients of ionic concentration around the plasmic
membrane and intracellular biosynthesis. During synaptic activation, neuronal
metabolism and, consequently, neuronal consumption/production of energy are
increased mainly in relation with the recruitment of Na+/K+ ATPase pumps
involved in gradient ion restoration. A tight neuron-glial-vascular coupling allows
to provide sufﬁcient amount of oxygen and glucose to neurons (and astrocytes)
during sustained activity and during restoration of their energetic reserves and to get
rid of metabolic potentially noxious by-products [2]. This coupling induces (1) a
strong and nonlinear augmentation of cerebral blood ﬂow (CBF) and (2) a moderate
augmentation of cerebral blood volume (CBV), while a weak cerebral metabolic rate
of oxygen utilization (CMRO2) is observed [3]. This hemodynamic response is
based on a vasodilation of arterioles and capillaries causing increased CBF and, in
downstream veins, an increased speed of blood ﬂow [2]. These vascular processes
would rely on Ca2+-dependent release of vasodilators by neurons (or interneurons)
C. Habas (*)
Service de NeuroImagerie, CHNO des 15-20, Paris, France
e-mail: chabas@15-20.fr
G. de Marco
Laboratoire CeRSM (EA-2931), Equipe Analyse du Mouvement en Biomécanique, Physiologie
et Imagerie, Université Paris Nanterre, Nanterre, France
© Springer International Publishing AG, part of Springer Nature 2018
C. Habas (ed.), The Neuroimaging of Brain Diseases, Contemporary Clinical
Neuroscience, https://doi.org/10.1007/978-3-319-78926-2_2

27

28

C. Habas and G. de Marco

and by the associated astrocytes whose metabotropic receptors are activated by the
glutamate released in the synaptic cleft and whose end feet surround the microvasculature. These molecules can act on pericytes and smooth muscle cells. Several
factors can contribute to the local vasodilation [4]: astrocytic extrusion of potassium,
prostaglandins, and epoxyeicosatrienoic acids; neuronal liberation of vasoactive
mediators such as nitric oxide (NO), prostaglandins, vasoactive intestinal peptide
(VIP), adenosine, or adenine; and variation of blood pCO2 and pH and lactate/
pyruvate ratio. It is noteworthy that this vasodilation can be potentially
counterbalanced by vasoconstrictors such as norepinephrine. Two other mechanisms
can also participate to this functional hyperemia. First, some vasoactive substances
may be released from distant subcortical afferents such as from the cholinergic
substantia innominata, serotoninergic raphe, dopaminergic ventral tegmental area,
and noradrenergic locus coeruleus [2, 4]. Second, (retro-)propagation of vasodilation
can occur in relation to endothelial direct action on smooth muscle cells via
hyperpolarization-dependent [5] or calcium wave-dependent vasoactive factors
[6]. This mechanism would explain why vasodilation can also spread to the arterioles
toward the cortical surface [2].
Neurovascular Coupling with GABAergic Interneurons Stimulation of GABAA receptors produces arteriolar dilation in the neocortex and hippocampus so that
GABAergic interneurons may contribute to positive BOLD response [7]. However,
several experiments have demonstrated that inhibitory GABAergic synapse could
also induce arteriolar vasoconstriction and subsequent decrease in CBV and blood
oxygenation, likely through neuropeptide corelease [4]. This hemodynamic response
would partly explain negative BOLD response. However, interneurons, such as
cerebellar basket and stellate cells, can also secrete molecules such as NO producing
vasodilation, while GABA has no vasoactive effects in the cerebellum [8]. Finally,
local neurovascular response represents summed and complex effects of both excitatory and inhibitory synapses.
Neuronal Metabolism of Glutamatergic Neurons Moreover, part of the glutamate delivered in the synaptic cleft is captured by contiguous astrocytes and
transformed into glutamine before being released back to presynaptic neuron
where it will be recycled [9, 10]. The glial sodium-glutamate cotransport stimulates
anaerobic glycolysis which produces ATP necessary to extrude sodium through a
sodium-potassium ATPase and lactate delivered to the neuron using
monocarboxylate transporters. Lactate is then transformed into pyruvate by neuronal
lactate dehydrogenase before undergoing oxidative phosphorylation, according to
the lactate shuttle hypothesis. This mechanism would explain the observation that
only a small fraction of blood oxygen is extracted, while a substantial uptake of
glucose occurs.
Local Magnetic Field Owing to functional hyperemia, the surplus of diamagnetic
oxyhemoglobin (mainly due to the increased CBV) ﬂows in the local capillaries and
venous system which become more diamagnetic [11]. Let’s remind that, at rest, the
difference of magnetic susceptibility between the paramagnetic deoxyhemoglobin-
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rich vascular compartment and the more diamagnetic surrounding tissue creates a
microscopic ﬁeld gradient around vessels causing variation of the precessional
frequency with space and time. Moreover, randomly diffusing spins (hydrogen
atoms of water molecules) due to thermal energy experience different amplitudes
of the local magnetic ﬁeld and exhibit subsequent accrual phase. However, this
effect dominates mainly around the small vessels (capillaries and venules) as the
diameter of the spin diffusion sphere on the order of 10 μm and the spatial spread of
the gradient are approximatively of the same range. In larger vessels (arterioles and
large venules), spins can be regarded as static in the perivascular space. It is
noteworthy that dephasing also takes place in the intravascular compartment
where diffusing spins undergo direct magnetic inﬂuence of deoxyhemoglobin
because of their spatial closeness. Conversely, after neuronal activation, the
increased concentration of oxyhemoglobin in vessels leads to decreased local ﬁeld
distortions and consequently lesser phase dispersion of water molecules. In summary, augmentation of CBF due to neuron-glial-vascular coupling is accompanied
by a net increased oxygenation of the microvasculature, while CBV and oxygen
consuming induce a counterbalancing but weaker augmentation of
deoxyhemoglobin, so that the local magnetic ﬁeld is signiﬁcantly diminished. This
change of local tissue oxygenation-related magnetism is recorded by fMRI as BOLD
response.
BOLD Signal and fMRI After radio-frequency pulse, fMRI detects transversal
magnetization whose decay depends upon static and ﬂuctuating ﬁeld inhomogeneities, including the deoxyhemoglobin-related ﬁeld gradient, and on spin motion
[11, 12]. These magnetic inhomogeneities contribute to faster loss of spin-phase
coherence, and this effect is reﬂected in the T2* relaxation time which appears in the
equation describing the MRI signal evolution in function of time S(t) with a baseline
signal equal to S0:
SðtÞ ¼ S0 :exp½t=T2∗ 
After neuronal activation, T2* increases to T2*0 because of the decrease of
intravascular and perivascular paramagnetic distortions of the main ﬁeld exerted
by deoxyhemoglobin transiently replaced by oxyhemoglobin. Therefore, the measured fMRI signal appears stronger. It can be easily calculated that the percentage of
change of the signal between the rest baseline and the activated state, which
represents the BOLD signal, is approximatively proportional to [1/T2*  1/T2*0 ]
TE, where TE refers to echo time of the MRI sequence. Several biophysical models
have been developed to express the relaxation time T2* in terms of local ﬁeld and
vascular parameters. For instance, it has been shown that [12, 13]:
1=T2∗  k:ð½dHb:B0 Þβ V
where k designates a constant, [dHb] the concentration of deoxyhemoglobin which
determines the perivascular difference of magnetic susceptibility, B0 the main
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magnetic ﬁeld strength, V the blood volume fraction, and β ¼ 1.5. More complex
and accurate models integrate the dependency of [dHb] on CBF, CBV, and the rate
of oxygen extraction. For instance, one possible model for the BOLD response ΔS
can be approached by the following nonlinear (in CBF) equation [12]:
ΔSðtÞ ¼ A:ð1  1=n  αV Þ:ð1  CBFðtÞ=CBFbaseline Þ
where the complex factor A is mainly proportional to [dHb] (and consequently to
hematocrit) and O2 extraction during the baseline state, n is the fractional changes in
CBF, and αV refers to the venous volume changes. It is important to emphasize that
the BOLD signal in each pixel is strongly inﬂuenced by baseline values of CBF and
CBV, for instance. Therefore, BOLD signal does not only depend on neuronal
activation but also on regional-speciﬁc microvascular anatomy and physiological
changes related to age, medication, or concomitant pathology.
As mentioned above, negative BOLD response can also be observed. Kim and
Ogawa [14] summarized several possible explanations of stimulus-induced negative
BOLD signals: decreased CBF due to neuronal inhibition, or regional ﬂow
reallocation, and increased O2 consumption without augmented CBF. Furthermore,
they reported Shih et al.’s study [15] showing subcortical negative BOLD response
(in rats) mediated by focal release of vasoconstrictors decreasing CBV despite
nociceptive-induced neuronal activation. Therefore, negative BOLD signal must
be carefully interpreted and must not be regarded as exclusive signature of neuronal
inhibition.
Speciﬁc sequences of MRI are applied to encode this hemodynamic response
within the T2*-weighted image such as T2*-weighted gradient echo (GE) and echoplanar imaging (EPI) with usual spatial and temporal resolutions 2–4 mm3 and 2–4 s,
respectively. BOLD signal detected by EG sequence predominantly derives from
venous system. Two reasons may explain this fact. First, upstream, capillaries
contain more oxyhemoglobin than veins. Second, in small vessels, erratic moving
spins sample all local perivascular magnetic ﬁelds, which results in narrowing the
phase distribution and consequently in reduced BOLD signal [12]. However, this
effect can be utilized during spin echo (SE) imaging since the refocusing 180 RF
pulse eliminates only dephasing effects of static magnetic inhomogeneities, but not
the phase accumulation of diffusing spins. SE sequence is therefore sensitive to
smaller vessels than GE ones.
Phenomenologically, BOLD response, i.e., the percentage of change in MRI
signal caused by a very brief stimulation, is characterized by a brief and inconstant
initial “dip” followed by the rise of the signal to a peak (4–6 s) due to blood
oxygenation increase and followed by slower fall (around 15 s) and ﬁnally by a
shallow post-stimulus undershoot of variable duration before reaching the baseline
(Fig. 2.1). The vascular mechanisms producing the dip and the undershoot remain
still a matter of debate. It is noteworthy that BOLD response (20–25 s) lasts longer
than neuronal electrical events (several milliseconds) and can exhibit interindividual
and interregional variability concerning its time-course. The task-related BOLD
increase is usually <5%. Finally, BOLD response can be regarded as a linear
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Fig. 2.1 Curve
representing schematically
the time-varying BOLD
response caused by a brief
stimulus applied at time
t ¼ 0. The dashed line
corresponds to the baseline
level of BOLD signal

function of the underlying neuronal response in ﬁrst approximation and is correlated
with local potential ﬁelds which reﬂect afferent synaptic inputs and postsynaptic
dendritic processing rather than spiking [15], although discrepant results found
correlation with spiking [11].
In conclusion, positive BOLD signal mainly reﬂects intra- and extravascular
magnetic ﬁeld alterations due to focal hyperemia-related, capillaro-venous
hyperoxygenation induced by tight neurovascular coupling during neuronal activation. Conversely, negative BOLD signal can be caused by neuronal inhibition.
However, regional and stimulus-dependent variations can occur such as inhibitory
interneuron-related positive BOLD signal in the cerebellar cortex or striatal negative
BOLD signal despite neuronal activation.
CBF-Based Functional Imaging Besides BOLD fMRI, arterial spin labeling
(ASL) can also be used for obtaining functional images [16], even in the brain
resting state [17]. This MRI sequence usually allows generation of perfusionweighted images and quantiﬁcation of absolute perfusion. Put in a nutshell, radiofrequency pulses and gradients applied to the neck invert spin magnetization of
hydrogen atoms in arterial blood. In other words, water in the blood is used as
endogenous tracer. After a short delay (<5 s) necessary for the labeled spins to reach
the studied tissue upstream, two-dimensional EPI images of the brain are acquired.
Then, subtraction between paired images with and without spin labeling (control
image) enables to suppress static tissue signal and consequently to retain perfusionrelated signal. In clinical and research routines, pseudo-continuous ASL is preferentially utilized. Therefore, ASL can detect slow task-related changes of local brain
perfusion only due to arteriolar or capillary dilation or contraction. This ASL-based
and CBV-related functional mapping improves spatial resolution for localizing
accurately activated areas, especially in regions with high susceptibility, and it
excludes complex dependency of the signal to other parameters, such as CBV and
CMRO2 modulating the BOLD signal [18]. Moreover, the ability to measure
perfusion permits to evaluate not only interregional signal correlation but also
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local and global variations of signal amplitude [18, 19]. It is noteworthy that both
ASL and BOLD signals can be recorded during a unique dual-echo EPI sequence.
The BOLD signal can be extracted from the control (task-related or rest) image.

Brief Survey of Basic fMRI Design and Processing
The aim of the study is to identify brain areas speciﬁcally recruited by an experimental task (movement, perception, cognition) performed by the subject inside the
MRI machine. Task-related activation must be extracted from the basal metabolismrelated activation pattern of the rest of the brain. Two main experimental designs can
be applied: block design and event-related design. In block design, the functional run
encompasses a regular alternation of “on and off/controlled” blocks. Within each
on-block, subjects are requested to carry out the same experimental activity continuously, while, within each off-block, they remain at rest. Block repetition will
sample weak BOLD responses thus increasing signal-to-noise ratio, and subtraction
of off-blocks from on-blocks will only retain task-speciﬁc activated areas. Alternatively, in event-related design, discrete stimuli are presented repeatedly but brieﬂy
and randomly, and they are interspaced by off epochs of variable duration. Therefore, event-related design is more prone to record transient brain activity than block
design more sensitive to sustained brain activity but with a risk of habituation or task
anticipation.
Raw functional images must then undergo a complex preprocessing before
computing task-related “activation maps.” A preliminary analysis is indeed required
since, for instance, raw data are noisy due to several scanner artifacts, head motion,
breathing, and heartbeat and encode not only a weak task-related BOLD signal, less
than 5% of the total BOLD signal, but also BOLD variations caused by simultaneous
but task-unrelated mental activity.
The main steps of preprocessing of single-subject data include (1) distortion
correction, (2) motion correction and slice realignment, (3) slice-timing correction
(correction of interslice delays of acquisition), (4) spatial normalization (realignment
of individual anatomical data into a common framework for interindividual comparisons and group analysis), (5) spatial smoothing with a Gaussian kernel (removal
of high-frequency noise), and (6) temporal ﬁltering (removal of low-frequency noise
such as the scanner drift).
Afterward, statistical modeling and inferences will determine which voxel’s
signal are signiﬁcantly and speciﬁcally correlated with the experimental design.
The most popular method utilized to achieve this goal is the general linear model
(GLM). GLM will relate a dependent variable (voxel’s BOLD signal time series
from observed data) to one or more independent explanatory variables (voxel’s
predicted BOLD signal time-course or perfusion time-course using functional
ASL). For example, the predicted BOLD time-course can be modeled by a boxcar,
representing alternation of on-off epochs, convolved with a hemodynamic response
function. Observed data Y are, thus, represented as a linear combination of
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regressors: the predicted neuronal response (design matrix) X weighted by unknown
parameters β quantifying effect sizes, and of Gaussian noise (unexplained variance)
ζ with a null mean and a variance σ2, as expressed in the following matrix equation:
Y ¼ ½β:X þ ζ
The β values can be estimated by minimizing the sum of squared residuals, i.e.,
differences between observed and predicted values so that the model best ﬁts the data
and, after some mathematical manipulations, can be written as:

1
½β ¼ Xt X Xt Y
where Xt denotes the transposition matrix and provided that Xt X is invertible
necessitating that X has a full column rank.
Moreover, GLM requires that the components of the noise ζ remain temporally
uncorrelated and share the same variance, which is not always the case. Therefore,
after the temporal ﬁltering, prewhitening the data could be applied to remove
autocorrelation. Then, a statistical test, such as t-test or F-test, will determine
whether the observed data estimated by the set of β parameters and the matrix design
may result from random ﬂuctuations of brain activity or of all other null controlled
condition (H0 hypothesis accepted) or not (H0 rejected: “there is a signiﬁcant taskrelated effect”). More formally, the testing relies on contrasts c deﬁned as a weighted
linear combination of β values representing effect of interest:
c ¼ ct ½β
where c denotes the contribution of β to the BOLD signal at a particular TR and in a
speciﬁc voxel, c can take 1, 0, or 1 values, and then the H0 and H1 hypotheses can
be expressed by:
H0 : c ¼ 0 versus H1 : c > 0
If a t-test is applied, the statistics following the t-distribution with (number of
rows – number of columns in X + 1) degrees of freedom is expressed by:
h 
1 i1=2
t ¼ cT β=σ cT Xt X c
Statistical inferences, therefore, require to deﬁne the contrast (performance
against rest or performance against another performance), the type of level inference
(voxel versus cluster), and the statistical threshold (P-value uncorrected or, most
often, corrected for multiple comparisons, e.g., P (T > t) ¼ 0.05 corrected, where T
refers to the random variable following the t-distribution having the same degrees of
freedom than the computed t). Multiple comparisons is an important problem. If the
probability of false positives is ﬁxed at 0.05 for each test per voxel, then the
probability of false positives for all the N studied voxels equals 0.05.N number
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Fig. 2.2 Statistical parametric map of a subject performing alternating phases of rest and activity
(motor mental imagery task) during a functional MRI scan. (a) Axial slices showing bilateral (pre-)
frontoparietal cortical activation (A1) and cerebellar activation (A2). (b) The curves represent the
detected time-varying BOLD signal (red) and the full model ﬁt versus data obtained by GLM
method (blue) (post-processing using analysis of FMRIB Software Library v5.0, Oxford, UK:
https://fsl.fmrib.ox.ac.uk/fsl/fslwiki/FEAT)

which can be very high. Therefore, it is absolutely necessary to resort to multiple
comparison corrections. Several procedures can be used such as family-wise rate
correction (Gaussian random ﬁeld), for false discovery rate correction controlling the
false positives only among the signiﬁcant voxels. The ﬁnal results, the statistical
parametric map, are visualized on thresholded activation map overlaid on T1 highresolution anatomical images, where the voxel statistical signiﬁcance is represented
by a color gradient (Fig. 2.2).
Further higher-level statistics using single-subject statistical maps can be
performed to create a single-group activation maps and to test intersession or
intergroup differences in the brain activation pattern. Generally, as we want to
extrapolate information from the limited group of subjects to the whole population,
they belong to, random effect analyses are preferentially carried out rather than ﬁxed
effect.
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Resting-State Functional Connectivity
Deﬁnition There exist tight temporal correlations between spontaneous BOLD
signal ﬂuctuations at low frequency [0.01–0.1 Hz] and at rest, between spatially
remote but functionally related brain areas [20, 21]. The spontaneous brain activity at
rest thus results from complex dynamical interactions between well-segregated but
partially overlapping, large-scale neural networks involved in motor, perceptual, and
cognitive functions [22]. rsfMRI is devoted to identify these resting-state networks
(RNs), reminiscent of task-related networks, and their interactions (correlation/
decorrelation and anticorrelation) across time. This internally driven brain activity
is assumed to reﬂect, at least, not only the concomitant free conscious experience
referred as “mind wandering” but also spontaneous neural events constrained by
experience-dependent neuroplastic changes and network structural and/or functional
topological architecture. Let’s mention that ASL-based rsfMRI can also be
used [17].
Neurophysiological Basis The neurophysiological mechanisms underlying these
interregional synchronizations are poorly understood and still a matter of debate.
First, interregional functional coherence only partially reﬂects the anatomical wiring.
This fact is illustrated by left and right BA 17 regions, which belong to the same
primary visual RN although they are not anatomically interconnected, and by the
dorsal attentional network and the visual RNs which are functionally separated
although they anatomically linked [23]. Notwithstanding, callosotomy markedly
reduces interhemispheric connectivity. Second, there exist transient and complex
correlations between BOLD ﬂuctuations and alpha, beta, gamma, delta, and theta
EEG rhythms [24]. For instance, the default mode network and the dorsal attentional
network exhibit positive and negative correlations with beta and alpha rhythms,
respectively, whereas the salience networks are active in the gamma range. MEG
recordings have also highlighted relationships between BOLD ﬂuctuations and
amplitude envelope of band-limited rhythms [25]. Third, in monkey, spontaneous
BOLD ﬂuctuations were consistently correlated with neural spiking activity and
gamma-range band-limited power [26]. In human, correlations were also found
between spontaneous BOLD and the slow cortical potentials. Fourth, several other
putative factors have been assumed to shape BOLD spontaneous ﬂuctuations
[23, 27]: cellular metabolism (redox variation associated with energetic metabolism), biophysics (up-down state transition of the membrane voltage, subthreshold
oscillations, microstates), biochemistry (quantal exocytosis), network constrains
(time delay, noisy transmission, nonlinear attractor dynamics [28]), anatomical
connections (thalamus), or neuromodulation. Therefore, spontaneous BOLD ﬂuctuations seem to be spatially and temporally multiscale organized from the cell to the
network.
MRI Sequence Inside the scan and during the whole experiment, subjects are
requested to remain still and eyes closed and to focus their attention upon nothing
in particular. Then, the same EPI sequences than in classical fMRI are applied to
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measure the resting-state brain activity. For example, around 200 volumes covering
the whole brain are acquired with a TR ¼ 2 s. Utilization of accelerated sequences,
such as multiband (simultaneous acquisition of multiple slices), can notably diminish acquisition time and TR value (<1 s) and/or to increase spatial resolution. It is
noteworthy that the raw data will be preprocessed as in GLM method.
Statistical Analysis The two main techniques for performing functional connectivity analysis are region-of-interest (ROI) correlations and independent component
analysis (ICA) [29]. The ﬁrst method focusing on a speciﬁc brain area is based on
calculating correlation (Pearson score) of the BOLD signal between a predeﬁned
ROI and the rest of the brain. Alternatively, ICA is a multivariate, data-driven
method allowing the identiﬁcation of multiple coexisting whole-brain networks
and subnetworks by voxel-to-voxel analyses. To achieve this goal, ICA solves the
blind source separation problem, which requires distinction between a set of
unknown sources underlying the observed data. ICA assumes that these sources
are statistically independent, non-Gaussianly distributed, and linearly mixed. For
functional imaging and more formally, spatial ICA seeks to separate all the hidden
distinct neural networks X and, in probabilistic ICA model, possible source of
normal noise ξ contributing altogether and simultaneously to the observable
whole-brain BOLD signal Y [30]:
Y ¼ M:X ðþξÞ
where M denotes the unknown mixing matrix. Sometimes, the raw data have been
beforehand prewhitened by principal component analysis in order to reduce the
dimensionality of data spaces and to remove Gaussian noise. ICA algorithm, such as
maximization of negentropy or maximum likelihood, for example, then aims to
determine the unmixing matrix in order to recover the unknown sources X from Y.
This algorithm computes a set of statistically independent components using, for
instance, maximization of non-Gaussianity (using higher-order statistics). Each
neural network and artifactual sources X correspond to a speciﬁc ICA component
(spatial maps) and are associated with a speciﬁc BOLD time-course. The number of
components remains a free parameter which can be ﬁxed a priori (around 15–20) or
estimated by the algorithm (around 30–70): the lower the number (around 20), the
more robust and reproducible results. Excessive number of components might split
networks into subsystems.
Group and intergroup analyses can also be conducted by ICA [30, 31]. For
instance, temporal concatenation supposes common spatial maps associated with
unique time-courses across subjects. The subject-speciﬁc maps and time-course can,
then, be back-reconstructed on the basis of the group-level components. Finally,
several algorithms enable intersession or intergroup comparisons such as dual
regression and randomization. It is worth emphasizing that algorithmic results can
vary in function of the population size and because of its probabilistic nature.
Finally, other methods can be applied in the “resting” brain such as:

2 Brief Overview of Functional Imaging Principles

37

– Detection of (fractional) “amplitude of low-frequency (0.01–0.1 Hz) ﬂuctuations
(ALFF)” calculating the intra-voxel power spectrum of the BOLD signal [32],
– “Regional homogeneity” (ReHo) approach measuring synchronization between
time-course of BOLD signal of neighboring voxels using the Kendall’s coefﬁcient of concordance [33].
However, the resulting functional maps reﬂect local processing and not largescale functional circuits.
Resting-State Network Identiﬁcation The main step after having obtained the
ICA components relies on the selection of components representing the true neural
networks. Some criterion can be usefully applied and automated. First, only components whose frequency is comprised between 0.01 and 0.1 Hz or, at least, whose
more than 50% of the spectrum remains within this interval, must be retained.
Second, noisy components must be well-identiﬁed (structured noise, head and ocular
motion, breathing, cardiac beating, scanner drift, etc.) and removed. Several typical
aspects of noise must be kept in mind: structural noise like ring pattern of pixel
around the encephalon due to head motion, diffuse spotty pattern over the brain,
large or tighter bilateral frontal and orbitofrontal clusters with “spike” or “sawtooth”
motif appearing in the corresponding time-course, respectively, clusters located in
the ventricles, and improper anatomical regions like white matter, cisterns (especially around the brainstem), superior longitudinal sinus, or eyes [34]. This can be
achieved by (operator-dependent) visual inspection or by automated classiﬁcation
algorithms. It is possible to take advantage of the extraction of noisy components in
single-subject components, to denoise the raw data, what will improve further group
analysis. Third, most of the RNs have been listed and can be easily recognized
according to anatomical localization of the network nodes [35, 36] (Fig. 2.3):
1. The default mode network (DMN) (bilateral medial prefrontal, posterior cingulate, retrosplenial, precuneal, lateral inferior parietal, and parahippocampal
cortices, cerebellar amygdalae, and cerebellar lobule VII) involved in consciousness, unconstrained cognition (“mind wandering”), episodic memory, emotional
processing, and self-projection in future or past
2. The left executive control network (LECF) (left dorsolateral prefrontal and
superior parietal cortices, contralateral cerebellar lobules HVI and HVII)
involved in syntactic cognition and language
3. The right executive control network (RECN) (right dorsolateral prefrontal and
superior parietal cortices, contralateral cerebellar lobules HVI and HVII)
involved in holistic and visuospatial cognition
4. The dorsal attentional networks (DAN) (bilateral intraparietal sulcus, prefrontal,
precentral cortices) for top-down focus of attention and goal-directed cognition
5. The salience network (SN) (prefrontal operculum, anterior insula, dorsal anterior cingulate, hypothalamus, and cerebellar lobules HVI and HVII) involved in
interoception, emotion, and attentional reallocation based on stimuli salience
6. The sensorimotor network (bilateral S1-M1, supplementary motor area, cerebellar anterior lobe and lobule VIII)
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Fig. 2.3 Axial slices of the brain showing fMRI resting-state networks computed by independent
component analysis. (a) Motor network. (b) Salience network. (c) Default mode network. (d)
Auditory network. (e) Language network. (f) Dorsal attentional network. (g) Medial (G1), caudal
(G2), and lateral (G3) visual networks. (h) Right (H1) and left (H2) executive networks. r: right

7. The medial primary visual cortex
8. The polar visual cortex
9. The lateral (extrastriate) visual cortex
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10. The auditory network (superior temporal, insular, and postcentral cortices)
11. The linguistic network (superior and medial temporal, inferior frontal, and
angular cortices)
12. The striatum
13. The cerebellum
SN, LECN, RECN, and DAN are grouped in a generic external attention system
(GEAS) in opposition to the DMN implicated in self-referential thinking. GEAS and
DMN appear to work most often in counter-phase. More precisely, DMN is
anticorrelated to the DAN but can be ﬂexibly correlated, for example, during goaldirected mental simulation or anticorrelated to ECN. The dorsolateral prefrontal
region of the ECN can inhibit the medial prefrontal part of the DMN [37]. It is
suggested that the SN may exert a role in switching between these two internally and
externally oriented systems in response to behaviorally relevant salient external
stimuli. Moreover, a seed-based analysis has characterized a ventral right-lateralized
attention system encompassing the ventral frontal cortex and the temporoparietal
junction [38]. It turns out that the switching mechanism would rely on antagonistic
connectivity between the right insula and the dorsal posterior cingulate part of the
DMN. At rest, only part of these networks such as DMN and SN are currently active.
Finally, hierarchical clustering using, for instance, partial correlation matrix could
contribute to distinguish and rank RN and their subnetworks.
Time-Dependent Properties of Resting-State Networks These networks evolve
across time. Although RNs are robustly detected in fetus, children, asleep or
anesthetized subjects, and animals (monkeys, rats, and mice), the functional connectivity is age-dependent and context-dependent as it varies in function of several
factors such as open versus closed eyes, mood, drowsiness, mental content, and
previous cognitive effort. First, age-dependent changes mainly concern intra- and
inter-network reorganization of connectivity. In fetus, cortico (M1)-cerebellar,
thalamocortical, interhemispherical coherences have been observed [39]. Moreover,
a proto-DMN interconnecting medial prefrontal and precuneal cortices has also been
identiﬁed after 35 weeks. In children, bilateral sensorimotor, auditory, primary
visual anterior prefrontal, and medial and lateral parieto-cerebellar networks are
the ﬁrst RN to be discernible by age 1. A bit later, DMN, SN, and executive control
networks can be visualized by age 2 but will undergo further gradual maturation
processes including increasing within-network coherence, eliminating some distant
interconnection, and developing long-range connectivity. Motor and perceptual RNs
are mature earlier than higher cognitive circuits. In older people, DMN shows the
same global connectivity than in young adults but with weaker connectivity between
prefrontal and ventral precuneal cortices and stronger correlation in the dorsal
precuneal circuit [40]. Second, functional connectivity is not only inﬂuenced by
speciﬁc mental states, as mentioned above, but also by practice of motor, perceptual,
and cognitive tasks. In particular, more or less transient synchronization may occur
between performance-related brain areas and ECN. DMN exhibits task-induced
deactivation and, more often, subsequent anticorrelation with networks subserving
overt sensorimotor, attentional, or cognitive activity like stimulus-conscious
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perception: the weaker the anticorrelation, the poorer the performance likely due to
interference between mind wandering and task-related attention. However, some
nodes of the DMN, such as the right posterior cingulate cortex, can collaborate with
ECN during memory recollection and improve rapidity of the task. Therefore,
competition or cooperation between RN and strengthening interconnections may
reﬂect transient “scaffolding” connectivity (attention to the task) and neuroplastic
changes caused by practice (off-line consolidation, memory trace, and performance
ability), respectively [41]. Third, classical studies provide a set of apparent stationary
RN during the experiment. However, more reﬁned post-processing using a sliding
time window has demonstrated time-varying interactions of RN subnetworks and
between RNs [42]. Moreover, a component related to drowsiness and light sleep has
been characterized including breakdown of DMN connectivity, reduced
thalamocortical coherence, and increased subcortical connectivity. In summary,
the whole set of RNs is common to all subjects; their complex pattern of interactions
shaped by experience-dependent plasticity may reﬂect individual idiosyncratic functional and structural connectivity and, consequently, personal cognitive proﬁle.
Clinical Application Functional connectivity enables not only to explore normal
brain functioning but also brain functional impairments in neurology (stroke, multiple sclerosis, pain, migraine, amnesia, spinocerebellar ataxia, Parkinson’s disease,
epilepsy, altered consciousness like vegetative state and coma), neuropsychology
(sleep, aging), pharmacology (treatment evaluation, drug abuse), neuroophthalmology (glaucoma, visual deprivation), and psychiatry (attention-deﬁcit/
hyperactivity disorder, obsessive and compulsive disorder, Tourette syndrome,
post-traumatic stress disorder, depression, neglect, autism, schizophrenia, bipolar
trouble, mild cognitive impairment, dementia), as well as potentially after
neurostimulation (TMS, TDS) [43, 44]. It can also be used for presurgical planning
and postsurgical follow-up helping to localize precisely (sensorimotor or language)
functional areas. This method offers important clinical possibilities. It can be applied
to sedated, unconscious, or uncooperative patient, especially patients unable to
perform task-based fMRI. It permits to screen a wide range of functional networks
either in an exploratory mode (ICA) or in focal seed-based mode and to determine
qualitative (anatomical) and quantitative (inter-areal correlation values) RL alterations in comparison with matched normal subjects. These data can provide markers
for diagnosis and prognosis and anatomo-clinical correlations.

Effective Connectivity
Effective connectivity can be deﬁned as the inﬂuence that one neural system exerts
over another, either at a synaptic level (synaptic efﬁcacy) or a cortical level
[45]. This hypothesis-driven approach emphasizes that determining effective connectivity requires a causal model of the interactions between the elements of the
neural system of interest. Causal relationships are not inferred from the data but are
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assumed a priori. If fMRI and rsfMRI identify statistical covariation across functionally related neural nodes, they do not provide any information about direct causal
inﬂuence between these nodes: “does activated node A directly cause or modulate
activation of node B? or, alternatively, “does a third node D synchronize independent nodes A and B?”. Effective connectivity tries to address these important points.
First, tractography may delineate which nodes are anatomically interconnected –
however within the limits of spatial resolution and ﬁber crossing/convergence
detection – since functional interconnection presupposes axonal interconnection.
Second, several complementary methods inferring internodal causality based upon
fMRI data have been developed such as dynamic causal modeling (DCM), structural
equation modeling (SEM), time series analyses, and brain perturbation (with
transcranial magnetic stimulation, for instance) [46].
DCM roots in the hypothesis that brain can be regarded as a deterministic
nonlinear dynamic system transforming inputs into outputs and taking into account
modulations [47]; DCM models the effects of experimental, external, and modulatory inputs on network dynamics. Brieﬂy, the ﬁrst step of this method consists in
building a biologically plausible neuronal model of interacting brain regions
detected by fMRI. Each of these neural regions is characterized by its state z,
representing its amount of activation, and its coupling with its interconnected
regions. The time evolution of z is thus described by a nonlinear differential
equation: ż ¼ dz/dt ¼ [A + ∑ Bi.ui + ∑ Dj.zj] z + C.u which depends on the current
state z, the intrinsic internodal coupling (A matrix), the transient changes in intrinsic
coupling due to jth internal input (B matrix), the direct action of external inputs u
upon the region (C matrix), and the D matrix (nonlinear state equation) which
encodes how the n regions gate connections in the system. However, only the
hemodynamic response underlied by the neuronal activity is measured using
fMRI. Therefore, this neuronal model must be complemented by a hemodynamic
model biophysically plausible in terms of vasodilatory signal which induces
increased blood ﬂow. This results in local changes in blood volume and
deoxyhemoglobin (dHb) from which the BOLD signal can be predicted. The aim
of the DCM is to estimate neural (A, B, C, D) and hemodynamic parameters (ﬂow,
volume, etc.) such that the modeled and measured BOLD signals are maximally
similar. Afterward, the parameters of the neuronal model can be estimated using
Bayesian framework. The oversimpliﬁcation of the anatomical/connectivity architecture of the neuronal networks constitutes one of the main limitations of this
method.
SEM is a multivariate method which assigns speciﬁc strength (or path coefﬁcient)
to anatomical connections linking functionally related brain areas. Unlike DCM,
SEM assumes instantaneous (non-dynamic) interactions and the inputs stochastic
and unknown. So, SEM models can be considered to be “static” as they model
instantaneous interactions between regions and ignore the inﬂuence of previous
states on current responses. Path coefﬁcients are computed by minimizing the
covariance matrix of the modeled (theoretical) network and the covariance matrix
of the observed data (BOLD response) – the amount of statistical dependency
between the time series of the BOLD signal extracted from pairwise associated
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brain regions. Here again the relevance of SEM depends on the anatomical accuracy
of the model and on the linear assumption of the change in path coefﬁcients and
estimates of path coefﬁcients limited to the hemodynamic level.
Coherence analysis studies the correlation in the frequency domain, using fast
Fourier transform, between BOLD responses of interconnected brain areas. This
spectral method can also determine the causal directionality by calculating the sign
of the slope of the phase spectrum (for low frequencies), and the inter-areal time lag
by the absolute value of the slope. Alternatively, Granger causality method uses a
linear autoregressive prediction claiming that current state of activation of region A,
at t, is predicted by a linear combination of its previous states measured at (t-nTR). It
further hypothesizes that if activation of region A causes activation of region B, then
adding the autoregressive model of A to autoregressive model of B will improve the
predictability of B activation in comparison to the autoregressive model of B alone.
Then, the difference between observed data and the predictive model, estimated by
the variance, can be used as a measure of adequacy of the model and, up to some
algebraic transformation, of inter-areal causation.
Coherence analysis and Granger causality suffer from several common and
speciﬁc weaknesses which prevent their utilization in fMRI [48]. The main problem
relies on the difference between the duration of neuronal processing on the order of
milliseconds, the rate sampling of BOLD data on the order of seconds, and the total
duration of BOLD response (20–30 s). Therefore, the DCM method seems the most
appropriate one to characterize causal directionality between brain regions.
Finally, one last complementary method to test potential causal inﬂuence between
two brain areas consists in actively perturbing the functioning of a given brain area.
Magnetic or electric transcranial stimulation can be used to activate or inhibit a
speciﬁc brain region and to study the inﬂuence of this perturbation on the activation
of interconnected areas.

Graph Theory
Graph theory has already proven to be applicable to a considerable diversity of
complex systems, including markets, ecosystems, computer circuits, and gene-gene
interactomes. Complex network theory is particularly appealing when applied to the
study of clinical neuroscience, where many cognitive and emotional disorders have
been characterized as disconnectivity syndromes, as indicated by abnormal phenotypic proﬁles of anatomical and/or functional connectivity between brain regions.
For example, in schizophrenia, a profound disconnection between frontal and
temporal cortices has been suggested to characterize the brain; in contrast, people
with autism may display a complex pattern of hyperconnectivity within frontal
cortices but hypoconnectivity between the frontal cortex and the rest of the
brain [48].
Graph theoretical analysis is potentially applicable to any scale, modality, or
volume of neuroscientiﬁc data (e.g., diffusion tensor imaging (DTI), diffusion
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spectrum imaging (DSI), EEG, MEG, cortical thickness, resting state, task-related
fMRI) providing new measures of human brain organization in vivo. It is conceptually easier to link the brain graphs derived from these different data types to each
other than it would be if each imaging dataset were described in terms of some
modality-speciﬁc measure of association between regions, e.g., tractographic connection probabilities from DSI or correlations between regional fMRI time series.
Facilitation between-modularity translation of results can be important for methodological cross-validation and, more fundamentally, for informing our understanding
of how functional networks might interact with the substrate of a relatively static
structural network. For example, fMRI and DTI brain graphs consistently demonstrate some common global topological properties allowing a high efﬁciency at
different spatial and temporal scales with a very low wiring and energy cost [49].
We summarize below few of the topological measures that have been most
extensively investigated in the neuroimaging literature to date [49, 50]. Any complex
dynamical network will be mathematically described as graphs that represent a set of
n nodes or vertices associated with k connections or edges/lines between them.
The “small-world” network, the ﬁrst mathematical model originally described in
social networks, combines high levels of local clustering among nodes of the
network and short paths that globally link all nodes of the networks. Small-world
organization (many short path lengths, few long path lengths) is intermediate
between the random networks (all nodes are related randomly with same probability
for short- and long-distance connections) and the regular networks or lattices where
all nodes are only related to their nearest neighbors (many short path lengths, no long
path length). Path length is the minimum number of edges that must be traversed to
go from one node to another. Random and complex networks have short mean path
lengths (high global efﬁciency of parallel information transfer), whereas regular
lattices have long mean path lengths. Efﬁciency is inversely related to path length
but is numerically easier to use to estimate topological distances between elements of
disconnected graphs. Small-world and efﬁciency use two metrics: the clustering
coefﬁcient (C) which is a measurement of the efﬁciency of local connectivity and
the path length (L) which is a simpliﬁed measurement of the global efﬁciency of
information transfer on the network. These two metrics enable to deﬁne the smallworld properties, in which the network exhibits a clustering coefﬁcient greater than
the clustering coefﬁcient of a random network and a path length about the same as
the path length of a random network. The small-world scalar dependent on the
calculation of a path length can be troublesome for networks that contain one or
more disconnected nodes. The path length of a disconnected node is inﬁnity; it
cannot transfer information to any other node on the network. In a complementary
formalism, the global efﬁciency is introduced as an alternative metric of global
integration that is inversely proportional to the characteristics path length of the
network, thus allowing computation of a ﬁnite value for graphs with disconnected
nodes.
Many complex networks consist of a number of modules [49]. There are various
algorithms that estimate the modularity of a network, many of them based on
hierarchical clustering. Each module contains several densely interconnected
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Fig. 2.4 Representation of network with modular organization. Provincial hubs are connected
mainly to nodes in their own modules, whereas connector hubs are connected to nodes in other
modules

nodes, and there are relatively few connections between nodes in different modules.
A brain graph can be subdivided or partitioned into subsets or modules of nodes. In
general, the aim is to ﬁnd the partition that maximizes the ratio of intramodular to
intermodular edges. The nodes in any module will be more densely connected to
each other than to nodes in other modules. The intramodular degree is a measure of
the number of connections a node makes with other nodes in the same module. The
participation coefﬁcient is a measure of the ratio of intramodular connectivity to
intermodular connectivity for each node. Finally, these and related metrics can be
used to deﬁne nodes as “connector hubs” with high intermodular connections or
“provincial hubs” with high intramodular connections. Therefore, hubs can be
described in terms of their roles in a community (modular) structure (cf. Fig. 2.4).
Degree and degree distribution indicate the likely presence of network hubs or
highly connected nodes. The simplest topological measure is the degree of a node
which is deﬁned as the number of edges emanating from that node. Degree sometimes called degree centrality has been used to discriminate between nodes in the
system that are well connected, i.e., so-called hubs, and nodes that are less well
connected or non-hubs. Due to their relatively increased connectivity, high-degree
nodes are likely to play an important role in the system’s dynamics. The probability
distribution for nodal degree is the degree distribution of the network. Brain graphs
generally have heterogeneous or broad-scale degree distributions, meaning that the
probability of a highly connected hub is higher than in a comparable random
network. Most studies have found that an exponentially truncated power law is the
best form of degree distribution to ﬁt to networks based on functional and structural
MRI data.
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Connectivity degree is one of the most basic and important measures of network
analysis. The degree Ki of a node i is deﬁned as the number of connections to that
node. Nodes with a high degree are interacting with many other nodes in the
network. The degree K of a graph is the average of the degree of all N nodes in
the graph G:
K¼

1 X
Ki
N iG

The connection strength is a measure quantifying how closely network nodes are
connected in terms of showing a relationship in their time-course of activation. The
overall connection strength Si is calculated as:
X
Kri, j
Si ¼
i6¼jG

Measures of functional segregation quantify the presence of functionally related,
densely interconnected groups of brain regions, known as clusters within the network. The local (nodal) clustering coefﬁcient Ci is deﬁned as the number of existing
connections among the node’s neighbors divided by all their possible connections:
Ci ¼

Ei
K i ðK i  1Þ=2

where Ei is the number of existing connections among the node’s neighbors.
The clustering coefﬁcient of a network is the average of the clustering coefﬁcient
of all nodes:
C¼

1 X
Ci
N iG

in which C quantiﬁes the extent of local connectivity of the network.
Measures of functional integration characterize the ability to rapidly combine
specialized information from distributed brain regions and are commonly based on
the concept of a path, with shorter paths implying stronger potential for integration.
The mean path length Li of a node i is:
Li ¼

1 X
Li, j
N  1 i6¼jG

in which Li, j is the smallest number of edges that must be traversed to make a
connection between node i and node j. The average inverse shortest path length is a
related measure known as global efﬁciency of a network.
In terms of clinical application, Redcay et al. [51], to assess whole-brain network
properties in adolescents with autism, collected resting-state functional connectivity
MRI (rs-fcMRI) data from neurotypical adolescents (NT) and adolescents with
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autism spectrum disorder (ASD). Task-independent studies of the resting brain
provide a window with which to examine intrinsic functional network organization.
Recent ﬁndings suggest connectivity differences in autism with evidence for both
hypo- and hyperconnectivity for short- and long-distance connections depending
partly on age of the participants.
In this study, the authors used graph theory metrics on rs-fcMRI data with
34 regions of interest (i.e., nodes) that encompass four different functionally deﬁned
networks: cingulo-opercular, cerebellar, frontoparietal, and DMN (default mode
network). These networks were selected because previous research with these
same networks has demonstrated a developmental pattern of progressive increases
in long-distance connectivity between nodes of the same network and concurrent
decreases in connectivity between anatomically proximal nodes of distinct networks.
In addition, functions associated with these networks have all been implicated in
autism. Thus, examining these networks allows for a more rigorous test of the
hypothesis of reduced long-distance and increased local connectivity in autism,
across multiple networks that support varied functions.
As mentioned above, graph theory methods can examine the topological properties of each region within the context of all other regions of interest, including
measures of the integration (global efﬁciency, path length), segregation (local
efﬁciency, clustering coefﬁcient), and centrality (or betweenness centrality) of
networks. These metrics provide a more robust test of the theory of reduced longdistance and increased local connectivity by testing differences in measures of
whole-brain network integration and segregation.
In the Redcay’s work [51], data were analyzed using SPM8 (http://www.ﬁl.ion.
ucl.ac.uk/spm/) and CONN functional connectivity toolbox (https://www.nitrc.org/
projects/conn). The unweighted ROI-to-ROI correlation matrices were ﬁrst
thresholded at a cost value of k ¼ 0.15. Cost is a measure of the proportion of
connections for each ROI in relation to all connections in the network. When cost is
equated across participants, direct comparisons across groups of network property
differences can be made. Small-world properties are observed in the range of costs
0.05 < k < 0.34, where global efﬁciency is greater than that of a lattice graph and
local efﬁciency is greater than that of random graph. A cost threshold of 0.15 has
been demonstrated to provide a high degree of reliability when comparing sessionspeciﬁc estimates of graph theoretical measures across repeated runs or sessions
(e.g., global efﬁciency r ¼ 0.95, local efﬁciency r ¼ 0.9). The speciﬁc measures of
interest were those of integration (global efﬁciency), segregation (local efﬁciency),
and centrality (betweenness centrality). Between-group t-tests were used to compare
networks measures between groups with a FDR correction of p < 0.05.
Global efﬁciency is calculated as the average of the inverse of the shortest path
length between each ROI (or node) and all other ROIs. The shortest path length is
deﬁned as the fewest number of connections (or correlations) between two nodes.
Thus, a network with high global efﬁciency would be one in which nodes are highly
integrated, so the path between nodes is consistently short. This measure (with cost
kept constant) can be thought of as reﬂecting global, long-distance connections
within the brain. Local efﬁciency is calculated as the average inverse of the shortest
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path length between the neighbors of any given node (or ROI). In other words, local
efﬁciency measures the extent to which nodes are part of a cluster of locally,
interconnected nodes. Betweenness centrality (measure of centrality) measures the
fraction of all shortest path lengths in a network that pass through a given node.
Thus, if a node is directly connected to many other nodes in the network, it will have
a shorter overall path length and function as a hub within and between networks.
Contrary to their hypotheses, Redcay et al. found no differences in measures of
global or local efﬁciency. Only betweenness centrality, which indicates the degree to
which a seed (or node) functions as a hub within and between networks, was
signiﬁcantly different between groups, and it was greater for participants with autism
for the right lateral parietal (RLatP) seed of the DMN only. Using RLatP region as a
seed region, authors demonstrate signiﬁcantly functional connectivity in the ASD
than NT group within anterior medial prefrontal cortex (aMPFC) using a few cluster
correction of p < 0.05; NT group showed higher connectivity between the RLatP
seed and cerebellar tonsils (a region previously associated with the DMN). The
author suggests that the higher betweenness centrality in ASD may be due to greater
long-distance connectivity within the DMN (right lateral parietal-anterior medial
prefrontal cortex). They conclude that greater connectivity within right parietal
cortex could indicate less functional specialization of this region in ASD.

Machine Learning in Neuroimaging
Machine learning (ML) algorithms developed in artiﬁcial intelligence and in statistics are increasingly applied to neuroimaging data for automatic and adaptive
detection, classiﬁcation, and prediction of complex, brain structural and functional
patterns [52, 53]. From a neurological and psychiatric standpoint, ML can be
potentially used for image processing (e.g., anatomical segmentation, image registration), lesion detection, radiomics, diagnosis, and prognostics, while such methods
would allow to decode/encode brain states, for instance, in the ﬁeld of fundamental
neurosciences.
As structural and functional brain images contain a huge number of data (voxels),
often noisy and spatially correlated, robust multivariate methods applicable to high
dimensional data space are requested to uncover and to interpret complex or subtle
latent, highly informative, structure. ML algorithms are, therefore, particularly well
suited to fulﬁll this task and, contrary to univariate investigations, offer the additional possibility to draw inference at the single-subject level. Notwithstanding, ML
necessitates large samples of training data, such as MRI scans, so as to decrease the
risk of overﬁtting (inability to generalize from the data used for training to new
data) [53].
ML Brief Overview
Put in a nutshell, ML is trained with data so that the algorithm progressively learns
how to identify speciﬁc structured patterns “buried” within these same data and how
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to predict the characteristics of new data. For example, ML can be utilized as a
classiﬁer segmenting and categorizing discrete data into groups and ascribing new
data to their most likely belonging class. The ML algorithm can be trained in either a
supervised or in a (semi-)unsupervised manner.
Supervised ML, such as a speciﬁc type of perceptron called support vector
machine (SVM) or multilayered perceptron, infers from the training data including
both the input data x and the desired output data y, the function f(x) ¼ y, which
enables to predict the features of new data z: f(z) ¼ y. When the input data are
continuous, this function is tantamount to a regression. Conversely, unsupervised
ML strives to determine the probability distribution of the inputs x, based only on the
training dataset. One important example of unsupervised ML consists in recent deeplearning algorithms [54], which construct automatically hierarchical representations
of the input intrinsic organization, from simpler to more complex and abstract
concepts, in contrast to supervised ML which needs relevant feature extraction by
an instructor. Unsupervised, data-driven ML training has consequently the beneﬁt of
(partially) getting rid of any operator dependency.
Perceptrons are particular implementation of artiﬁcial neural networks (ANN).
ANNs are composed of a set of successive connected layers, each layer containing a
given number of artiﬁcial neurons. Artiﬁcial neurons are formal automata which
transform the sum of their weighted w.x inputs into an output y: y ¼ f(∑ w.x – θ),
where f and θ denote the activation function such as a logistic sigmoid function and
an activation threshold (or bias), respectively (Fig. 2.5). Artiﬁcial neurons are
grouped into “juxtaposed” layers: an input layer, one or several hidden layers, and
an output layer. For instance, the output layer could indicate the probability of an
input to fall into a given class. In a feed-forward ANN, each neuron is connected to
all neurons belonging to the next layer, so that activation propagates feed-forwardly
from the input layer up to the output layer after having undergone successive
nonlinear transformations within the hidden layers (Fig. 2.6). The number of hidden
layer determines the “depth” of the network. Of course, a lot of ANN architectures
exist in relation to the number of artiﬁcial neurons, their activation function, the
network “depth,” and the connectivity pattern (feed-forward, recurrent, or fullconnected networks). Perceptrons are trained by data inputs x, and the corresponding
computed output y is compared with the desired output o. The difference between
these two outputs (o  y), called error, serves to correct backward and step-by-step
the weights of the connections between neurons from the output layer down to the

Fig. 2.5 Artiﬁcial neuron. The weighted sum of the n inputs i: ∑wij.xi is transformed by the
nonlinear activation function into the jth neuron output: y ¼ f(∑wij.xi + b), which is sent to all next
connected neuron. Note that b denotes a bias or an activation threshold

2 Brief Overview of Functional Imaging Principles

49

Fig. 2.6 Multilayer perceptron. It is a feed-forward artiﬁcial neural network composed of an input
layer, several successive hidden layers, and an output layer. Each layer is composed of artiﬁcial
neurons, the neurons of the hidden layers being connected with all the neurons of the previous and
of the next layers

input layer. Stochastic gradient descent algorithm is used as the procedure of error
minimization which determines how much to adjust iteratively the weights in order
to lower the error. A bit more formally, a loss function measuring the error can be
deﬁned as: E ¼ ½ ∑(o  y)2. Then, minimizing E requires to ﬁnd the steepest
(ideally, the global) minima of the derivative of E with respect to the weights w: min
[∂E/∂w] and to iteratively update these weights, using the gradient descent: w
(t + 1) ¼ w(t)  η.∂E/∂w, where η designates the learning rate. The main risk is
to fall into a local minima. Stochastic gradient descent algorithms resort to a certain
amount of noise injected in the descent gradient process in order to prevent this
potential risk.
It is noteworthy that the ﬁrst historical Rosenblatt’s monolayered perceptron
implemented a linear classiﬁer, whereas later multilayered perceptrons functioned
with nonlinearly separable data.
SVM can be regarded as a linear classiﬁer partitioning a set of training examples
(x, y), or vector, into several classes y well-delineated by a hyperplane
[55, 56]. Examples x represent the most relevant features of the raw data retained
by an instructor for the class attribution. If we restrict our example to two classes
y denoted by 1 and +1, the equation of the boundary between these two classes,
equivalent to a line, is given by: f(x) ¼ wTx + b ¼ 0, where w is the discriminant
vector normal to that line, and the function of decision assigning the data x to its
corresponding class y is: y ¼ sign (wTx + b) e {1; +1}. Moreover, deﬁning
optimally the function: y ¼ f(x) ¼ wTx + b, which requires to minimize the
classiﬁcation error and the model complexity, supposes to accurately adjust the
parameters (wT, b). This optimization step relies on the maximum-margin approach.
The boundary separating the two classes is the line bisecting the margin demarcated
by the closest points belonging to the opposite classes, called support vectors,
characterized by: {x ןf(x) ¼ wTx + b ¼ 1} and {x ןf(x) ¼ wTx + b ¼ +1}
(Fig. 2.7). Therefore, the optimizing procedure only takes into account the support
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Fig. 2.7 Illustration of a
support vector machine
(SVM). SVM determines
the decision boundary, the
line B, which allows to
partition the data into two
distinct classes, using the
support vectors

vectors and seeks maximization of the geometric margin, which is equivalent to
minimizing ||w||2 under the following constraint: y.(wTx + b)  1. Finally, when data
are not linearly separable, some mathematical manipulations, known as the “kernel
trick,” enable to convert easily a nonlinear boundary into a hyperplane by
transforming nonlinearly the data space into a higher dimensional feature space,
without explicitly calculating the nonlinear mapping. In conclusion, SVM can be
used for classiﬁcation of linearly and nonlinearly separable data. Since SVM computation is based on convex optimization, it is guaranteed to converge to global
minimum. Thus, SVM appears particularly robust against overtraining when few
samples of high dimensional data are processed. SVM was successfully tested for
disease identiﬁcation and cerebral state classiﬁcation [57]. Davatzikos et al. [58]
demonstrated the ability of a nonlinear SVM to distinguish cerebral activation
patterns in relation with lying and truth-telling.
Unsupervised ML can be performed by artiﬁcial neural networks (ANN), such as
stacked autoencoders (SAE), convolutional neural networks (CNN), deep belief
networks (DBN), deep Boltzmann machine, or recurrent neural networks (RNN)
[59]. As mentioned above, recent deep-learning algorithms build automatically from
the raw data a set of internal and compositional representations of increasing
abstraction. To achieve this goal, deep learning relies on multilayered ANNs
encompassing an input layer, several hidden layers undergoing unsupervised training, a fully connected layer, and an output layer. The hidden layers carry out
nonlinear transformations of their inputs and automatically extract relevant features
in the outputs of their immediately previous layer. Upstream layers convey more and
more complex and abstract characteristics of the empirical dataset. Endly, a supervised learning using backpropagating gradient is applied to the whole circuit to ﬁnetune the network parameters and to allow correct classiﬁcation by comparing the
computation of the last hidden layer with the desired output within a loss layer used
during the training phase.
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Fig. 2.8 Autoencoder
(AE). A (shallow) AE is a
three-layer feed-forward
network encoding the input
data in the hidden layer, of
lower dimension, and
decoding the corresponding
latent representation in the
output layer

A trainable autoencoder (AE) corresponds to a three-layer, feed-forward neural
network mapping, deterministically or stochastically, an input to an output with a
minimal amount of distortion. In other words, its hidden layer learns how to encode a
compressed representation of the inputs transmitted by the (visible) input layer, by
minimizing the quadratic error, and this latent representation, or code, allows the
most reliable reconstruction of the inputs by the decoder layer (Fig. 2.8). Broadly
speaking, AE accomplish (unperfect) copying tasks. Importantly, AE of lower
dimension than the input (and output) layer permits the hidden layer to discriminate
the most salient characteristics of the input data. AE can, therefore, be used for
feature detection and dimension reduction, and sparse AE behave as classiﬁers. The
computational ability of such ML can be augmented by hierarchically stacking AE
so that the output of the previous AE serves as input of the next AE. In case of such
SAE, the training procedure is based on a greedy-layer-wise unsupervised
pretraining method that requires to train one layer at a time, the input of the next
layer being the output of the previous one, using a backpropagating algorithm. A
ﬁnal supervised learning step can be added for improvement of the whole circuit
performance.
CNN constitutes one of the most inﬂuential ML devoted to 2-D and 3-D image
recognition, and more generally, to “grid-like topological” data. It forms a subclass
of feed-forward multilayered neural network (perceptron). Its architecture includes
two types of hidden layers. First, convolution layers act as simple feature detectors
(ﬁrst hidden layer) and more complex feature combination detectors (higher layers)
applied to the output of the previous layer (Fig. 2.9). For instance, if the input is an
image (voxels), three successive convolutional layers would detect, respectively:
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Fig. 2.9 Schematic representation of a convolutional neural network (CNN) implementing a
representation learning algorithm. CNN is composed of the concatenation of several feed-forwardly
connected blocks. Each block comprises a convolution layer and pooling layers, which perform
feature extraction and undersampling (for dimensional reduction and more invariant representation), respectively. Each “deeper” block processes more and more compressed, complex and
abstract conjunction of features. The last block of the chain is represented by a full-connected
network and an output layer carrying out data classiﬁcation. Note that a neuron in a convolution
layer acts as a speciﬁc local feature detector within its receptive ﬁeld. Mathematically speaking,
these neurons perform ﬁrst a convolution and afterward a nonlinear processing, such as linear
rectifying, with respect to their inputs. All the neurons sharing the same feature (and the same
weights) and whose receptive ﬁelds, all together, cover the whole previous input layer generate
activation feature-speciﬁc maps. Therefore, each convolutional layer encompasses several feature
maps. CNN are particularly well designed for image analysis and object and pattern recognition

(1) simple oriented edges; (2) apparent contours such as lines, curves, or corners; and
(3) parts of object. Second, contrary to perceptron, a neuron of CNN is not connected
to all the neurons of the previous layer. Each neuron of a convolutional layer
analyzes a local spatial region of the image, so that a neuron is linked to a local
subset of neurons, deﬁning its receptor ﬁeld. The neurons sensitive to the same
feature share the same weight w and realize a spatial paving of the whole incoming
data volume. They, thus, implement a feature-speciﬁc ﬁltering (convolving) with a
learnable kernel, sliding over the image data and generating feature-speciﬁc activation maps after nonlinear processing by an activation function, such as rectiﬁed
linear unit. Second, pooling layers periodically interspaced and connected with
convolution layers yield to subsampling, to “merge semantically similar features
into one” [54] and to subsequent translational invariance. This processing contributes to reduce signiﬁcantly the computational cost and to avoid overtraining. With
such architecture, CNN is a powerful tool for object categorization in an image but
needs a large sample of training data. In neuroimaging, Brosch et al. [60] successfully segmented lesions of multiple sclerosis using CNN. And other study pointed
out the ability of CNN to distinguish resting-state fMRI between normal, mild
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Fig. 2.10 Restricted Boltzmann machine (RBM). Shallow RBM is a two-layer neural network
composed of stochastic neurons distributed in an input layer and a hidden layer and linked by
weighted symmetric connections. However, there are no intralayer connections between neurons. A
latent representation of the data is computed in the hidden layer, which ﬁnally is reconstructed, in a
second time, in the input layer. RBM implements a probabilistic energy-based learning algorithm

cognitive impairment patients and Alzheimer disease patients [61], or normal and
schizophrenia patients [62].
Other deep-learning algorithms are based on variant architectures such as DBN, a
stochastic neural network composed of stacked restricted Boltzmann machines
(RBM), using a contrastive divergence algorithm during the training, or such as
RNN capable of processing sequential (temporal) data (language, speech, or writing). RBM is a two-layer network composed of a visible (input) layer and one hidden
layer linked by symmetric connectivities, but neurons belonging to the same layer
are not interconnected (Fig. 2.10). Thus, stochastic binary neurons of the hidden
layer elaborate a latent probabilistic representation of the data, and, afterward, this
later representation is fed backward in the visible layer to construct a generative
model of the data. RBM behaves as a stochastic AE. The training algorithm aimed at
reducing the difference between the probability distribution of the reconstructed and
the original data vectors, by iteratively adjusting the connection weights. Recently,
Plis et al. [63] demonstrated that (shallow) DBM and ICA equivalently identiﬁed
resting-state intrinsic brain networks. Suk et al. [64] managed to discriminate
between normal, mild cognitive impairment converter and nonconverter patients
and Alzheimer patients, applying DBM processing to MRI, PET, and biochemical
data. It could be also assumed that RNN could capture dynamical recruitment and
synchronization of neural networks across time.
Finally, the choice of the ML depends on the speciﬁc characteristics of the data to
be studied and on the results of the ML calculation: data categorization or statistical
model. Therefore, after the training phase, it appears necessary to evaluate the
performance of the algorithm in terms of accuracy, sensitivity, ability to properly
generalize, reproducibility, robustness to noise, and adequate adjustment of hyperparameters (i.e., parameters of the network tuned by the instructor), for instance, and,
among different tested algorithms, to select the algorithm generating the most
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realistic output. Cross-validation procedures can be exploited for performance
estimation and algorithm selection [56].
ML in Neuroimaging
In a recent review of application of ML to structural and functional neuroimaging
(MRI and PET data), Viera et al. [53] have concluded that ML provides a promising
method to precisely classify some neurologic and psychiatric troubles, such as
Alzheimer disease, attention-deﬁcit/hyperactivity disorders, schizophrenia,
spinocerebellar ataxia, and temporal epilepsy, as well as pain [65], and to predict
disease state and disease evolution. They emphasized that deep learning seemed to
exhibit better performance than SVM. However, further studies with larger cohorts
are required, especially for deep learning. Finally, different ML algorithms can be
combined to increase their performance and can be applied to multimodal data
(images, biochemical data, clinical data, for instance). For fMRI and, especially,
rsfMRI, ML proves to be efﬁcient to localize and to identify activated networks, as
well as to differentiate resting-state networks and subtle nonlinear relationships
between speciﬁc brain areas. However, a clear methodology remains to be
established for secure and efﬁcient application of ML to fMRI [66].

Conclusion and Perspectives in Clinical Neuroimaging
In summary, clinical brain imaging beneﬁts from advanced imaging and postprocessing methods developed in fundamental neuroscience research. Voxel-based
morphometry and measurement of cortical thickness enable to identify and to follow
up cortical neuroplasticity and atrophy or disease progression, while tractography
deals with white matter and, especially, anatomical tracts. FMRI and rsfMRI detect
functional impairments or reconﬁguration in speciﬁc task-recruited and canonical
cerebral networks and can also track time-varying changes in functional brain
connectivity using time-window analysis, such as windowed Fourier or wavelet
transforms. Multiband acquisition allows for accelerating signal recording with echo
time <1 s, improving time resolution of fMRI. Advanced mathematical postprocessings complement these static or dynamical anatomo-functional data by
objectivizing and quantifying disease-related modulatory, causal, and topological
alterations. Machine learning and especially representation learning algorithms used
in deep learning, applicable to structural MRI, fMRI, and rsfMRI, will also allow
automatic and accurate identiﬁcation of subtle normal or impaired cerebral patterns.
Moreover, utilization of ultrahigh ﬁeld (>7 T) would not only increase signiﬁcantly spatial resolution (μm) for morphological images but also would discriminate
activation of cortical columns. This high-resolution fMRI would also permit to
differentiate feed-forward thalamic activation of layer IV of cortical column from
feed-back afferents impinging on supra- and infragranular layers [67]. This so-called
laminar fMRI will open in vivo a new window, at the mesoscopic level, to
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computation of the functional unit of the neocortex and to the top-down and bottomup inﬂuences upon this intracolumnar information processing.

References
1. Raichle ME (1998) Behind the scenes of functional brain imaging: a historical and physiological perspective. Proc Natl Acad Sci U S A 93:765–772
2. Hillman EMC (2014) Coupling mechanism and signiﬁcance of the BOLD signal: a status
report. Annu Rev Neurosci 37:161–181
3. Buxton RB (2013) The physics of functional magnetic resonance imaging (fMRI). Rep Prog
Phys 76(9):096601
4. Drake CT, Iadecola C (2007) The role of neuronal signaling in controlling cerebral blood ﬂow.
Brain Lang 102:141–152
5. Tallini YN, Brekke JF, Shui B, Doran R, Hwang S-M, Nakai J, Salama G, Segal SS, Kotlikoff
MI (2007) Propagated endothelial Ca2+ waves and arteriolar dilation in vivo. Circ Res
101:1300–1309
6. Marelli SP (2001) Mechanisms of endothelial P2Y1- and P2Y2-mediated vasodilation involve
differential [Ca2+]i responses. Am J Physiol Heart Circ Physiol 28:H1759–H1766
7. Fergus A, Lee KS (1997) GABAergic regulation of cerebral microvascular tone in the rat. J
Cereb Blood Flow Metab 17:992–1003
8. Li J, Iadecola C (1994) Nitric oxide and adenosine mediate vasodilatation during functional
activation in cerebellar cortex. Neuropharmacology 33:1453–1461
9. Magistretti PJ, Pellerin L (1996) Cellular bases of brain metabolism and their relevance to
functional brain imaging: evidence for a prominent role of astrocytes. Cereb Cortex 6:50–61
10. Magistretti PJ, Pellerin L (1999) Cellular bases of brain metabolism and their relevance to
functional brain imaging: evidence for a prominent role of astrocytes. Philos Trans R Soc Lond
Ser B Biol Sci 354:1155–1163
11. Ogawa S, Menon RS, Tank DW, Kim SG, Merkle H, Ellermann H, Ugurbil K (1993)
Functional brain mapping by blood oxygenation level-dependent contrast magnetic resonance
imaging. A comparison of signal characteristics with a biophysical model. Biophys J 64
(3):803–812
12. Buxton RB, Griffeth VE, Simon AB, Moradi F (2014) Variability of the coupling of the blood
ﬂow and oxygen metabolism responses in the brain: a problem for interpreting BOLD studies
but potentially a new window on the underlying neural activity. Front Neurosci 8:139
13. Davis TL, Kwong KK, Weiskoff RM, Rosen BR (1998) Calibrated functional MRI: mapping
the dynamics of oxidative metabolism. Proc Natl Acad Sci U S A 95(4):1834–1839
14. Shih Y-YI, Chen C-CV, Lin Z-J, Chiang Y-C, Jaw F-S, Chen Y-Y, Chang C (2009) A new
scenario for negative functional magnetic resonance imaging signals: endogenous neurotransmission. J Neurosci 29(10):3036–3044
15. Logothetis NK, Pauls J, Augath M, Trinath T, Oeltermann A (2001) Neurophysiological
investigation of the basis of the fMRI signal. Nature 412:150–157
16. Wang J, Aguirre GK, Kimberg DY, Roc AC, Li L, Detre JA (2003) Arterial spin labeling
perfusion fMRI with very low task frequency. Magn Reson Med 49(5):796–802
17. Chen JJ, Jann K, Wang DJJ (2015) Characterizing resting-state brain function using arterial spin
labeling. Brain Connect 5(9):527–542
18. Buxton RB (2016) Beyond BOLD correlations: a more quantitative approach for investigating
brain networks. J Cereb Blood Flow Metab 36(3):461–462
19. Dai W, varma G, Scheidegger R, Alsop DC (2016) Quantifying ﬂuctuations of resting state
networks using arterial spin labeling perfusion MRI. J Cereb Blood Flow Metab 36(3):463–473

56

C. Habas and G. de Marco

20. Biswal B, Yetkin FZ, Haughton VM, Hyde JS (1995) Functional connectivity in the motor
cortex of resting human brain using echo-planar MRI. Magn Reson Med 34(4):537–541
21. Gusnard DA, Raichle MES (2011) Rearching for a baseline: functional imaging and the resting
human brain. Nat Rev Neurosci 2:685–694
22. Raichle EM (2015) The restless brain: how intrinsic activity organizes brain function. Philos
Trans B 370:1–11
23. Fox MD, Raichle M (2007) Spontaneous ﬂuctuations in brain activity observed with functional
magnetic resonance imaging. Nat Rev Neurosci 8:700–711
24. Mantini D, Perrucci MG, Del Gratta C, Romani GL, Corbetta M (2007) Electrophysiological
signatures of resting state networks in the human brain. Proc Natl Acad Sci U S A
104:13170–13175
25. Brookes MJ, Woolrich M, Luckhoo H, Price D, Hale JR, Stephenson MC, Barnes GR, Smith
SM, Moris PG (2011) Investigating the electrophysiological basis of resting state networks
using magnetoencephalography. Proc Natl Acad Sci U S A 108(40):16783–16788
26. Shmuel A, Leopold DA (2008) Neuronal correlates of spontaneous ﬂuctuations in fMRI signals
in monkey visual cortex: implications for functional connectivity at rest. Hum Brain Mapp 29
(7):751–761
27. Leopold DA, Maier A (2012) Ongoing physiological processes in the cerebral cortex.
NeuroImage 62:2190–2200
28. Greco G, Corbetta M (2011) The dynamical balance of the brain at rest. Neuroscientist
17:107–123
29. Margulies DS, Böttger J, Long X, Lv Y, Kelly C, Schäfer A, Goldhahn D, Abbushi A, Milham
MP, Lohmann G, Villringer A (2010) Resting developments: a review of fMRI post-processing
methodologies for spontaneous brain activity. MAGMA 23(5–6):289–307
30. Beckmann CF (2012) Modelling with independent components. NeuroImage 62:891–901
31. Calhoun VD, Liu J, Adali T (2009) A review of group ICA for fMRI data and ICA for joint
inference of imaging, genetic and ERP data. NeuroImage 45:S163–S172
32. Zou Q-H, Zhu C-Z, Yang Y, Zuo X-N, Long X-Y, Cao Q-J, Wang Y-F, Zang Y-F (2008) An
improved approach to detection of amplitudes of low-frequency ﬂuctuation (ALFF) for restingstate fMRI: fractional ALFF. J Neurosci Methods 172(1):137–141
33. Zang Y, Jiang T, Lu Y, He Y, Tian L (2003) Regional homogeneity approach to fMRI data
analysis. NeuroImage 22(1):394–400
34. Kelly RE, Alexopoulos GS, Wang Z, Gunning FM, Murphy CF, Morimoto SS et al (2010)
Visual inspection of independent components: deﬁning a procedure for artifact removal from
fMRI data. J Neurosci Methods 189:233–245
35. Kalcher K, Huf W, Boubela RN, Filzmoser P, Pezawas L, Biswal B et al (2012) Fully
exploratory network independent component analysis of the 1000 functional connectomes
database. Front Hum Neurosci 6:1–11
36. Habas C, Kamdar N, Nguyen D, prater K, Beckmann CF, Menon V, Greicius MD (2009)
Distinct cerebellar contribution to intrinsic connectivity networks. J Neurosci 29
(26):8586–8594
37. Chen AC, Oathes DJ, Chang C, Bradley T, Zhou Z-W, Williams LM et al (2013) Causal
interactions between fronto-parietal central executive and default-mode networks in humans.
Proc Natl Acad Sci U S A 110(49):19944–19949
38. Fox MF, Corbetta M, Snyder AZ, Vincent J, Raichle M (2006) Spontaneous neuronal activity
distinguishes human dorsal and ventral attention systems. Proc Natl Acad Sci U S A
103:10046–10051
39. Hoff GEA-J, Van de Heuvel MP, Benders MJNL, Kersbergen KJ, de Vries LSD (2013) On the
development of functional brain connectivity in the young brain. Front Hum Neurosci 7:650
40. Antonenko D, Flöel A (2014) Healthy aging by staying selectivity connected: a mini-review.
Gerontology 60:3–9
41. Kelly C, Castallanos FX (2014) Strengthening connections: functional connectivity and brain
plasticity. Neuropsychol Rev 24:63–76

2 Brief Overview of Functional Imaging Principles

57

42. Allen EA, Damaraju E, Plis SM, Erhardt EB, Eichele T, Calhoun VD (2014) Tracking wholebrain connectivity dynamics in the resting state. Cereb Cortex 24(3):663–676
43. Fox MD, Greicius M (2010) Clinical applications of resting state functional connectivity. Front
Syst Neurosci 4:1–13
44. Rosazza C, Minati L (2011) Resting-state brain networks: literature review and clinical applications. Neurol Sci 32:773–785
45. Friston KJ (2011) Functional and effective connectivity: a review. Brain Connect 1(1):13–36
46. Penny WD, Stephan KE, Mechelli A, Friston KJ (2004) Modelling functional integration: a
comparison of structural equation and dynamic causal models. NeuroImage 23(Suppl 1):S264–
S274
47. Friston KJ, Harrison L, Penny W (2003) Dynamic causal modelling. NeuroImage 19
(4):1273–1302
48. Ed B, Sporns O (2009) Complex brain networks: graph theoretical analysis of structural and
functional systems. Nat Rev Neurosci 10:186–198
49. Rubinov M, Sporns O (2010) Complex network measures of brain connectivity: uses and
interpretations. NeuroImage 52:1059–1069
50. Guye M, Bettus G, Bartolomei F, Cozzone PJ (2010) Graph theoretical analysis of structural
and functional connectivity MRI in normal and pathological brain networks. MAGMA
23:409–421
51. Redcay E, Moran JM, Mavros PL, Tager-Flusberg H, Gabrieli JDE, Whitﬁeld-Gabrieli S (2013)
Intrinsic functional network organization in high-functioning adolescents with autism spectrum
disorder. Front Hum Neurosci 7(573):1–11
52. Wang S, Summers RM (2012) Machine learning and radiology. Med Image Anal 16
(5):933–951
53. Vieira S, Pinaya WHL, Mechelli A (2017) Using deep learning to investigate the neuroimaging
correlates of psychiatric and neurological disorders: methods and applications. Neurosci Behavl
Rev 74:58–75
54. LeCun Y, Bengio Y, Hinton G (2015) Deep learning. Nature 521:436–444
55. Wernick MN, Yang YY, Braaankov JG, Yourganov G, Strother SC (2010) Machine learning in
medical imaging. IEEE Signal Process Mag 27(4):25–38
56. Lemm S, Blankertz B, Dickhaus T, Müller K-R (2011) Introduction to machine learning for
brain imaging. NeuroImage 56:387–399
57. Cox DD, Savoy RL (2003) Functional magnetic resonance imaging (fMRI) “brain reading”:
detecting and classifying distributed patterns of fMRI activity in human visual cortex.
NeuroImage 19(2):261–270
58. Davatzikos C, Ruparel K, Fan Y, Shen D, Acharyya M (2005) Classifying spatial patterns of
brain activity with machine learning methods: application to lie detection. NeuroImage 28
(8):663–668
59. Shen D, Wu G, Suk H-I (2017) Deep learning in medical images analysis. Annu Rev Biomed
Eng 19:221–248
60. Brosch T, Tam R, Alzheimer’s Disease Neuroimaging Initiative (2013) Manifold learning of
brain MRIs by deep learning. In: International conference on medical image computing and
computer-assisted intervention, Springer Berlin Heidelberg, pp 633–640
61. Suk H-I, Lee S-W, Shen D (2014) Hierarchical feature representation and multimodal fusion
with deep learning for AD/MCI diagnosis. NeuroImage 101:569–582
62. Kim J, Calhoun VD, Shim E, Lee J-H (2016) Deep neural network with weight sparsity control
and pre-training extracts hierarchical features and enhances classiﬁcation performance: evidence from whole-brain resting-state functional connectivity patterns of schizophrenia.
NeuroImage 124(Pt A):127–146
63. Plis SM, Hjelm DR, Salakhutdinov R, Allen EA, Bockholt H, Long JD, Johnson HJ, Paulsen
JS, Turner JA, Calhoun VD (2014) Deep learning for neuroimaging: a validation study. Front
Neurosci 8:229

58

C. Habas and G. de Marco

64. Suk H-I, Lee S-H, Shen D (2015) Latent feature representation with stacked auto-encoder for
AD/MCI diagnosis. Brain Struct Funct 220(2):841–859
65. Rosa MJ, Seymour B (2014) Decoding the matrix: beneﬁts and limitations of applying machine
learning algorithms to pain neuroimaging. Pain 155:864–867
66. Pereira F, Mitchell T, Botvinick M (2009) Machine learning classiﬁers and fMRI: a tutorial
overview. NeuroImage 15(1 suppl):S199–S209
67. Self MW, van Kerkoerle T, Goebel R, Roelfsema PR (2017) Benchmarking laminar fMRI:
neuronal spiking and synaptic activity during top-down and bottom-up processing in
the different layers of cortex. Neuroimage. 2017 Jun 23. pii: S1053-8119(17)30517-7.
doi: 10.1016/j.neuroimage.2017.06.045. [Epub ahead of print]

Chapter 3

Clinical Utility of Resting State
Functional MRI
Mary Pat McAndrews and Alexander Barnett

Translational fMRI: Aims, Challenges, and Opportunities
The cognitive neuroscience of memory and language has been enhanced considerably by fMRI as a technique to probe and map these functions non-invasively. Such
studies afford key insights into the neural architecture of these processes, with more
recent studies focusing on networks of coherent activity that underlie cognitive
operations. However, the translation of these insights into clinical applications has
lagged behind, particularly when one considers evidence that goes beyond describing a difference between a particular patient group and the healthy brain controls.
The clinical literature is typically hampered by small samples of heterogeneous
patient groups, with little replication of ﬁndings across centres given adherence to
different types of activation paradigms and variation in the clinical outcomes
assessed. The emergence of a robust set of data using rsfMRI, where there are no
task constraints, has begun to open new avenues for exploring more direct relationships between cognition and alterations in neural networks.
Translational work aims to understand which signal characteristics are meaningful in explaining variance in disease phenotype and severity, likely progression,
treatment response, or reorganization capacity. In individuals with mTLE who
experience recurrent seizures arising from one MTL, the concern is whether removal
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of anterior temporal lobe structures, in attempting to eliminate seizures, will come at
a signiﬁcant cost in the form of postsurgical decline. In the domain of language, this
is typically seen when the anterior temporal neocortex of the dominant (typically
left) hemisphere is excised [1–3]. For memory, the functional adequacy of the
epileptogenic MTL is key, in that better preoperative capacity is associated with
greater decline [4, 5], typically with verbal memory associated with the left MTL and
visuospatial memory with the right MTL [6–8]. In principle, fMRI is uniquely suited
to investigate the functional anatomy of memory and language processes by providing a direct assay of adequacy of the epileptogenic tissue and the risk of potential
post-operative morbidity, as well as the opportunity to characterize possible reorganization or compensation [9]. Another setting where fMRI can be an effective probe
for functional adequacy of MTL is amnestic mild cognitive impairment (aMCI), a
prodromal stage of Alzheimer’s disease (AD) where memory is selectively impaired,
in which the entorhinal cortex and hippocampus reveal earliest signs of structural
pathology [10–13]. Indeed, the MTL has been the focus of much of the foundational
work using fMRI as a biomarker of diagnosis and disease progression, as well as to
predict the potential impact of treatments including pharmacotherapy and cognitive
training [14, 15].
Much of the early translational application in these clinical contexts was driven
by questions of task-related patterns of activation, with a particular focus on regions
of interest. Relevant ﬁndings include reports showing less MTL activity during an
encoding task for patients with mTLE [16–20] or MCI/AD [21, 22] compared to
healthy controls. Similarly, the strength (magnitude, spatial extent) of activation in
the left temporal lobe has been shown to predict the degree of decline in word
retrieval following left temporal lobectomy in mTLE [23–25]. While this approach
has been quite successful, there are also important limitations when one considers
the long scanning times that may be required to produce reliable data, the concern
about capacity for full task engagement in the patient population, the lack of
consensus regarding sensitivity and speciﬁcity of particular metrics of activation,
and the possibility of alternate or more diffuse patterns of organization within the
disease group that might undermine the focus on one particular region of interest.
Furthermore, there are examples in the literature showing that greater signal does not
always signify better function, such as a study demonstrating strong bilateral hippocampal activation in a patient during an episode of transient global amnesia [26] and
evidence that enhanced activity of the hippocampus may be a pathologic signal in
aMCI [27, 28]. Moreover, we found that despite controls and aMCI patients showing
similar task-related activation in the parahippocampal gyrus, activity in quite distinct
networks was associated with good memory performance in the two groups
[29]. While much effort has been aimed at identifying ideal task activation paradigms for clinical use [30–32], there is a growing scientiﬁc interest in the newly
characterized ‘resting state’ networks that can be discerned when individuals are
scanned doing nothing other than ‘mind-wandering’ in the scanner. We will brieﬂy
discuss the foundational work with healthy individuals before turning to the disease
states.
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Resting State Networks
The ﬁrst described resting state network was termed the default mode (DMN) as it
characterized a set of midline and lateral cortical regions that were co-activated
during the ‘rest’ condition of a vast number of cognitive paradigms [33]. Subsequent
work has shown that these regions show robust functional connectivity during
introspective thought or ‘mind-wandering’ [34, 35]. Furthermore, the DMN can be
fractionated into components that are collectively engaged during particular cognitive operations such as constructing a mental scene from memory and engaging in
self-relevant decisions [36]. A number of other networks have been identiﬁed,
characterized by intrinsic connectivity that can be captured from 6 to 10 min of
scanning while participants are at rest, i.e. not engaged in any cognitive task beyond
(typically) focusing on a ﬁxation cross. The networks can be identiﬁed using seedbased techniques, which extract temporal correlations between a particular seed
region and all other brain voxels, or using independent component analysis (ICA),
which decomposes voxel-wise temporal correlations into spatially orthogonal components. The latter is the more common data-driven technique that has been used to
identify a large number of robust cortical networks in the healthy brain, including
those associated with attention (both dorsal and ventral), language, cognitive control,
and more basic visual and sensorimotor functions [37–40]. By exploiting the
massive high-quality rsfMRI data from the Human Connectome Project, it has
been possible to further understand that large-scale networks can be decomposed
into partially segregated subnetworks and how some regions in association cortex
can participate in multiple networks to different degrees; such complexity undergirds
the ﬂexible behaviour that arises from those network interactions [41, 42].

rsfMRI and Memory in mTLE
There is a moderate record of success in the clinical application of paradigms
eliciting focal activation in the MTL as applied to mTLE. These include verbal or
visual memory paradigms in which the degree of activation in the epileptogenic
MTL correlated with current memory performance or predicted the magnitude of
post-operative memory decline [17–19, 43]. Several studies have shown that asymmetry of MTL activation during encoding is more strongly correlated with current
memory function [20] or with decline in memory following surgery [44] than
standard clinical parameters such as hippocampal volume. However, the success at
predicting decline following right anterior temporal lobectomy (ATL) has been less
successful than for left ATL, and at least one study demonstrated that activation
associated with language lateralization was superior to memory-speciﬁc activation in
predicting verbal memory decline following left ATL [31]. This may reﬂect relatively poor sensitivity or speciﬁcity to memory outcomes of the paradigms, the
metrics, or both.
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Resting state fMRI may be particularly well-suited to address questions of
functional adequacy of the MTL because the hippocampus and parahippocampal
gyrus are components of the DMN, which shows considerable overlap with the
constellation of brain regions commonly engaged during episodic recollection [45, 46]. Furthermore, such functional connectivity (rsFC) measures may be
superior to task-based measures as they eliminate variance or noise associated with
different strategies and/or alternate networks being utilized during the activation task
by patients in whom some degree of functional reorganization may have already
taken place [47]. There have been a number of reports of abnormal connectivity
between the MTL and other DMN regions in patients with mTLE [48–51], but only a
few studies investigating the consequence of that disrupted connectivity to functional integrity as indexed by memory performance. In our initial study of this
issue [52], we focused on two regions of interest in the DMN, the hippocampus
and posterior cingulate cortex (PCC), which is considered one of the main hubs of
the DMN and is commonly activated during recall and recognition. Relative to
controls, we found reduced connectivity to the epileptogenic hippocampus and
increased connectivity to the contralateral one in both left and right mTLE patients.
Furthermore, stronger connectivity on the epileptogenic side was associated with
better pre-surgical memory and greater postsurgical memory decline, whereas
greater connectivity on the contralateral side was protective. We also found an
increase in contralateral connectivity after removal of the epileptogenic side and
that increase was also correlated with memory preservation suggesting compensatory plasticity. A subsequent study examined functional connectivity throughout
20 nodes of the DMN in relation to performance on clinical memory
tests [53]. Although more complex, the pattern of connections was even more
strongly correlated with memory measures than the simple two-node solution.
Here, better memory was associated with increased posterior and interhemispheric
connectivity (i.e. between MTL structures and medial and lateral parietal cortices),
whereas poorer memory was associated with a pattern that emphasized stronger
long-range posterior-to-anterior intrahemispheric connections. Of interest, a very
similar pattern of stronger long-range connectivity was seen in a different cohort of
left mTLE patients when they were actively attempting to retrieve personal autobiographical memories [54]. As this alternate pattern of connectivity was seen under
different circumstances (resting state and directed memory retrieval) and with
distinct analytic techniques (multivariate correlations and structural equation modelling), it may signify a robust change in memory networks in cases of insult to the
MTL (Fig. 3.1).
Another group has investigated networks from both task and resting state fMRI in
relation to memory processes. Their ﬁrst study, using ICA on data collected during
memory encoding, documented reduced functional connectivity that was associated
with poorer memory performance in a network that included bilateral MTL and
extended to bilateral occipital regions as well as left orbitofrontal cortex [50]. Of
interest, focal activation in the orbitofrontal region, and not the ipsilateral hippocampus, was strongly correlated with task performance. In a more recent study using
seed-based rsFC to investigate different parcellations of thalamo-cortical networks,
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Fig. 3.1 Increased long-range intrahemispheric connectivity as a consequence of unilateral hippocampal damage in mTLE. (a): Blue lines indicate increased (relative to controls) long-range
connectivity in rsfMRI from posterior medial and lateral parietal cortices to medial prefrontal
regions in patients with left mTLE (Data from McCormick et al. [53]). (b): Altered effective
connectivity (relative to controls) during autobiographical memory retrieval (Data from Addis
et al. [54]). Major differences are increased connectivity (red lines) from retrosplenial to medial
prefrontal cortex on the left and reduced connectivity (blue lines) involving left medial temporal
regions. Red nodes in both ﬁgures indicate regions of reduced structural integrity of medial
temporal cortex, and the width of lines indicates connectivity strength. (This ﬁgure is reproduced
with permission from [115])

they reported short-term memory was related to thalamic connectivity with speciﬁc
regions in frontal and parietal cortices in the contralateral hemisphere, whereas longterm memory was associated with the strength of rsFC between ipsilateral thalamus
and entorhinal cortex [55]. A similar reduction in connectivity between ipsilateral
temporal neocortex and the DMN was reported for left TLE based on ICA-derived
networks in another study that did not directly examine memory performance
[56]. Thus, connectivity amongst many cortical regions may need to be considered,
as epileptic seizures may promote reorganization outside of canonical memory
networks.
It is also important to know whether these functional connectivity measures go
beyond other indicators of structural integrity or functional activation in explaining
variation in memory performance; this speaks directly to their potential added value
in clinical contexts. Of note, studies show wide variation in the correspondence
between functional activation and structural measures of hippocampal integrity,
ranging from no correlation between measures [43] to a moderately strong relationship [57]. In their study assessing thalamo-cortical connectivity and memory, Voets
and colleagues noted that posterior hippocampal volume did add unique information
to thalamic-frontal rsFC in explaining short-term memory performance, but this was
not the case for the relationship between long-term memory and thalamic-medial
temporal rsFC [55]. In both McCormick studies from our lab described above,
performance on clinically relevant memory tests was more strongly predicted by
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rsFC than by structural damage to the MTL or other DMN nodes (assessed by
hippocampal volume and grey matter density). Indeed, we have consistently found
the inﬂuence of structural alterations on episodic memory capacity to be mediated by
functional network capacity [20, 53]. These ﬁndings accord well with the concepts
underlying the human brain connectome that structure undergirds but does not fully
determine the brain’s dynamic and ﬂexible functional repertoire [58, 59]. Unfortunately there is no published work that directly compares the relative clinical utility of
different fMRI measures such as focal activation, task-related connectivity, and
resting state connectivity, but we can offer some unpublished observations from
our own work. In the same group of ten patients with left mTLE, we compared focal
left hippocampal activation during an autobiographical memory task that strongly
engages the hippocampus and PCC [54, 60–62], rsFC between left hippocampus and
PCC, and connectivity between those nodes during autobiographical recall
[47]. When each measure was correlated with a standard clinical measure of verbal
memory, we found the best correlate of behaviour to be rsFC (r ¼ 0.78), followed by
task-related FC (r ¼ 0.55), followed by hippocampal activation (r ¼ 0.31). We
contend that similar comparisons in other clinical settings will be very important in
advancing the predictive utility of fMRI.
Although these early results are promising, there are important complexities that
must be addressed. For example, a few studies looking at connectivity and current
memory capacity seeded from the hippocampus (rather than PCC as we had done) to
explore widespread connectivity throughout the brain. One reported a pattern similar
to ours, in that higher contralateral HC-PCC connectivity was associated with better
episodic memory, and also found that connectivity between the ipsilateral or contralateral hippocampus and other MTL structures (entorhinal cortex and
parahippocampal gyrus) was negatively associated with memory performance [63]. Another study reported that connectivity between the ipsilateral left
hippocampus and left PCC/precuneus and inferior parietal lobule (IPL) was negatively associated with memory, whereas better performance was related to stronger
connectivity between the epileptogenic hippocampus and contralateral
PCC/precuneus and IPL [64]. Finally, in correspondence with Holmes but in
contrast to McCormick papers, higher ipsilateral hippocampus to PCC in patients
with left TLE was related to poorer verbal memory, whereas contralateral hippocampus connectivity with the medial frontal cortex was associated with better
nonverbal memory in patients with right TLE in another study [65]. These ﬁndings
indicate that not all alterations in connectivity are functionally efﬁcient or compensatory, a lesson we have already learned from reports of increased focal activation,
and also support the need for larger studies and especially those with prediction of
change as the primary outcome.
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rsfMRI and Memory in Other Patients with MTL Damage
Alterations in task-based activation in the medial temporal lobe have been reported
in aMCI and AD, although the patterns are not invariably of a decline; for metaanalyses based on activation co-ordinates, see [66, 67]. Similar to the arguments for
mTLE, however, assays of functional integrity in aMCI, AD, or other amnestic cases
of focal MTL pathology that are based on extent or strength of activation in the MTL
can yield incorrect inferences. For example, current data indicate that early aMCI is
characterized by hyperactivation in the hippocampus, which appears to be pathological rather than compensatory [28, 68]. That is, there is an inﬂection point in the
relationship between hippocampal activation and memory integrity as one proceeds
from normal ageing, through very mild and more severe aMCI to AD [69]. Instead of
hippocampal engagement, a more reliable indicator of encoding success and overall
memory status in AD was reported to be the degree to which the medial parietal
region (PCC, precuneus) was deactivated during memory encoding [70, 71]. These
are two key nodes of the DMN, and there is compelling evidence of a global decrease
in DMN integrity in aMCI and AD compared to age-matched controls; for reviews,
see [72, 73].
Furthermore, a growing set of studies relate these alterations in rsFC to clinical
memory impairment. Amnesic patients with bilateral MTL damage show decreased
connectivity between PCC and MTL components of the DMN [74]. The degree of
rsFC between these regions is correlated with memory performance and separates
patients with amnestic MCI from non-amnestic MCI [75]. Other rsFC studies have
described more widespread disruptions in connectivity between the hippocampus or
PCC and other neocortical and subcortical regions that are correlated with the degree
of memory impairments in MCI [76, 77]. As MCI and dementia will be discussed in
more depth in another chapter in this volume, the foregoing is intended only to
indicate that studies regarding fMRI biomarkers of memory integrity are being
pursued in this disorder and that work from mTLE and aMCI may provide fruitful
opportunities for cross-fertilization.

Hippocampal Parcellation and Connectivity
There is growing interest in examining connectivity patterns involving anterior and
posterior segments of the hippocampus separately. Recent research has demonstrated that these segments have distinct multisynaptic patterns of connectivity
with neocortical regions, which likely has considerable import for the type of
memory processes they support [78–81]. Several different characterizations have
been offered that distinguish these anterior and posterior networks. One focusses on
the granularity of mnemonic contents with the more ﬁne-grained representations
involving posterior regions, enabling retrieval characterized by recollection of
details rather than being limited to coarser ‘gist’ information [80]. Another model
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hypothesizes that encoding new information is the province of the anterior
hippocampus-dorsal attention network connectivity, whereas retrieval of any sort
depends more so on posterior hippocampus-DMN connectivity [82].
Although the histopathology of TLE is distributed along the longitudinal axis of
the hippocampus [83], there is evidence that greater structural abnormalities on MRI
are seen in the anterior half and there is better chance of seizure freedom in that
setting [84–86]. Thus, it may be important to isolate contributions from the two
segments in assessing functional capacity in this population. One recent study found
similar general patterns of heightened connectivity amongst MTL regions for anterior and posterior segments, whereas only the latter region showed reduced connectivity to another cortical target (PCC) that was associated with defective memory in
patients with left mTLE [63]. Of interest, our own work with healthy controls has
also demonstrated different connectivity patterns, with the posterior hippocampusto-neocortex networks showing a greater involvement with the type of relational
memory processes that are particularly impaired in mTLE patients [87, 88]. There
has not yet been much work on this anterior-posterior segmentation concept in the
MCI/AD populations. In one study with no behavioural correlates, it was reported
that reductions in spatial extent of these networks were found in aMCI patients
compared to controls, with the most striking appearing in the left posterior hippocampus and right anterior MTL [89]. Clearly, this is an important avenue for future
investigations in these populations, marrying rsfMRI to well-designed cognitive
assays of clinically meaningful memory processes.

rsFC and Language in TLE
Resting state fMRI is also emerging as a tool for mapping the language network,
composed of the inferior frontal gyrus, superior temporal gyrus, supramarginal
gyrus, inferior parietal lobule, and premotor cortex. While these regions have been
interrogated extensively using task-based fMRI [90], researchers have also found
reliable rsFC amongst these regions [91, 92]. Here, we review the literature on
rsfMRI and language network activity, discussing its ﬁndings and applications in
healthy and disease populations. We will also discuss the similarities and differences
between pre-surgical rsFC network characterization and traditional methods of
pre-surgical language mapping, noting the potential advantages of each.
Language networks have been extracted from rsfMRI data using both seed-based
[92] and ICA-based [91] approaches. Tomasi and Volkow [92] examined
970 healthy individuals collected from 22 research sites around the world. The
authors used a standard seed-to-voxel approach with two regions of interest –
Broca’s and Wernicke’s areas. Both seeds demonstrated robust connectivity to
language network regions including inferior frontal gyrus (IFG, comprised of pars
orbitalis, triangularis, and opercularis), superior temporal gyrus, inferior parietal
cortex, middle frontal gyrus, inferior temporal cortex, superior frontal cortex, caudate, putamen, and cerebellum. This network connectivity was reliable across all
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sites and both seeds, although Broca’s area was signiﬁcantly more connected to
anterior language regions, while Wernicke’s area was signiﬁcantly more connected
to posterior regions. Furthermore, they found leftward lateralization of Broca’s area
and posterior Wernicke’s area (angular gyrus) connectivity which supports lateralization of language to the left hemisphere as is expected in the general population. A
subsequent study using the same procedures found these networks to be highly
reliable within subjects across time intervals ranging from 45 min to 16 months
[93]. This level of consistency in the network provides reassurance that
low-frequency ﬂuctuations at rest are related to intrinsic, stable network properties.
In addition, there is evidence that connectivity in this network is associated with
language performance. Reduced resting state connectivity was observed between
posterior temporal regions related to reading (fusiform gyrus, inferior temporal
gyrus, middle temporal gyrus, and superior temporal gyrus) and the left IFG in
dyslexic readers compared to nonimpaired readers [94]. Furthermore, increased
functional connectivity between the fusiform gyrus and left IFG was associated
with better reading ﬂuency.
The mounting evidence that rsfMRI can identify reliable networks and clinically
relevant language functional capacity provides conﬁdence that it may provide
important information for pre-surgical language mapping for individuals with
TLE. Prior to epilepsy surgery, it is imperative to establish hemispheric dominance
and, occasionally, ﬁne-grain localization of eloquent cortex. Traditionally this was
established with invasive tests such as intracarotid injection of an anaesthetic agent
such as sodium amobarbital (Wada procedure, [95]) or electrical stimulation mapping (ESM, [96]). More recently, fMRI using activation tasks has become a standard
of practice in many epilepsy surgical centres, as it has been shown to have high
concordance with Wada results [97–101]. Concordance with ESM has not been
found as consistently [102], although using multiple language tasks does improve
agreement [103]. Results from task-based fMRI are reliant on several factors such as
the selection a threshold for activation [103, 104], calculation of laterality indices [105, 106], the type of task demands and control conditions [107–110], and the
ability of the participant to perform the task, features that are not constraints for
rsfMRI.
As with memory, there are only a few instances of this newer technique being
applied in the pre-surgical mapping context. In one, language networks were
extracted from resting state scans using a machine learning algorithm that was
trained to classify voxels as being a part of one of seven canonical resting networks
[111]. The patients also underwent ESM for language, and the electrode placement
was co-registered to anatomical space from the MRI scans. They found strong
agreement between ESM and rsFC language network classiﬁcation. Similarly,
moderate to strong concordance has also been found between resting state language
network patterns and task-based fMRI activation patterns [112, 113]. Furthermore,
greater left lateralization, determined by task activation, is associated with stronger
connectivity between left IFG and other neocortical regions in the left hemisphere in
controls and TLE patients [114].
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While these ﬁndings are encouraging, more work is needed to validate that the
information obtained from rsfMRI is informative for surgery if it is to replace
invasive procedures or task-based fMRI. A large-scale comparison of rsfMRI
laterality and Wada or other fMRI metrics has yet to be performed, and importantly,
few studies have related rsFC to pre-surgical language performance or postsurgical
language changes. We offer relevant observations from our own clinical series in
which TLE patients had a resting state scan as well as a language activation task
(involving naming to description compared to ﬁxation control). Correlations with
performance on a standard clinical measure (Boston Naming Test) were strongest for
task-based functional connectivity between left inferior frontal and left middle
temporal gyri (r ¼ 0.50), weaker for rsFC between those regions (r ¼ 0.25) and
weakest for the task activation laterality index (r ¼ 0.16); note the latter two values
are previously unpublished data. However, using newer analytic techniques with
larger language networks, we have begun to identify reasonably strong relationships
between network integrity, as a function of similarity to controls, and post-operative
changes in naming performance [115]. As with memory, there are compelling
reasons to develop a strong clinical grounding for rsFC in language processes.
Any patient may be incapable of performing our simple language tasks adequately
or in the manner we designate, and thus our task-based patterns of activation may
include regions that are engaged for the fMRI task but not truly indicative of
language capacity.

Newer Metrics: Graph Theory and Dynamic Functional
Connectivity
The number of interregional correlations that can be generated in a typical wholebrain rsfMRI study can yield a bewildering array of ﬁndings (e.g. 96 regions of
interest will generate 4560 correlations). Graph theory is a mathematical technique
that enables one to characterize complex patterns of pairwise correlations between
objects (which could be brain regions, airport locations, genes, or people in a social
network). Graphs are made up of vertices (nodes) which are connected by edges
(connections), and vertices can interact through direct connections or indirectly
across paths that are composed of multiple edges. There are a variety of metrics
that have been applied to the study of brain organization, both at the level of
structural and functional connectivity, aimed at characterizing typical features as
well as those associated with development and pathology. A full accounting of the
technique and speciﬁc metrics is well beyond the scope of this chapter, but the
excellent work of Olaf Sporns, who carried out the foundational work and continues
to explore its explanatory power in neurosciences, is recommended [116–
119]. There are two principles or modes of brain connectivity that are key to
cognition, and several metrics have been articulated to capture these. One is segregation, which refers to how neural elements form separate discrete clusters that can
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enable specialized local processing, and the second is integration, which refers to the
capacity of the network as a whole to be interconnected to enable coordinated
activity across neural populations. The manner in which individual nodes may
contribute to the network’s integrity and information ﬂow is captured by inﬂuence
measures. The most efﬁcient interplay of segregation and integration is reﬂected in a
‘small-world’ organization based on functional connectivity patterns characteristic
of the healthy primate brain [120, 121].
Graph metrics are now being used to characterize differences between the healthy
adult brain and patients with MTL damage in mTLE [122–126] and MCI/AD [127–
130]. To date, there have been few studies that have attempted to link alterations in
graph characteristics to speciﬁc cognitive functions in these patient populations.
Based on rsfMRI collected preoperatively, Doucet and colleagues examined characteristics of regions selected for their known involvement in speciﬁc cognitive
domains (nine regions for verbal episodic memory, six for nonverbal episodic
memory, ten for working memory/executive functions, and seven for expressive
language) and their relationship to neuropsychological outcome in each domain
following anterior temporal lobe resection [131]. They focused on properties of
segregation (local efﬁciency), integration (distance), and inﬂuence or centrality
(participation) for each of the nodes in an attempt to identify characteristics that
might be selective to the functional domain and demonstrated strong utility of these
measures as shown by signiﬁcant prediction of outcome across most regression
models. Considering language in left TLE, they found that integration amongst
canonical subregions in the left inferior frontal cortex (pars orbitalis, pars
triangularis, pars opercularis) was the most signiﬁcant predictor of outcome but
also that integration of the healthy (contralateral to side of seizure onset) hippocampus with other cortical regions was associated with better post-operative outcome.
Surprisingly, despite the well-established involvement of the hippocampus in memory, they found that integration of the non-epileptogenic hippocampus with other
neocortical regions was the most consistent predictor of cognitive outcome for all
domains except for episodic memory. A somewhat complex pattern of ﬁndings
characterized graph properties and verbal episodic memory, with increased integration and reduced centrality of the left inferior frontal cortex associated with better
outcome for patients with left TLE. For patients with right TLE, the predictors of
good verbal memory outcome were higher participation in the healthy left middle
temporal cortex together with lower participation of the epileptogenic middle temporal cortex. The ﬁnding that no metrics involving either hippocampus was critical
to predicting episodic memory outcome is somewhat at odds with our ﬁndings using
simple correlation of DMN nodes [52]. These preliminary ﬁndings indicate that there
is a substantial work ahead to determine the best methods for characterizing functionally relevant patterns of connectivity in mTLE and other clinical contexts.
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Caveats and Limitations
While there is considerable promise to the clinical utility of rsfMRI, there are several
limitations to the technique and concerns that need to be addressed. First, there are
multiple analytic approaches that can be taken, and researchers and clinicians must
decide which is most appropriate for their needs. A seed-based approach is easy to
interpret but requires a priori selection of seed regions from the literature that will
capture critical networks and may lead one astray if there has been substantial
reorganization in the patient population of interest. For example, the selection of a
damaged hippocampus as seed will likely not lead to identifying the effective
memory network in mTLE. ICA approaches are data driven and will extract networks without a priori deﬁnition of seeds but can sometimes split networks and
require selection of components of interest following analysis. A semiautomated
approach has been proposed for identiﬁcation of these networks based on training
templates [91], and machine learning techniques can enable identiﬁcation of atypical
networks as long as there is sufﬁcient homogeneity within the patient population of
interest. Finally, issues of thresholding that are inherent to task-based fMRI can
potentially be an issue in rsFC analyses. Arbitrary cut-offs such as p < 0.05 have the
potential to eliminate meaningful voxels in single-subject analysis (e.g. fail to
incorporate a region of meaningful connectivity into a language map), but without
any form of thresholding, the signal will be noisy and uninterpretable. Examination
of connectivity between two regions of interest in order to predict postsurgical
change may avoid this but is again heavily reliant on proper ROI selection.
In addition to the techniques for characterizing the rsFC networks, one needs to
be concerned about reliability of these measures, particularly at the individual
subject level. Certainly, concerns have been raised about test-retest reliability in
activation paradigms, particularly for complex tasks that can induce different strategies [132, 133]. There is evidence that rsFC is more reliable than activation
magnitude or extent during a task [134, 135], but it is important to note that variables
such as participant age, scan length, and other acquisition parameters can have
modest inﬂuences [136, 137]. In addition, the extent to which the pathology in
mTLE or MCI/AD or use of medications in these conditions may inﬂuence (either
globally or locally) the neurovascular coupling that is crucial for observing the
BOLD effect is just beginning to be investigated [138–141]. A recent review of
limitations in clinical application can be found in [142]. A ﬁnal crucial step in
advancing the clinical utility of rsfMRI, particularly for the individual patient, is
establishing sensitivity, speciﬁcity, and positive predictive value for these metrics.
Fortunately the barrier to conducting resting state studies is considerably lower than
with activation tasks in terms of amount of data required, the complexity of task
inﬂuences, and the possibility of pooling data from multiple centres, making it more
likely that we will make rapid progress on some of these issues.
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Conclusions
Overall, there is very good evidence that rsfMRI is developing into a useful clinical
tool for mapping language networks and characterizing functional integrity of
memory networks in clinical populations and for providing predictions following
surgical or other interventions. At present, however, considerable work still needs to
be done in terms of comparisons to relevant ‘gold standards’ in clinical practice,
determining ideal analytic strategies and decision algorithms, and relating network
properties to the behaviours we are most interested in measuring and predicting.
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Chapter 4

The Neuroimaging of Stroke: Structural
and Functional Advances
Sara Regina Meira Almeida, Gabriela Castellano, Jessica Vicentini,
and Li Li Min

Introduction
Advanced magnetic resonance imaging (MRI) techniques such as diffusion tensor
imaging (DTI), functional magnetic resonance imaging (fMRI), magnetic resonance
perfusion, magnetic resonance spectroscopy, and volumetric imaging are improving
our understanding of normal brain development up to pathophysiology of several
adverse processes [1], including cerebrovascular diseases. The application of these
techniques for research offers the opportunity to ask questions about where, when,
and how the abnormal pattern of anatomical connectivity and plastic changes occurs
in stroke. Indeed, neuroimaging techniques, especially the multimodality MRI, have
signiﬁcantly contributed to the understanding of the mechanisms of stroke recovery
by characterizing brain structural and functional changes after stroke [2]. Stroke
lesions trigger several brain-wide processes to accommodate for tissue loss. MRI has
been extensively used to investigate brain activation changes during recovery and
has provided important information on monitoring of therapeutic strategies that
promote brain repair and functional reorganization after stroke [3].
This review focuses on the advances brought to the understanding of stroke
mechanisms by MRI-based neuroimaging techniques, particularly those related to
connectivity assessment among brain areas. Stroke is the major cause of long-term
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disability throughout the world [4], leaving more than half of the patients dependent
on daily assistance. Nonetheless, most patients exhibit a certain degree of recovery in
the weeks, months, and sometimes even years following stroke, which may be
directly related to structural and functional modiﬁcations in surviving brain tissue.
Several animal and human stroke studies have reported vicarious function of
ipsilesional and contralesional brain regions [5], which may contribute to restoration
of functions, although the exact mechanisms that lead to functional recovery remain
largely unclear. Elucidation of the critical pathways in post-stroke recovery would
not only provide important fundamental insight in brain function and plasticity but
could also lead the way toward development of new rehabilitation strategies for
recovering stroke patients [2].

Brain Connectivity from MRI Data
Connectivity models are based on the concept that the brain is organized by
segregation of specialized and anatomically distinct brain regions that are functionally integrated in networks mediating cognitive, sensory, or motor processing
[6]. Structural connectivity describes how spatially separated brain regions are
physically linked, for example, as demonstrated by invasive tracing of single
axons or by noninvasively measuring diffusion along major ﬁber bundles as in
DTI. In contrast, functional and effective connectivity describe how anatomically
connected areas interact with each other and can be estimated from noninvasive
techniques such as electroencephalography, magnetoencephalography, near-infrared
spectroscopy, or fMRI. The last two connectivity approaches, however, fundamentally differ in the way of how these interactions are estimated. Functional connectivity is deﬁned as temporal correlation between spatially remote neurophysiological
events. In contrast to this nondirectional, correlative nature of functional connectivity, effective connectivity refers to the causal inﬂuences that brain areas exert over
another under the assumptions of a given mechanistic model [7].
Structural connectivity is obtained from MRI data through the aforementioned
DTI technique [8]. This is a noninvasive MRI method that measures the random
motion of water molecules in brain tissue and enables examination of white matter
microstructure in vivo. Since white matter tracts are composed of highly oriented
ﬁbers, which cause relatively high anisotropy of diffusing tissue water, DTI is very
suitable to measure effects on white matter integrity. DTI data consists of mathematical entities, called tensors, that give information on the amount of diffusion
happening in every direction within a given voxel of the image. From these data,
simpler, scalar measures, such as fractional anisotropy (FA), can be obtained. FA
quantiﬁes the extent to which water diffusion is directionally restricted and is
inﬂuenced by a number of factors including axonal myelination, diameter, density,
and orientational coherence [9].
Functional and effective connectivity are obtained from MRI data by means of the
fMRI technique. Functional MRI methods have been traditionally sensitized to
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changes in cerebral hemodynamics in response to task or stimulus-triggered neuronal activity. The most frequently used type of fMRI data is that obtained by means of
the blood oxygenation level-dependent (BOLD) contrast, measured through a T2*weighted gradient-echo MRI sequence [10]. Although effective connectivity has
been, indeed, obtained from task-based fMRI data, functional connectivity has been
mostly obtained through resting-state fMRI (rs-fMRI) data.
Rs-fMRI data is obtained without the need of a stimulation paradigm, during
wakeful rest, but in the absence of an active task performance [11, 12]. Spontaneous
ﬂuctuations in baseline (“resting-state”) neuronal signaling are reﬂected in
low-frequency ﬂuctuations (<0.1 Hz) of the BOLD signal and show temporal
coherence between anatomically connected brain regions within a particular neuronal network, such as the sensorimotor system [11]. Throughout the gray matter, the
extent of synchronization between these low-frequency BOLD ﬂuctuations has been
related to functional connectivity. Correlation of these signals with electroencephalographic brain activity has indicated that these slow hemodynamic ﬂuctuations are
associated with neuronal function [13].
There are many approaches to estimate functional connectivity from rs-fMRI
data. One of the most used has been the seed-based approach, where a representative
time series is extracted from a region of interest (the seed), and this series is
correlated to all voxel time series of the brain [14] (Fig. 4.1). Another widely used
approach has been independent component analysis (ICA) that aims at retrieving the
brain networks that produce similarly varying time series [15]. And more recently,
functional connectivity from rs-fMRI has been modeled with the aid of graphs, by
parcellating the brain in several (anatomical or functional) regions and computing
correlations among all the representative time series of these regions. This allows
building a mathematical entity, the graph, composed of nodes (the regions) and
edges (the connections), from which many topological properties may be extracted
that in turn serve to characterize the underlying brain network [16].
Some of the advantages of the rs-fMRI technique are that many different cortical
systems may be studied with a single acquisition (as opposed to task-based fMRI,
where only the system associated to the given task is studied) and that it allows
increasing the number of subjects for a given study or performing studies with taskimpaired populations, who would be otherwise excluded from a task-based study
[17]. Rs-fMRI has been increasingly applied as a tool to study alterations in the
brain’s intrinsic functional architecture as potential physiological correlates of neurological disorders [18].
Differently from functional connectivity, effective connectivity, as already mentioned, is estimated from task-based fMRI data. Also, effective connectivity requires
an a priori model of the brain regions involved in the task being studied, as well as
their interaction. It is, therefore, a model-driven technique, as opposed to the
functional connectivity technique, which is data-driven [19]. From the proposed
model, effective connectivity approaches infer the strength and direction of the
connections, giving some idea of temporal relations among the regions (e.g.,
which region acted before the others).
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Fig. 4.1 Example of functional connectivity (rs-fMRI) data between cortical motor areas in stroke
patients

Approaches to estimate effective connectivity include psychophysiological interactions [20], structural equation modeling (SEM) [21], Granger causality [22], and
dynamic causal modeling (DCM) [23]. SEM is based on the translation of a network
model with predeﬁned regions linked by a set of directional paths into a linear
regression model. The path coefﬁcients are subsequently estimated using an iterative
maximum likelihood algorithm to minimize the difference between observed and
predicted covariance matrices [21]. DCM relies on a deterministic model that treats
the brain as an input-output system of hidden neural dynamics [23]. This neural
model describes changes in the system over time as a function of interactions
between regional activity, known experimental inputs, and neuronal parameters [12].
All types of MRI data-derived connectivities (structural, functional, and effective)
have been used to shed light on stroke mechanisms, and some of the main results are
discussed below.
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Insights into Stroke Mechanisms from Functional
and Effective Connectivity Studies
Findings from functional connectivity obtained from rs-fMRI can be summarized by
two major patterns of changes after stroke: reduced interhemispheric functional
connectivity between cortical motor areas, which correlates with the severity of
motor deﬁcits, and reduced global network efﬁciency even in patients with good
clinical recovery [12]. Studies in animals demonstrate that interhemispheric restingstate connectivity between ipsilesional primary sensorimotor cortex and its
contralesional homologue signiﬁcantly diminish in the ﬁrst few days and subsequently increase while sensorimotor functions recover. However, interhemispheric
connectivity remains reduced compared with assessments obtained prior to
stroke [24].
Carter and colleagues [25] found correlations between rs-fMRI time series in a
sensorimotor network consisting of M1, SMA, secondary somatosensory cortex,
cerebellum, putamen, and thalamus in both hemispheres. The authors reported that
particularly interhemispheric M1 connectivity positively correlates with motor performance at the subacute stage after stroke. In addition, stronger interhemispheric
connectivity of ipsilesional M1 and contralesional areas such as thalamus, SMA, and
middle prefrontal cortex within the ﬁrst few days of onset predicts better motor
recovery in the next 6 months post-stroke [26]. Also, patients with attention deﬁcits
had reduced interhemispheric connectivity between attention-related areas in parietal
cortex or language areas in inferior frontal cortex [25].
In patients with sufﬁcient integrity of ipsilesional sensorimotor cortex and
corticospinal tract, motor recovery may occur rapidly after stroke and be mediated
by reacquisition of normal dominance by ipsilesional sensorimotor cortex. However,
in patients in whom the integrity of this sensorimotor cortex is insufﬁcient to support
good recovery, increased recruitment of contralesional sensorimotor cortices may be
utilized to achieve motor recovery [27]. Nonetheless, the role of contralesional M1
for reorganization after stroke and mechanisms associated with shifts in
interhemispheric functional connectivity motor cortices is still debatable.
Xu and colleagues [28] demonstrated decrease of the contralesional primary
sensorimotor connectivity in the acute state; Rehme and colleagues [29] and
Golestani and colleagues [30] showed the opposite. Greater activation of the
contralesional hemisphere may occur to compensate for loss of connectivity in the
ischemic region. Functional neuroimaging studies suggest that activity within the
sensorimotor network, or ipsilesional motor cortex, is most abnormal early after
hemiparetic stroke and motor recovery is related to normalization of its activity [27].
Animal models of stroke have provided evidence for a complex cascade of events
enabling changes in structural connections and synaptic transmission [31]. These
changes occur not only in the vicinity of the lesion but also in remote brain regions.
For example, studies in rats demonstrated reduced interhemispheric resting-state
connectivity with secondary myelin degeneration of transcallosal ﬁbers within M1
[31]. In humans, it is possible to identify reduced integrity of transcallosal ﬁber tracts
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Fig. 4.2 Example of functional connectivity between the primary motor region and others networks in stroke patients, in longitudinal analysis – time 1 (T1) and time 2 (T2)

between motor areas that might result from a secondary degeneration of ﬁbers
connected to the lesion zone [32]. Lu and colleagues [33] reported reduced functional connectivity between M1 and the contralateral cerebellum in patients with
pontine lesions.
We examined motor activation patterns intra- and interhemispheric in patients
with stroke compared to healthy controls and the involvement of other functional
networks besides the motor network. We observed that among patients with and
without preserved function, functional connectivity between the primary motor
region and the contralateral hemisphere was increased compared to controls. Nonetheless, only patients with decreased function exhibited decreased functional connectivity between executive control, sensorimotor, and visuospatial networks
[34]. Possibly, functional recovery after stroke is associated with preserved functional connectivity of motor to nonmotor networks [34]. A recent study found that
stroke patients with such greater capacity for global information integration achieved
better performance in a sensorimotor skill training [35]. Thus, one hypothesis is that
faster global information exchange may facilitate new functional networks’ conﬁgurations [36] (Fig. 4.2).
Rehme and colleagues [12] believed that stroke lesions do not globally reduce
connectivity in all functional systems of the brain but speciﬁcally alter connectivity
of areas connected to that lesion. The alterations affect the communication efﬁciency
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in a given functional network which is closely related to behavioral deﬁcits after
stroke. Accordingly, the damage of hub regions has the strongest impact on local and
global information transfer. In addition, more random network architectures with
less local but high global efﬁciency seem to promote the relearning of sensorimotor
skills but may also explain why performance is often less stable, even in wellrecovered patients.
While functional resting-state correlations revealed a reduction of
interhemispheric connections after stroke, the most consistent ﬁnding from effective
connectivity analyses belongs to reduced intrahemispheric interactions in the
ipsilesional hemisphere [12]. Grefkes and colleagues [37] showed that compared
with healthy subjects, stroke patients with relatively poor motor performance exhibit
an enhanced inhibitory inﬂuence from contralesional to ipsilesional M1 during
movements of the paretic hand [37]. The hypothesis that this inhibition might
contribute to the motor deﬁcit of the patients is further substantiated by ﬁndings
from intervention studies which demonstrated that reducing inhibitory inﬂuences
from contralesional M1 via repetitive transcranial magnetic stimulation (rTMS)
induces signiﬁcant improvements in hand motor performance [38].
One factor that seems to determine the functional role of contralesional M1 for
motor performance of the stroke-affected hand is the time that has elapsed since
stroke onset. A longitudinal DCM study with recovering stroke patients showed that
interhemispheric inhibitory inﬂuences from ipsilesional motor areas to
contralesional M1 are signiﬁcantly diminished in the ﬁrst few days after onset
[39]. After 2 weeks, this apparent disinhibition of contralesional M1 is accompanied
by a promoting inﬂuence from contralesional to ipsilesional M1, particularly in
patients with severe motor deﬁcits. Hence, in the subacute phase, contralesional
M1 seems to support activity of motor areas in the lesioned hemisphere. However,
after 3–6 months, this supportive inﬂuence may turn into inhibition in those patients
with incomplete motor recovery. Rehme and colleagues [12] suggest that motor
deﬁcits after stroke are not only caused by direct disruption of descending motor
pathways but may also depend on a less effective communication between premotor
areas and M1 in the lesioned hemisphere.
Another important aspect in stroke is the distributed networks for the control of
behavior. It is entirely unknown what patterns of interaction within a network are
most closely associated with behavioral deﬁcits after injury [25]. Carter and colleagues [25] showed a critical behavioral signiﬁcance of interhemispheric connectivity between homologous regions of a task-relevant network. In the dorsal attention
network, the breakdown of interhemispheric functional connectivity correlated with
difﬁculty in detecting targets in the contralesional visual ﬁeld. Besides, connectivity
scores in the dorsal attention network also correlated with measures of upper
extremity and walking function. Physiological studies indicate that the dorsal attention network is important not only for stimulus selection but also for selection of
limb responses [40], especially early after injury [41]. Therefore, the broader behavioral signiﬁcance of the dorsal network can correspond to its involvement in a larger
range of behavioral functions [25].

88

S. R. M. Almeida et al.

Vicentini and colleagues [42] found a relationship between increased default
mode network (DMN) functional connectivity and depression and anxiety symptoms after stroke. DMN plays an important role in the emotional processing and is an
anatomical-functional unit engaged in the processing of self-referential stimuli
[43]. According to Vicentini and colleagues [42], patients with depression and
anxiety symptoms show an increased connectivity in the left inferior parietal gyrus
and left basal nuclei, when compared to patients without symptoms. Speciﬁc correlation between depression and anxiety scores and DMN functional connectivity
indicates that depression symptoms are correlated with increased connectivity in
the left inferior parietal gyrus, while anxiety symptoms are correlated with increased
connectivity in the cerebellum, brainstem, and right middle frontal gyrus.

Insights into Stroke Mechanisms from Structural Connectivity
Studies
The previous items deal with functional MRI methods that can be employed to
identify altered patterns of brain activity after stroke. Changes in functional brain
organization, however, are often closely associated with structural modiﬁcation of
neuronal elements in the brain. DTI offers a MRI-based means for the assessment of
neuroanatomical changes associated with brain injury and repair [2]. Studies in
patients and animals have reported loss of FA in ipsilesional white matter subacutely
after stroke, which has been linked to demyelination or axonal loss [44, 45], and
elevated FA in ipsilesional corticospinal tracts in chronic stroke patients, which
could be associated with chronic reduction in edema or improved motor function
[27, 44]. Other example was shown with recovery of FA values 3 years after stroke,
which was observed in the internal capsule of patients with upper limb impairments
subjected to rehabilitation [46]. Structural integrity of the corticospinal pathway
appears critical for a favorable outcome in sensorimotor performance after stroke
[2]. Decreases [47] and increases [44, 48] in FA have been observed, and though the
exact mechanism of the increase remains unclear, it is possible that perpendicular
diffusion is restricted hyperacutely [4].
Finally, other MRI-based techniques not related to brain connectivity assessment
may also be used to understand the brain changes and repair mechanisms associated
with stroke. For example, voxel-based morphometry (VBM) can be used to detect
signiﬁcant cortical gray matter volume changes in patients with stroke. Matsuoka
and colleagues assessed the correlation between changes in cortical volumes and
changes in neuropsychiatric symptoms during 6 months following a stroke. They
found signiﬁcant volume reductions in the anterior part of the posterior cingulate
cortex and correlation between volume reductions and apathy scale. The delayed
atrophy may reﬂect degeneration secondary to neuronal loss due to stroke. Such
degeneration might have impaired control of goal-directed behavior, leading to the
observed increase in apathy [49].
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Conclusion
The ﬁeld of experimental neuroimaging with MRI is rapidly expanding. Improvements in hardware and pulse sequences that decrease scan time while maintaining
resolution will continue to impact the ﬁeld. Post-processing strategies must evolve to
encompass these increasingly complicated data sets. It also seems clear that multimodal imaging strategies are necessary to develop more detailed patient proﬁles that
can be used to predict outcome [4]. Multicenter studies are increasingly needed to
prove these technologies and their usability with stroke patients.
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Chapter 5

New Insights in Brain Tumor Magnetic
Resonance Investigation
Remy Guillevin

During the last 25 years, conventional MRI had progressively replaced CT scanner
for diagnostic and follow-up brain tumor imaging. Due to its intrinsic performance in
brain tissue differentiation, this noninvasive technique is now available in every
brain imaging centers. However, referring to traditional anatomic concepts, the
so-called conventional MRI approach, using limited number of contrasts, has demonstrated its poor sensitivity and speciﬁcity. Today, the management of brain tumors
in dedicated centers requires speciﬁc sequences for “basic” exploration as far as such
lesions could not be explored anymore by conventional “anatomic” data. It appears
mandatory to have minimum informations about the metabolic counterparts of
growing lesions, whatever at their diagnostic and therapeutic stages. For these
reasons, this chapter will focus on the recent and promising features given by both
heuristic and technical advances.
Recent and huge increase of knowledge (and data!) in both genomic and metabolic ﬁelds of the brain and its tumoral counterparts has challenged the technical
capabilities of MR investigation, leading to major developments in the metabolic
exploration of the organs. Until recent past, these technics were reserved to experimental imaging on animals. Today, the availability of high-ﬁeld (3 T) or ultra-highﬁeld (7 T) strengths for clinical use opens wide heuristic possibilities using speciﬁc
tools as multinuclear and multicontrast imaging, as well as local perfusion quantitation. Here arises the huge challenge for the neuroradiologist: to provide comprehensive analysis of the image content, e.g., the parameters beyond the images.
Last, the ultimate role for neuroimaging can be achieved by integration of these
parameters into a transversal knowledge allowing hierarchical and logical understanding of the links between them. This requires to group into a same research team
different competencies including genomic, neurochemistry/biology, MR physics,
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neuroimaging, and mathematics, which appear to be the cross knowledge allowing
(i) extraction of data sets arising from each type of sequence by speciﬁc tools and
(ii) the only “global” provider for analysis of all the image content.

The BOLD Issue
Arising during the 1990s, this MR technique has been the most challenged one by
neurosurgery issues. This technique indirectly assesses the changes of oxy- and
deoxyhemoglobin present in the microvasculature. In patients with longstanding
mass lesions, especially low-grade gliomas, physical distortion and compensatory
reorganization may alter normal network and relationships [1–3]. Numerous publications have been provided upon the task-induced fMRI ability to identify preoperatively sensorimotor cortex. However, in the neuro-oncologic ﬁeld, it must be kept
in mind that this kind of sequences is “contrast” based on metabolic phenomenon
and reﬂects the CMRO2 that may be altered by tumor vicinity from the cortical
regions explored. Then, the neurovascular decoupling, due to tumor oxygen consumption, may contribute to BOLD level variations. Their results should be
misinterpreted. In addition, several studies have suggested that signal distortion
may arise from larger veins and thus induce a low spatial localization [4]. Last,
head movements degrade image and data quality, as well as other susceptibility
artifacts (air/liquid/bone). Moreover, the development of awaken surgery during the
last 10 years in specialized centers allowed the availability of electrophysiology
(direct cortical stimulation) and neuropsychology monitoring during the neurosurgery procedure.

A Conceptual Approach Using BOLD: Resting State fMRI
The major goal of preoperative planning remains to accurately predict the functional
consequences of surgically removed lesions either immediately following surgery or
in the long-term (i.e., accounting for plasticity-induced recovery).
The so-called virtual brain will incorporate localization and network-based
approaches to neuroanatomy and, then, will model brain function in a holistic
manner. Brain function is here considered as global and not limited to one region
or network. The brain is then conceptualized as a collection of nodes that are
connected via edges [5]. Connectome analysis described the brain as nodes that
are circumscribed into brain regions and edges within the degree of synchronization
of endogenous signals (e.g., as functional connectivity). The resulting organization
balances local specialization with distributed connectivity and shortcuts between
regions [6–8]. Connectome analysis of resting-state fMRI provides theoretical
advantages over task-based fMRI in accounting for BOLD signal artifacts related
to brain tumors. Whereas task-based fMRI is known to be vulnerable to tumor-
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related susceptibility artifacts, resting-state fMRI data allows removal of noiserelated signal in a data-driven and physically principled manner using multi-echoindependent component analysis (ME-ICA).
This analysis allows neurosurgeons to obtain not only brain connectivity mapping
but also intuitive modelling of lesions and plasticity, to gain an understanding of the
effects at both a local and global level. Graph theory analysis of the connectome
allows understanding of the importance of regions to network function and the
consequences of their impairment or excision. The neurosurgeon can then explore
mechanisms of putative plasticity using models such as connection rewiring, alternative routes for information ﬂow, or reactivation of redundant pathways [9, 10].

New Standards for Brain Tumor Investigation
It is now well established that metabolic MR imaging required utilization of both
spectroscopy and perfusion [11]. Increased resonance of both choline (1H-MRS) and
phosphoesters (31P-MRS), as closely linked to membrane anabolism (whatever
cellular or vascular), represents the metabolic counterpart of a tumoral process.
The choline index is linearly correlated to Ki-67 index antigenic marker of tumoral
proliferation [12]. NAA resonance decreases resulting from neuroaxonal replacement by tumoral tissue, thus providing a dynamic index of tumoral expansion, as
choline to NAA index (CNI). While increased in low-grade gliomas, myoinositol
resonance resulting from glial-astrocytic activation is not speciﬁc of an oncotype
[12]. Free lipid resonance may occur in case of necrotic process (high-grade glioma
metastasis) or in evolving low-grade gliomas in their pre-anaplastic form
[12, 13]. This resonance is also speciﬁc in lymphoma referring to their usual aspect
on basic images, e.g., without evidence of necrosis [14] (Fig. 5.1).
Dynamic aspects More than precise determination of the metabolite concentrations,
temporal variation of metabolic proﬁles, as CNI and CCrI, may provide decisive
arguments during therapeutic monitoring. Thus, initial evaluation of low-grade
gliomas may allow the successive identiﬁcation of increasing CNI, lactate resonance, free lipid resonance, increase of rCBV, and increasing pHi, all those parameters in their chronologic pattern highlighting pre-anaplastic evolution
[15]. Moreover, lactate resonance arising is predictive of rCBV increase over 1.75
[16], which is predictive of overall survival dramatic decrease [17]. We can see here
the input of “metabolic” MRI in transformative continuum of glioma (Fig. 5.2).
Therapeutic monitoring using 1HMRS may be of interest by providing additional
information to volumetric assessment predictive factors of LGG response under
temozolomide treatment. Namely, the mean relative decrease of Cho/Cr ratio slope
at 3 months after the beginning of chemotherapy by temozolomide is predictive of
the tumor response over 14 months of follow-up [18].
During postradiation monitoring, normalized rCBV increase over 2.6 (signiﬁcantly) in case of tumor progression [19]. A combination of thresholds for Cho/Cr

96

R. Guillevin

Fig. 5.1 Multiparametric MR examination of brainstem tumor including: (a) Intense and homogeneous without necrosis post-contrast enhancement of the tumor process. (b) No increase of rCBV
with 150% PSR. (c) Strong resonance of free lipids and increase CCri at 2.1. Diagnosis proposed
PCNSL histologically proven

and Cho/Naa may identify tumor progression with 83–84.5 speciﬁcity and 89–90%
sensitivity [20, 21].

From Biometabolic Model to the Genomic proﬁle Through
the Metabolic Signal
Referring to the ability of proton MRS to detect and to quantify some of the
metabolic counterparts of genomic mutations, it is possible for IDH1 mutation to
detect and quantify 2-hydroxyglutarate resonance, a so-called oncometabolite,
which accumulate [22]. Depending on magnetic ﬁeld strength used,
2-hydroxyglutarate can be directly detected or using point-resolved spectroscopy
within spectral difference editing. In addition, some authors have demonstrated the
interest of longitudinal 2-hydroxyglutarate quantitation for monitoring treatment
response in IDH1 mutant patients [23–25]. The authors developed a speciﬁc 3D
sequence for oversampling the tumor and to avoid difﬁculties due to heterogeneity. It
is potentially available in centers using routinely proton magnetic resonance
spectroscopy.
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Fig. 5.2 (a) Location of proton voxel and phosphorus voxel on the left frontal lesion, T2 FLAIR
sequence. (b) 1H MRS short TE showing an increase of choline, a dramatic decrease of NAA, and
large presence of lipid/lactate. (c) 1H MRS long TE, presence of lactate. (d) 31P MRS, an increase
of PMEs, deltaPi ¼ 4.92, pHi ¼ 7.08. (e) Perfusion MRI, a mapping of cerebral blood volume
(rCBV). (f) Perfusion MRI, ﬁrst pass curves: hyperperfusion with rCBV ¼ 2.23

In a recent experimental work [26], the authors demonstrated that the IDH1
mutation may lead to a decrease of lactate production from pyruvate (“anti-Warburg
effect”). Using multinuclear magnetic resonance spectroscopy, it is possible to ﬁt
this metabolic process: 31P-MRS for steady-state for assessment of intracellular pH
and PCr and 13C-MRS with dynamic nuclear polarization for pyruvate-lactate ﬂuxes
calculation and Warburg effect assessment. Reduced ﬂux of hyperpolarized [1-13C]
pyruvate to hyperpolarized [1-13C] lactate was suggested to be due to reduced MCT1
and MCT4 expression in IDH1-mutated cells. Increased intracellular pH in both
types of cells was not modiﬁed by the drop of intracellular lactate. The vascular
counterpart of this “biochemical reprogramming” is also accessible by perfusion
MRI, during the same time of examination. Kickingereder et al. [22] correctly
predicted IDH mutation status in 88% of patients. It has been established that
increasing levels of 2-hydroxyglutarate leads to indirectly decrease of hypoxiainducible factor 1-alpha, thus limiting angiogenic growing [27].
Whereas some of those results are obtained in experimental conditions with
limited extrapolation to human- in vivo conditions, we must noticed that they are
partly consistent with theoretical conjectures expressed in previous papers
[28, 29]. Yet, at this stage, before the recent knowledge assessing the links between
genomic and metabolic modiﬁcations, alterations of MCT properties have been
suggested by previously published models.
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New “Metabolic” Contrasts: CEST Imaging or Molecular Imaging
CEST contrast is obtained after applying a saturation pulse at the speciﬁc resonance
frequency of an exchanging proton site. The saturated spin is transferred to bulk
water, and then speciﬁc molecular information can be obtained [30], within a
so-called negative contrast [31]. In Amide Proton Transfer, chemical
exchange occurs between protons of free tissue water (bulk water) and amide groups
(NH) of endogenous mobile proteins and peptides. Those exchangeable protons
are more abundant in tumor tissues than in healthy tissues [32]. Other previous
reports demonstrated that the APT signal increased by 3–4% in tumor compared
with peritumoral brain tissue and human brain tumor at 3 T [33]. However, those
chemical exchanges are dependent from other metabolic changes, as the reduction in
intracellular pH after treatment with TMZ [27]. This would also result in a decrease
in APT signal because NH proton exchange is known to be catalyzed by base [34],
which is otherwise consistent with natural history of gliomas, as previously
suggested in experimental and clinical studies [35, 36]. This point suggests that
APT sequence may be used concomitantly with phosphorus spectroscopy for pHi
monitoring.
The results of the different studies above-cited suggest that APT imaging may
serve as a useful biomarker for monitoring treatment response during chemotherapy
and follow-up after treatment, including for radionecrosis identiﬁcation [30]. This
can be implemented on a standard clinical scanner [33, 37].

Improving Data Analysis and Quantitation from Spectroscopy
Due to increasing importance of spectroscopic, even multinuclear, tools in brain
tumor studies, the question arise of optimized quantitation with standardization of
results coming from different imaging centers and then from different series and
scanners, including different magnetic ﬁeld strengths [38]. Moreover, the data postprocessing is also heterogeneous as numerous software are available in many MR
centers, whether commercial, freeware, or in-house. This may lead to important
errors for differential diagnosis and follow-up characterization.
Therefore, automatic quantiﬁcation, using software based on mathematical algorithms, is required to replace the interaction quantiﬁcation for the sake of more
efﬁciency and robustness. In their paper, Dou et al. [39] present a new automatic
quantitative approach based on the convex envelope (AQoCE), compared with
LCModel. This method leads to increase both speciﬁcity and sensitivity of MR
spectroscopy, thus suggesting that automated processing of MR data may avoid
intra-individual variability [40, 41]. Additionally, spectroscopic parameters are
integrated in a global multiparametric analysis including contrast enhancement,
related cerebral blood volume, and ADC values extracted from diffusion sequence.
In a study on 120 patients, the authors found multivariate models with similar
accuracy for predicting the grade II and the malignant transformation to grade III
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or IV. This “kinetic” approach is used in routine in some centers with expertise in the
ﬁeld, for the therapeutic follow-up and when the surgical resection is not possible
[41]. Last, new proton high-resolution multivoxel sequences, so-called Laser or
Mega Laser, allow 3D metabolic mapping, including 2-hydroxyglutarate and glutamate, thus marking the tumoral spatial heterogeneity [24]. Combined acquisitions
allowing comparison of vessel compartment and permeability may provide simultaneously parametric maps of CBV, Vp, and K(trans), and the region(s) of highest
value (hotspot) can be measured on each map and compared with histograms of
rCBV, Vp, and K(trans), with global increased sensitivity of perfusion-weighted
sequence [42].

Mathematic Tools: Statistical and Realistic Models
A New Generation of “Statistic” Approach: Machine Learning
and Radiomics
While mostly reported in subjective and qualitative terms, clinical imaging includes
a very large amount of data, which can be “mined” by machine learning tools and
validated as quantitative imaging biomarkers. These data can be then used as
predictive markers for diagnosis, prognosis, and therapeutic planning of adult
brain tumors.
Imaging features in their functional aspect (image-based feature) are mandatory
for radiomics model building. Anatomic information (location), physiologic data as
cell density and diffusivity, blood ﬂow, contrast enhancement, sodic compartmentation, and metabolic concentrations from spectroscopy allow discrimination of
tumor regions with different environments, reﬂecting tumor heterogeneity
[43]. Beyond these features the so-called computer vision allows extraction of
quantitative data [44]. Computational image descriptors quantify different parameters at different scales from ROIs. The scale-invariant feature transform (SIFT) [45]
is obtained from key point detection using a difference of Gaussian function and
local image-gradient measurement, allowing quantitative assessment of tumor
shape. Local binary patterns (LBP) [46] allow descriptor of pixel tested with its
immediate neighborhood [47] sensitive to small gray-level differences not apparent
to human observer.
Histogram of oriented gradients (HOG) 34 features have also proved to be
efﬁcient feature descriptors for quantifying image-gradient statistics that could be
helpful in discriminating different tumor subtypes [48]. However the descriptors
must (i) be able to identify speciﬁc patterns correlated with the clinical outcomes of
patients, (ii) remain stable under various image acquisition parameters, and (iii)
overcome the consequences of dynamic biological variations (test-retest and
interobserver stability) [49]. These features may reﬂect tumor heterogeneity before
treatment as well as after radiotherapy and then help to reﬁne the outcome prognosis
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[50, 51], providing helpful information regarding pseudoprogression and
chemoradiation-induced necrosis [52], whereas conventional MRI information fail
to discriminate. The so-called radiogenomics can provide quantitative noninvasive
assessment of gene expression in glioblastomas [53], as well as their spatial distribution within the tumor [54]. During last years, different learning strategies have
been developed in the brain tumor MRI ﬁeld, as supervised, unsupervised, and semisupervised forms, thus leading to extract speciﬁc informations. Depending on the
availability of class labels or not, training samples are used for classiﬁers deﬁnition.
Then, unsupervised clustering approach is used for automating brain tumor segmentation [55], which trend to become a challenging issue for brain tumor management.
For this speciﬁc application, deep learning, by deﬁning network architecture [56], is
getting growing interest by introducing a so-called convolutional neural networkbased approach [57]. Semi-supervised methods allow brain tumor prognosis even
with partially staging labels missing [58]. However, it should be noted at this stage
that large clinical data sets are required to make those different algorithms to be
effective and pertinent, which emphasize the necessity of collecting them from
multicenter cohorts for low-incident (sub) types of tumors (data sharing). For this
reason, studies concerning those topics are mostly focused on glioblastomas.
The huge increase of both molecular data and radiomics features may then assess
treatment.
Speciﬁc tools: texture and fractal analysis MR texture analysis. By quantiﬁcation of
histogram (with and without ﬁltration) based on standard deviation (SD), which
represents the width of the histogram or degree of variation from the mean pixel
value, the distribution of gray levels within an image can be assessed to obtain
texture features reﬂecting intralesional heterogeneity [59, 60]. The initial ﬁltration
step employs a Laplacian of Gaussian (LoG) band-pass ﬁltration, thus extracting and
highlighting image features at different sizes corresponding to spatial scale ﬁlter
(SSF). The ﬁltration step is mandatory for removing image heterogeneity due to
noise and then magnifying biological important heterogeneity. The order (e.g., ﬁrst
or second) of histogram statistical parameters is determinant for the results. Some
authors have selected different texture analysis parameters, such as entropy derived
from ADC maps [27]; this point may be promising, as gliomas are known to exhibit
thermodynamic and metabolic alterations with increased entropy rate. More specifically, as detailed in Vallée et al. [61, 62], upregulation of WNT/beta catenin
pathway leads to cell proliferation via protein synthesis and angiogenesis. As
MCT1 is also a target gene for beta catenin, accumulation of intracellular lactate,
as a consequence of Warburg effect, will be also assessed by imaging, namely,
proton spectroscopy [11]. Portrayed texture from necrosis, which may be important
to detect during LGG transformation, may be thus extracted, whereas TA of T1 postcontrast may provide “true” quantitation of intralesional heterogeneity.
SWI-LIV Based on the following process after segmentation, intensity correction,
and rescaling the intensity image, the SWI local image variance is calculated using
the following formula: LIV¼ G(X2)–[G(X)]2 (X is the preprocessed image and G
represents a Gaussian low-pass ﬁltering). Grabner et al. established signiﬁcant
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differences in SWI-LIV values dependent on the IDH1 mutational status and type of
MRI contrast enhancement, thus leading to improve preoperative assessment of
LGG. [63].
Fractal analysis The fractal dimension (FD) is a non-integer number that characterizes the morphometric variability of a complex and irregular shape [64]. After SW
images automated computation, and extraction of both volume fraction of SWI
signals within the tumors (signal ratio) and morphological self-similar features
(fractal dimension [FD]), the results can be then correlated with each histopathological type of tumor and increase the accuracy of initial diagnosis (e.g., between WHO
II and WHO III and malignant transformation of LGG).

Why Building Realistic Mathematical Models?
After various statistical methods, it appears important to challenge the dynamic
aspect of biological interactions by realistic mathematical models. The linear correlation between the Lac/Cr ratio and increased rCBV is consistent with previous
experimental results as well as a mathematical model of brain lactate kinetics based
on the compartmentalization of brain energy metabolism between glia and neurons,
published by Aubert et al. [65]. This model, integrating in vivo data measurements of
WHO grade II gliomas, has suggested adaptation of their metabolism along with
their evolution by modifying lactate transporters [66] and increasing anaerobic
glycolysis to survive the hypoxic conditions [67, 68]. Furthermore, lactate clearance
from brain tissue via the bloodstream plays only a minor role; these ﬁndings are also
consistent with the Kuhr et al. study [69]. Increased lactate production is associated
with increased aggressiveness, angiogenesis, and poor prognosis [70, 71].
As abovementioned in this chapter, conventional “radiologic” assessment of
tumor changes may be difﬁcult and requires repeated examinations within a long
time to assess tumor growth, whatever the equivalent diameter for WHO grade II
gliomas or larger tumor diameter on post-contrast T1-weighted images for upgrades.
However, it must be noticed that (i) the delay of change in tumor grade is highly
variable from one subject to another [72]; (ii) morphological changes are resulting
from those of tumor bio-metabolism; and (iii) switching the metabolism of grade II
glioma to a much closer metabolism to that of high-grade gliomas occurs very early
during the natural history of gliomas [73]. Biomathematical model with simulations
from computational metabolic data, including parameters of 1H MRS, 31P MRS, and
the MRI perfusion, collected in vivo by magnetic resonance provided promising
results (Fig. 5.3).
Considering previous deﬁnition of “metabolic” subclasses of WHO grade II
gliomas [35], the arising question is the mechanism involved in the decrease in
lactate. Regional blood ﬂow, pH value, lactate transport which run via the MCT, and
carriers lactate-H+ appear to play a major role [74].

102

R. Guillevin

Fig. 5.3 Schematic representation of the model, with parameters input provided by MR (boxes)

Yet, lactate arising, increase of both CBF and pHi is a coherent result that is
consistent with experimental study of Hubesh et al. [75]: despite a potential increase
in glycolysis, the pHi of tumor cells is likely to increase due to alterations of
membrane transporters proton/bicarbonate.
On the other hand, it seemed paradoxical that lactate, which the authors have
shown that it would be a very early marker of changes of tumor metabolism [26], has
very different values and sometimes a non-monotonic evolution. Taking into
account intracellular pH and rCBF by the model of lactate allows to have a
mathematic simulation of the high dispersion of results obtained from MRS and
perfusion MRI without neither requiring the hypothesis of capillary recruiting highly
unlikely in WHO grade II gliomas nor to the capillary proliferation excluded at this
stage. However, these results strongly suggest changes in the transport of lactate
across the blood-brain barrier and the membranes of tumor cells that are modiﬁcations of density and/or kinetic properties of MCT.
This hypothesis can be in relation with the resonance of free lipids observed in
lesions showing no detectable lactate resonance. It is consistent with recent data
from the literature which suggest also qualitative or quantitative changes of MCTs in
glial tumors [76]. This prompted us to further study the properties of the model:
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whatever the parameter values, the model has a unique stationary point, which is
asymptotically stable. Numerical computations using MATLAB software conﬁrm
this point [35]. In addition, this ﬁnding is consistent with a clinically observed fact
that, within a short time scale from minutes to days, metabolites concentrations
within the tumor appear nearly constant. Moreover, explicit and sufﬁcient conditions
are derived, ensuring that a stationary point is in a viability domain in the ﬁrst
quadrant (Fig. 5.4).
More generally, in a recent article, the authors [77, 78] studied the well-posedness
and properties of a fast-slow system related with brain lactate kinetics. In particular,
the existence and uniqueness of nonnegative solutions have been established and
linear stability results obtained. Numerical simulations with different values of the
small parameter were successfully compared with experimental data.

Conclusion
In conceptual approaches exposed in this chapter, the brain and its tumoral process
are considered as a general multiparametrical, multidimensional, multiscaled and
dynamic system, e.g., a mathematical object, moving in a viability domain, with
speciﬁc ranges for values of each parameter. While numerous works are in progress
even already published, this ﬁeld of investigation seems to be at its beginning as the
technical possibilities are increasing from year to year, especially in multinuclear
magnetic resonance imaging, with the ability of studying different molecules
according the nucleus studied. This method requires a transversal, multidisciplinary
working team, including mathematicians, MR physicians, and radiologists, thus
referring to dedicated centers for brain tumor management.
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Chapter 6

Epilepsy Imaging
Charles Mellerio, Francine Chassoux, Laurence Legrand, Myriam Edjlali,
Bertrand Devaux, Jean-François Meder, and Catherine Oppenheim

Introduction
Epilepsy is one of the most frequent chronic neurological disorders and is characterized by the recurrence of spontaneous seizures. Epilepsy imaging is considered in
different situations:
• In patients without known epilepsy presenting with a ﬁrst episode of acute
seizure. In this case, the role of imaging is to detect and characterize a causal
lesion and refer the patient for a speciﬁc treatment.
• In approximatively one third of patients with chronic focal epilepsy becoming
drug-resistant and referred for presurgical evaluation. In this case, and especially
if previous MRIs were negative, an optimized MR protocol and advanced
imaging techniques are required in order to help in delineating the epileptogenic
zone, one of the main conditions for an efﬁcient surgery.
• In candidates for epilepsy surgery, neuroimaging is required before surgery to
predict the functional outcome, including mapping of eloquent areas with fMRI;
and, postoperatively, to evaluate the extent of the resection.
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• In the research ﬁeld, imaging helps in ﬁnding diagnostic and prognostic biomarkers in order to reﬁne individually tailored treatment of epilepsy [1].
For all the above indications, MRI outperforms CT scanner, which may be
limited to emergencies and will not be considered in this chapter. However, MRI
is not needed in several typical syndromic epilepsies (such as absence epilepsy,
juvenile myoclonic epilepsy, benign partial epilepsy of childhood with
centrotemporal spikes, idiopathic generalized epilepsy) [2].
Despite advances in antiepileptic drugs treatment in the past 20 years, seizure
freedom is not always reached and side effects can be difﬁcult to tolerate. Intractability of epilepsy is deﬁned as persistence of seizures in spite of two tolerated,
appropriately chosen and used antiepileptic drugs, whether as monotherapies or in
combination [3]. Uncontrolled epilepsy alters quality of life and cognitive function
and increases the risks of sudden death. For these reasons, patients should be referred
as early as possible for presurgical investigations. The role of neuroimaging is
crucial in identifying the causal lesion, as its characterization may play a major
role for referring the patients to surgery. In addition, identifying a lesional epilepsy is
associated with a better prognosis after surgery [4, 5].
This chapter will review the role of neuroimaging and especially MRI in epilepsy,
with a special focus on focal intractable epilepsies.

Which Protocol in MRI?
Choice of the Sequences
Epileptogenic lesions, especially malformations of the cortical development, may be
small and subtle, hidden in the normal cortex. Therefore, a “standard” MR protocol
early is ineffective for epilepsy [6]. By contrast, it is now clearly established that the
seek for a causal lesion with brain MRI is improved when carried out by a
neuroradiologist experienced in epilepsy imaging and when guided by clinical and
electroclinical data [2, 7]. Moreover, an optimized protocol combining volumetric
acquisition is required, with high spatial resolution allowing multiplanar reformat
and gyral structures delineation and sequences with high contrast resolution in order
to identify subtle cortical lesions [8]. This “minimal” optimized protocol is detailed
in Table 6.1. Advanced sequences developed in the recent years can be added. Their
selection is however subject to imaging duration and patient tolerance and should be
chosen depending on the clinical data and the type of lesion expected. For example,
when a focal cortical dysplasia (FCD) is suspected, 3D FLAIR [9] and/or 3D T2
double inversion recovery [10, 11] weighted sequences help in enhancing cortical
contrast/noise ratio. For mesial temporal lobe epilepsy (TLE), other sequences are
also important: thin coronal MRI slices, perpendicular to the long axis of the
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Table 6.1 Imaging protocol for patients referred for epilepsy: basic sequences and additional/
optional sequences
Volumetric FLAIR

Coronal spin echo T2

Axial T2 gradient
echo
(or susceptibility
weighted imaging)
Volumetric
T1-weighted
sequence

Additional/optional
sequences
Volumetric T2 with
double inversion
recovery
Arterial spin labeling

Volumetric
T1-weighted
sequence
With contrast media
injection
Functional MRI and
diffusion tensor
imaging
T2 relaxometry

Characteristic
Slice thickness <1.5 mm

Slice thickness <3 mm
If temporal lobe epilepsy: Oriented
in the axis perpendicular to hippocampus
In intercommissural axis otherwise

Slice thickness <1 mm isotropic
(inversion recovery may optimize
the gray-white matter contrast) and
isotropic voxels <1 mm.
Multiplanar reformats

Advantages
Multiplanar reformat
Excellent contrast resolution of
subcortical anomalies
Detect abnormal cells, inﬂammation, edema, gliosis (especially in
hippocampal sclerosis), scar
Excellent delineation resolution of
the cortex and especially of hippocampus (digitations loss,
dedifferentiation)
Hemosiderin/calciﬁcation sensitive sequences (trauma/scar, vascular malformations/cavernomas,
tumor with calciﬁcations)
Excellent spatial resolution
Multiplanar/curvilinear/volumetric
reformat
May detect subtle sulco-gyral and
cortical abnormalities
Especially useful for malformation
of cortical development

Suppression of the signal from
both white matter and CSF
Slice thickness <2 mm
Post labeling delay depending on
the age of the patient (1–1.5 s in
children/>1.5 s in adults)

May provide better contrast for
cortical lesion detection such as
focal cortical dysplasia
Quantitative maps of cortical perfusion
Postictal hyperperfusion
Interictal hypoperfusion of several
cortical lesions
Rarely necessary, not systematic
Helps characterization of epilepsy
related tumors and vascular
malformations

Paradigms depend on the location
of the lesion

Surgery planning and prediction of
the risk of corticectomy
Quantitative MRI technique
Detection of hippocampal sclerosis

hippocampus, T2-weighted, FLAIR, and T1-weighted with inversion recovery.
Injection of a contrast media (Gadolinium) is in most cases not required except
when tumor or vascular malformations are suspected, based on a high clinical
hypothesis or on other sequences.
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Choice of Magnetic Field and Head Coil
Higher ﬁeld magnet is associated with higher signal-to-noise ratio and spatial
resolution and could therefore beneﬁt to brain MRIs in epilepsy, especially when a
subtle cortical lesion is suspected. However, distortion and artifacts are more
prominent. Studies comparing 3 T with 1.5 T MRI in patients with epilepsy
suggested that even if the rate of lesion detected at 3 T is not signiﬁcantly higher
than at 1.5 T, increasing ﬁeld is clearly associated with an improvement of lesion
characterization an delineation [12–15]. Similarly, a few authors analyzed the beneﬁt
of 7 T magnets in epilepsy imaging, including a better delineation of anatomical
details such as hippocampal subﬁelds [16]. However, the clinical relevance of these
ﬁndings is not established yet.
Increasing the number of channels in phased array coil increases the quality of
images [17] but also increases the risk of inhomogeneity, with a low SNR in central
deep cerebral region, distant to the peripheral head coils.

Overview of the Principle Causes of Refractory Epilepsy
Hippocampal Sclerosis (HS)
Hippocampal sclerosis (HS) is the most frequent lesion found in intractable temporal
lobe epilepsy in adults. The MRI signature of HS relies on a simple pattern,
combining volume loss of hippocampal formation better visualized on coronal
T2w images and 3D T1 increased signal intensity on FLAIR sequences and loss of
the internal hippocampal architecture better found on coronal T2 (Fig. 6.1). These
features refer to the pathology, displaying, respectively, neuronal loss and gliosis,
mainly located in the hilus of the dentate gyrus and in the CA1 and CA3 pyramidal
cell layers.
In doubtful or unclear lesions, a loss of hippocampal head digitation, best
identiﬁed in thin T2w slices perpendicular to the axis of the hippocampus

Fig. 6.1 Patient with left temporal lobe epilepsy. Coronal view perpendicular to the hippocampus
long axis in T2 (a), FLAIR (b), and T1 (c) shows a left hippocampal atrophy, loss of the global
architecture, and increased FLAIR signal in comparison to the right side, typical of HS
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Fig. 6.2 Loss of the digitations of the left hippocampal head (arrows) on a T2w coronal view
perpendicular to the hippocampal long axis in a case of left HS, in comparison to normal
hippocampal digitations on the right side (double arrows)

(Fig. 6.2), can also support the diagnosis [18]. Associated with these anomalies
limited to the hippocampus, modiﬁcation of the architecture and MR signal can
spread to other temporal and limbic region. Thus, FLAIR hyperintensity can also
affect the ipsilateral lobe associated with a blurring of the temporal cortex. The
atrophy can also affect the ipsilateral fornix, mammillary body, amygdala, cingulate
gyrus, pulvinar, and contralateral cerebellum. The comparison between both hippocampi is an important tool to detect asymmetries, although one must keep in mind
that about 10–20% of patients may have visually bilateral HS (Fig. 6.3).
When an extra-hippocampal cause of epileptogenic lesion is found, careful
screening of the hippocampi is important. Indeed, a “dual pathology” [19, 20] can
be found in up to 15% in association of HS and another temporal or extratemporal
epileptogenic lesion (such as cortical dysplasia, developmental tumors, perinatal
injury, etc.). Explanations for the coexistence of both lesions are controversial but
may include the secondary development of HS from the symptomatic and prolonged
seizures originating from another neocortical lesion.

Advanced Imaging and Temporal Lobe Epilepsy
When conventional MRI is considered normal, but clinical and electroclinical
evaluations suggest a temporal lobe epilepsy, advanced MR techniques of imaging
can be useful for lateralization, localization, and characterization of the
epileptogenic zone.
Among the proposed advanced MR tools, quantitative analysis offers an objective
and automated evaluation of the atrophy (volumetry) and of the altered signal
(relaxometry) within the hippocampus formation and temporal lobe. These two
techniques were recently enriched by the new robust techniques of automated
segmentation of temporo-mesial structures. Thus, volumetry and morphometry,
based on statistical parametric mapping to compare voxels against corresponding
voxels derived from a normative database, help to detect volume loss and shape
changes in patients with MR negative TLE [21]. T2 relaxometry provides a
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Fig. 6.3 Coronal view
perpendicular to the
hippocampus long axis in
T2 (a), FLAIR (b), and T1
(c) shows a bilateral
hippocampal atrophy and
increased FLAIR signal.
Even if pronounced, this HS
case might be difﬁcult to
diagnose because of the
absence of asymmetry

quantitative assessment of T2 relaxation time using a multi-echo sequence which can
be performed on single subjects with TLE and may be a clinically useful tool for the
detection of the seizure focus [22]. It provides quantitative data within extrahippocampal adjacent structures in the temporal lobe and amygdala that are difﬁcult
to assess in conventional visualization only.
Arterial spin labeling (ASL) is now routinely used in MR protocols. This
sequence uses magnetically labeled arterial blood water molecules as an endogenous
contrast agent and provides, noninvasively and without any contrast media injection,
a cartography of cerebral blood ﬂow, related to cortical perfusion. In epilepsy
protocols, ASL is now moving toward a “conventional” and is no longer an
“advanced” MR sequence. Thus, it can also help localizing and deﬁning the epileptic
zone by showing, without any contrast media, an interictal mesial temporal
hypoperfusion, with a good correlation, when present, to the hypometabolism
found on interictal PET [23–25]. If the ASL sequence is acquired during or just
after seizure (rarely observed in clinical practice), the injured hippocampus will be
highly hyper-perfused (Fig. 6.4).
Proton MR spectroscopy, another quantitative analysis of cerebral structures, can
be used to measure NAA/Cr in temporal lobes, with a poor diagnosis value related to
a non-speciﬁc reduced NAA secondary to neural loss. However, a low prognosis
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Fig. 6.4 Axial T2-weighted
image in the hippocampal
axis co-registered with ASL
cerebral blood ﬂow map
(red-white scale) in a patient
with left HS, 15 min after a
temporal seizure, shows an
increase of the blood ﬂow
within the injured
hippocampus

value can be related to the widespread of abnormal spectrum in extra-hippocampal
region and in contralateral temporal lobe [26].

Focal Cortical Dysplasia
Focal cortical dysplasia (FCD) is one of the main causes of extratemporal, drugresistant partial epilepsy that is surgically curable in adults and the ﬁrst cause in
children. It designates a spectrum of histological abnormalities in the structure of the
laminar cortex associated with the presence of abnormal cells, such as dysmorphic
neurons and/or balloon cells. The latest classiﬁcation subdivides FCD in three
categories: Type I (abnormal lamination without abnormal cells), Type II (major
cortical disorganization, presence of dysmorphic neurons with or without balloon
cells), and Type III (Type I associated with another epileptic lesion) [27]. The major
predictor of a favorable surgical outcome is complete removal of the dysplastic
cortex, especially for FCD Type II. Therefore, accurate MR assessment of the lesion
location and extent is critical for the outcome.
Typical MR features (Fig. 6.5) include abnormalities of the cortex and of the
underlying white matter, for which isotropic volumetric with a high contrast resolution is essential.
• Cortical thickening and blurring of the gray-white matter interface, best seen on
T1 wi, correspond to the presence of dysmorphic neurons and balloon cells in the
cortex and the subcortical junction, ectopic neurons, or axonal loss in underlying
white matter. This sign can be very subtle and needs to be observed in at least two
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Fig. 6.5 Coronal and axial reformats of a 3D FLAIR (a, b), coronal T2 (c), and T1 (d) in a patient
with right frontal lobe epilepsy show the typical pattern of a FCD: Cortical thickening and blurring
(arrow), cortical and subcortical hypersignal (arrow head) tapering to the ventricle wall
(“transmantle sign” – double arrow), and sulcal abnormality with enlarged sulcus (asterisk)

adjacent sections and in at least two different axes (Fig. 6.6) in order to avoid
being confounded with pseudo-thickening [28].
• T2/FLAIR signal increase of cortical and more frequently of subcortical underlying white matter [29] and related to a high density of balloon cells in the cortex
[30]. Sequences with an increased gray-white matter contrast, such as T2 double
inversion recovery (DIR) imaging, that suppresses signal from both CSF and
white matter, can be of interest for the detection of these cortical
abnormalities [11].
• Transmantle sign, best visible in FLAIR, is a linear extent of the subcortical signal
increase to the ventricle surface, reproducing the path of migrating neuroblasts.
This typical feature, a MR “signature” of FCD, is associated with a good
postoperative prognostic [31]. Being better visible at 3 T [12], this sign does
not systematically taper an orthogonal plane and highly beneﬁts from 3D FLAIR
multiplanar reformats (Fig. 6.7) [9].
• Sulco-gyral abnormalities might be the more subtle, difﬁcult to assess and thus
are underestimated in FCD. Yet, these subtle features might be the only detectable
abnormality, all other signs being absent, in the so-called negative MRI FCD
[29, 32] and have thus to be carefully searched. They are deﬁned as unusual
depth, angulation, or shape of a sulcus (Fig. 6.7). In central region, which is
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Fig. 6.6 Left precentral FCD with subtle cortical thickening and blurring if the gray-white matter
interface in axial T1 (a). Reformat in two other axis (b, c) conﬁrms that it does not correspond to a
partial volume effect (“pseudo-thickening”). Of note, the unusual depth of the sulcus also helps to
deﬁne the location of the FCD

Fig. 6.7 Orthogonal coronal view (a–c) of a 3D FLAIR in a patient with a FCD Type II of the
paracentral lobule: the transmantle sign is hardly visible, limited to a thin linear hyper signal. When
reformatted in the axis of the dysplastic sulcus (d, e), the transmantle sign is much more obvious,
tapering from the cortex to the ventricle wall
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Fig. 6.8 Curvilinear reformat of the left and right central sulci (a) with magniﬁcation and rotation
of the left central sulcus (b) corresponding to the “power button sign.” 3D view of the left
hemisphere surface (c) and schematic representation (d) of this pattern typical of the presence of
a FCD in the homolateral central region

known to display a low interindividual variability, FCD might be associated in up
to 62% of the case with a speciﬁc particular sulcal pattern reproducing the “power
button” symbol (Fig. 6.8), even when all other previously described signs are
absent [33].
Recent studies reveal that 20–40% of patients with proven FCD have negative
MRI [29, 30, 34, 35], while other studies report that up to 60% of patients referred
for epilepsy and negative MRI may present FCD [36, 37].
A negative MRI is known to be associated with a late referral to surgery and a
reduced prognosis [5], suggesting that conventional MRI is not sufﬁcient for evaluation of patients with a clinically suspected FCD. Thereby, multimodal advanced
techniques present a special interest in this epileptogenic lesion.
A promising advanced processing is the morphometric analysis. Diffusion tensor
imaging in the subcortical white matter helps in visualizing white matter alterations
that are associated with FCD [38]. A reduction in the fractional anisotropy near the
seizure focus as compared with the contralateral side can thus increase sensitivity for
the detection of FCD. This feature is, however, not speciﬁc of any epileptogenic
lesion.
Arterial spin labeling provides a cartography of the cerebral blood ﬂow that is
physiologically comparable to cortical metabolism obtained with PET, even if less
sensitive. This technique can be easily added to the routine MRI evaluation, and, in
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Fig. 6.9 Patient with a right frontal DCF. Interictal ASL with cerebral blood ﬂow cartography in
axial view (a). This CBF map is registered to T1 in axial (b) and coronal view (c) in order to better
identify a cortical hypoperfusion in the right frontal lobe, matching with an underlying FCD

order to provide efﬁcient data on cortical perfusion, this cartography needs to be
overlapped with the anatomical 3D T1 or 3D FLAIR, acquired during the same MR
session. As in HS, if the ASL sequence is acquired during or just after seizure, the
epileptogenic focus will be highly hyper-perfused [39]. This latter condition is
however rarely observed in clinical practice. Thus, the relevance of ASL relies
during the interictal phase with the observation of a focal zone of cortex on structural
MRI that is hypoperfused compared to the adjacent cortex (Fig. 6.9). This
hypoperfusion, co-localized with FCD, can also give an additional clue on the
location of subtle lesion [24]. However, as for DTI, this hypoperfusion can also be
observed in other epileptogenic lesions [40].
Voxel-based morphometry (VBM) can also decrease the amount of negative MRI
in FCD [41]. Morphometric analysis procedure methods produce a junction map to
detect gray-white matter abnormal features and sulcal increased depth and direct the
attention to suspicious regions of interest. Associated with conventional reading,
these techniques may improve detection of subtle lesions [42]. However, these
techniques have not entered to routine, yet. As for temporal lobe epilepsy, T2
relaxometry maps can also increase sensitivity for detection of FCD [43].
Gyral and sulcal abnormal patterns can also beneﬁt from surface-based morphometry techniques that allow features such as cortical thickness to be measured
[32] but also abnormal sulcal patterns to be recognized [44].

Epileptogenic Tumors
All different histological types of tumor can provide seizures as they involve the
cortex. However, two developmental neoplasms that are part of the wide range of
malformations of the cortical development, gangliogliomas and dysembryoplastic
neuroepithelial tumors, are highly associated with intractable seizures in children
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Fig 6.10 A 22-year-old male patient with intractable left temporal epilepsy. Coronal and axial
FLAIR (a, b), axial T1 (c), coronal T2 (d), T2* (e), and axial T1 with contrast media (f) show a
mixed cystic and solid cortical mass. The nodular portion presents with mild enhancement (arrow)

and young adults. These low-grade tumors are composed of neural and glial elements. They are usually slow growing, and their main clinical feature is epilepsy.
Surgery is the treatment of choice for glioneuronal tumors in most of the cases,
providing good results even in eloquent areas [45]. Complete tumor resection is
crucial for long-term favorable outcome.

Gangliogliomas
Gangliogliomas are glioneuronal tumors deﬁned by the presence of large binuclear
neurons within a glial component comprising inﬂammatory inﬁltrates. The association with other dysplastic cortical abnormalities is frequent.
Gangliogliomas are mainly supratentorial with a clear temporal predominance,
although they can be found in all the lobes, always located within the cortex. The
classical aspect (Fig. 6.10) consists in a mixed cystic and solid cortical mass, either
mainly nodular with a poorly deﬁned limit or mainly cystic with a mural nodule. The
nodular portion presents with a moderate hyper T2 and FLAIR and is generally
slightly and nonhomogeneously enhanced. The cystic portion, on the other hand, is
homogeneous in highly hypo T1 and hyper T2 without enhancement [46]. Small
calciﬁcations can be found in up to 40% of the cases. Of note, surrounding edema
and mass effect are rare due to the developmental origin of these tumors. Hemorrhagic forms are extremely rare. Malignant transformation may rarely occur and lead
to anaplastic ganglioglioma. For this reason, a prolonged and systematic MR followup is required, especially in cases of surgical abstention or incomplete resection.

6 Epilepsy Imaging

121

In diffusion, the ADC within gangliogliomas is high, reﬂecting a low tumor
cellularity, contrary to purely glial tumors such as astrocytoma [47]. In spectroscopy,
low NAA and variable choline are nondiscriminating [46]. In gradient echo perfusion, a small increase in relative cerebral blood volume can be observed without
impairment of the permeability [48].

Dysembryoplastic Neuroepithelial Tumors
Dysembryoplastic neuroepithelial tumors (DNETs) are benign tumors, also classiﬁed in glioneuronal tumors, predominantly located in the temporal lobe and mostly
revealed by partial seizures in children and young adults. DNETs are characterized
by a speciﬁc glioneuronal component which is isolated (simple forms) or associated
with multinodular glial proliferation as well as cortical disorganization (complex
forms). A third subtype (non-speciﬁc) is composed by various types of glial proliferation: oligodendroglial, astrocytic, or mixed. As previously mentioned, DNET can
be associated with other epileptogenic lesions such as hippocampal sclerosis (“dual
pathology”) or FCDs (Type III).
A recent study proposed an MRI-based scheme with three main features, associated with the optimal surgical resection strategy and well correlated with each
histological subtype [49]:
• DNET type 1 (“cystic or polycystic-like”) consists of a well-delineated mass with
a liquid signal similar to that of the CSF, giving it a cystic (Fig. 6.11) or polycystic
“bubbly” appearance (Fig. 6.12) within the cortex [50]. This subtype is very
characteristic and easy to diagnose in most cases. When close to the skull inner
table, a smooth bone remodeling can be observed.
• DNET type 2 (“nodular-like”) is characterized by a heterogeneous and variable
signal within a partially delineated nodular or multinodular appearance in the
cortex. Calciﬁcations are present in 60% of the cases (Fig. 6.13).
• DNET type 3 (“dysplastic-like”) presents with a poorly delineated homogeneous
inﬁltration with a very slight hypersignal on T2 FLAIR, sometimes limited to a
poor gray-white matter demarcation (Fig. 6.14), and is thus more difﬁcult to
distinguish from other glial neoplasms. One of its characteristic patterns is the
very strong predominance in mesial areas, especially in amygdalo-hippocampal
complex.
Contrast enhancement is rare (10–20%), often partial and nodular, and equally
found in each MRI subtype.
Type 1 are always associated with simple and complex subtypes; the cystic
appearance is correlated to the high-water content of the speciﬁc glioneuronal
component. However, types 2 and 3 correspond to non-speciﬁc forms. This classiﬁcation may help to determine the extent of the resection as a strong relationship
between the MRI feature, the pathological structure, and the extent of the epileptogenic zone has been demonstrated [51].
Tumor recurrence and malignant transformation are uncommon.
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Fig. 6.11 Coronal view in FLAIR (a) and in T2 (b), axial T1 (c), and coronal T1 with contrast
media (d) in a patient with left temporal drug-resistant epilepsy. Pseudocystic lesion of the left
amygdalo-hippocampal complex without any mass effect. The signal in all sequence is similar to
the CSF. Note the thin rim in hyper FLAIR. No enhancement is observed after gadolinium. This
aspect is typical of DNET type 1

Fig. 6.12 Pseudo-polycystic “bubbly” appearance of a left frontal type 1 DNET in axial FLAIR (a)
and T1 (b)
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Fig. 6.13 Partially delineated nodular appearance of a type 2 DNT with signal increase in axial
FLAIR (a) and hyposignal in T1 with a small punctate contrast enhancement after gadolinium
infusion (b arrow)

Advanced imaging can help characterize DNETs, but as for conventional visualization [52], the more speciﬁc patterns are observed in type 1 forms rather than in
non-speciﬁc subtypes. In diffusion, the ADC is very high due to the importance of
water content in the extracellular space and superior to that observed in gliomas. In
spectroscopy, a low increase or normal choline allows the differential diagnosis with
a glioma. In perfusion (gradient echo or ASL), the decrease of local perfusion also
distinguishes from an ordinary glioma (Fig. 6.15).

Other Malformations of Cortical Development
Classiﬁcations for malformations of cortical development (MCD) are numerous and
complex. Several classiﬁcations are based on chronological elements (referring to
the supposed stages of each developmental disorder) and/or morphological considerations. These classiﬁcations have the advantage to provide an approach of the
pathogenic mechanisms affecting the normal development of the cerebral cortex at
each stage from neuronal proliferation (focal cortical dysplasia, DNET and
gangliogliomas, tuberous sclerosis. . .), to migration (heterotopia, lissencephaly. . .)
and subsequent cortical organization (polymicrogyria, schizencephalia. . .) [53].
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Fig 6.14 “Dysplastic” form of a right amygdalo-hippocampal DNET, hardly visible on coronal
T1 (a), with a simple gray-white matter smoothing, in slight hyper signal on coronal T2 (b), coronal
(c), and axial (d) FLAIR

Polymicrogyria
Polymicrogyria (PMG) is a common malformation of cortical development, characterized by numerous excessive small convolutions separated by shallow sulci,
leading to a scalloped aspect of the cortex. This lesion can be multifocal or limited
to a cortical region. The perisylvian location is classical (Fig. 6.16), often bilateral. It
may be associated with other developmental lesions such as schizencephaly,
callosum agenesis, or nodular heterotopia. Other neurological disorders may be
associated to epilepsy such as cognitive deﬁciency and focal impairment. The
severity of these neurological disorders depends on the extent and topography of
the PMG as well as the associated abnormalities.
As polymicrogyria is the result of an abnormal cortical organization of “normal”
neurons, there is no signal anomaly on conventional sequences. Three-dimensional
and curvilinear reformatting from a volumetric T1 sequence helps characterize PMG
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Fig. 6.15 Advanced imaging in a case of pseudocystic type 1 DNET of the left cerebral amygdala
(arrow) on coronal T2 (a) and FLAIR (b) slices, axial T1 (c), ASL with co-registration of cerebral
blood ﬂow map on a T1 slice (d) showing a decrease of the local cerebral blood ﬂow of the DNET in
comparison to the right amygdala. Finally, the apparent diffusion coefﬁcient map (e) shows an
increased ADC of the DNET in comparison to adjacent cortex

MR features (irregular, scalloped, and discretely thickened cortex) and their extent,
as well as associated anomalies of sulcal depth and orientation. In perisylvian
polymicrogyria, for example, the lateral ﬁssure may be in continuity with the central
sulcus (Fig. 6.17).
The diffusion/spectral/perfusion parameters of the abnormal cortex are identical
to those of the adjacent normal cortex during interictal period.

Gray Matter Heterotopias
Gray matter heterotopias correspond to unique or multiple clusters of normal
neurons in an inappropriate position. They are the consequence of the disruption
of neuronal migration and often associated with genetic anomalies. There are three
types of gray matter heterotopia corresponding to different positions on the neuronal
migration pathway during the fetal period [53] from the germinal (subependymal)
zones to the cortex: periventricular nodular heterotopia, the most frequent, laminar
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Fig. 6.16 Bilateral perisylvian polymicrogyria (a) and frontoparietal polymicrogyria in another
patient (b) with a scalloped aspect of the cortex composed by numerous excessive small
convolutions

Fig. 6.17 Abnormal sulcal pattern in a patient with left perisylvian polymicrogyria. The lateral
ﬁssure (double asterisk) is in continuity with the central sulcus (asterisk)

heterotopia, and nodular subcortical heterotopia. There is a continuum between
laminar heterotopia and lissencephaly (absence or decrease of cortical convolutions).
Periventricular nodular heterotopias can be found on the entire surface of the
lateral ventricles. They are isolated or multiple, sometimes bilateral, and can be
conﬂuent with a scalloped appearance of the ventricle wall. The subcortical nodular
heterotopia can be directly in contact with the cortex, with a pseudo-thickening of
the gyrus.
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Fig. 6.18 Subependymal nodular gray matter heterotopia with a signal strictly identical to that of
the cortex on T1 (a, c), T2 (b), and FLAIR (d) sequences

The gray matter heterotopia consists of normal neurons. Its signal is thus strictly
identical to that of the cortex on all conventional sequences, including FLAIR
(Fig. 6.18). There is no enhancement after contrast media injection. Nevertheless,
a vascular structure can be observed through heterotopia in a juxtacortical position.
The cortex is usually normal, but some heterotopia may be associated with other
malformations of cortical development (e.g., polymicrogyria).
Functional imaging essentially allows for the differential diagnosis with brain
tumors even if conventional sequences are often sufﬁcient. In perfusion (ASL or
gradient echo), the relative blood ﬂow within heterotopia is identical to that of the
cortex. In spectroscopy, unlike a tumor, the spectrum is that of the normal
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parenchyma. In fMRI, focal activity consistent with activation of the normal cortex
during a task is rarely observed and corresponds to the possible presence of functional neurons within heterotopia.

Tuberous Sclerosis
Tuberous sclerosis (or Bourneville tuberous sclerosis) is a genetic disease classiﬁed
among phacomatosis, involving multiple organs (including the brain, skin, kidney,
heart, and lung). Brain lesions are characterized by disruptions of both proliferation
and migration and organization during cortical development, leading to abnormalities located from the periventricular space to the cerebral cortex. MRI features are
characterized by the combination of multiple cortical tubers that have similar
presentation as FCD (including transmantle sign), subependymal calciﬁed nodules
and subependymal giant cell astrocytoma. The ﬁnal diagnosis relies on the presence
of major criteria and/or minor criteria. Each MRI feature can be present or absent (all
MRI features are considered as “major” criteria).

Mapping Cortical Brain Functions with fMRI in Patients
with Epilepsy
Identifying brain functions is crucial when planning a surgical treatment. This is
helpful for determining the surgical strategy, including the need of intracranial
recordings and for assessment of functional risks. Due to brain plasticity, longterm epilepsy is associated with inter- or intra-hemispheric and white matter connection reorganization, especially when the epileptic focus is located in functional
areas. In this context of potential reorganization, MRI may provide information
about the eloquent areas within the cortex with functional MRI (fMRI) and of the
underlying subcortical neuronal bundles with diffusion tensor imaging (DTI). The
anatomical location of the presumed epileptogenic zone will deﬁne which paradigms
are required for the presurgical workup. For example, fMRI for fronto-central
epilepsy will focus on sensorimotor cortex, while mesial temporal epilepsy will
require language and memory tasks, and posterior epilepsies will investigate visual
tasks.

Sensorimotor Cortex
Sensory-motor function in fMRI corresponds to one of the most robust network
fMRI, highlighted with easily feasible paradigms such as ﬁnger tapping, foot
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ﬂexion/extension, or lip movement tasks. It can be used to identify the primary
motor cortex. Owing to its typical location in the frontal lobe and especially in the
central region, FCD represents a major indication of sensory-motor task and
corticospinal tract evaluation. However, other malformations of the cortical development may also affect the pre- and postcentral gyrus. In epilepsy presurgical
imaging more than in other fMRI indications, each side has to be acquired separately
in order to distinguish a reorganization of motor cortex near an epileptogenic lesion
and to compare each response without being confound by the direct corticospinal
tract contribution. Thus, the motor task for each limb has to be accomplished with
the same frequency and strength.
It should be noted that a recent seizure may affect the motor cortical network with
reduced responses on the side of the focus in comparison to the opposite side, in
patients with extratemporal epilepsy [54]. This seizure-related alteration of the
cortex function must be taken into account when interpreting motor fMRI in patients
with frequent seizures.
Long-lasting epilepsy may also affect permanently the cortical organization of
motor and sensory network, especially in patients with MCDs. The degree of
reorganization depends on the period of the alteration during cortical development
stages: early stage injuries (such as cortical dysplasias) will provide more substantial
cortical reorganization than later lesions (such as gray matter heterotopia or
polymicrogyria) [55, 56]. This reorganization can be present through a partial or
total reduction of the response in the affected motor and sensory areas contralateral
to the explored limb, in comparison to the normal hemisphere. A redistribution of the
activation may also be observed with a permanent migration of the activated clusters
to a different area, resulting from an adaptation process [57]. This relocation can be
observed in the same hemisphere but in a different location, often in the vicinity of
the expected anatomic area [58], or more rarely in the contralateral normal sensorymotor area. Consistent with this reorganization, activation within the dysplastic
tissue itself is rarely observed, even if the lesion is directly located inside the central
region (Fig. 6.19).

Fig. 6.19 Patient with a left precentral focal cortical dysplasia within the lateral primary motor
cortex (arrow). The patient is asked to perform lip movements during a functional MRI acquisition.
In comparison to the normal right side, the response near the lesion is less signiﬁcant and
fragmented on both side of the lesion

130

C. Mellerio et al.

Fig. 6.20 Patient with a left occipital periventricular heterotopia. Using a blinking checkerboard as
a paradigm, cortical response at the posterior part of the calcarine sulcus is more robust on the right
side than on the side of the lesion

In MCDs of later stages such as heterotopia or polymicrogyria, the normal
landmarks of the sensory-motor cortex may be disrupted and/or disorganized,
especially in perisylvian polymicrogyria. fMRI is thus crucial before surgery or
invasive procedure. Contrary to FCD however, functional activation may be preserved in polymicrogyric areas in which gyral and sulcal patterns are preserved, even
if reduced in extent [59]. In patients with heterotopia, an activation within ectopic
gray matter can be observed, usually coactivated with the functional areas directly
overlying the heterotopia [60].
In epilepsy surgery, correlations between fMRI results and peroperative data
during surgery are usually more reliable than in surgery for gliomas. However direct
electrocortical stimulations are mandatory to prevent the risk of causing a lasting
deﬁcit.

Visual Cortex
In the same way as for sensory-motor cortex, primary and secondary visual cortex
may reorganize in patient with occipital lesional epilepsy, leading to abnormal
pattern of activation or absence of activation around calcarine region in the vicinity
of the epileptogenic zone. This reorganization occurs in the presence of a MCD
(Fig. 6.20) such as polymicrogyria or FCD [55, 61].
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Language
There is now very good evidence that fMRI is able to determine hemispheric
dominance for language in frontal (Broca’s area) and temporal (Wernicke’s area)
regions, in line with results from the intracarotid amobarbital “Wada” test
[62–65]. This agreement reaches up to 85% when using a combination of at least
three language paradigms and is greater in right TLE with left language dominance,
than in left TLE with left language dominance [66, 67]. This lateralization can be
obtained using a visual appreciation of the numbers of activated clusters in each
perisylvian region or by using a quantitative method such as the lateralization index
[68]. Atypical lateralization is more frequent in patients with left hemisphere epilepsy [69]. As for sensory-motor reorganization, the atypical activations can widespread in the same hemisphere but in other areas than typical perisylvian regions or
in the opposite hemisphere (Fig. 6.21), leading to the atypical dominance
[70, 71]. This language “shift” is more likely observed in left-handed patients, in
left TLE, and in long-lasting epilepsy with early onset [69].

Fig. 6.21 Examples of language lateralization in three patients with temporal epilepsy: Patient
1 (a–c) with temporo-mesial DNET on T2 coronal view (a). Left (b) and right (c) 3D reformat of a
language fMRI shows a clear left lateralization. Patient 2 (d–f) with a left temporal FCD on FLAIR
coronal view (d). Language fMRI (e, f) shows an atypical right lateralization resulting from a
reorganization of the language network. Patient 3 (g–i) with a left hippocampal sclerosis on FLAIR
coronal view (g). Language fMRI (h, i) shows an interhemispheric dissociation of left frontal and
right temporal language responses leading to a very atypical crossed language dominance
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Furthermore, fMRI can be used to map language networks using various speciﬁc
language tasks that activate frontal (ﬂuency tasks) and temporal (comprehension
tasks) language areas and thus determine patterns of language network, whether the
lateralization is typical or not. Preoperative fMRI activations near the epileptogenic
zone that is to be resected is a predictor of long-term postoperative language
deﬁciency [72]. It is thus essential to choose the best set of paradigms in order to
activate the cortical regions, frontal or temporal, that are targeted by the surgery.
However, contrary to sensory-motor fMRI, language fMRI is to date not adequate to
guide resection because of a lack of sensitivity when compared to direct cortical
stimulation [73] even if speciﬁcity is high.

Episodic Memory
Temporal lobe surgery, especially in patients with hippocampal sclerosis, is associated with a risk of visual and/or verbal memory postsurgical complications. New
paradigms are tailored for imaging the episodic memory network with encoding and
retrieval tasks in order to visualize activations in mesial temporal structures
[74]. Verbal event-related memory task seems to show the best reliability to distinguish between left-onset and right-onset patients [75]. As for language structures, an
asymmetry index derived from activations in both hippocampi can evaluate compensatory mechanisms of the normal entorhinal cortex to counterweigh the impaired
function of the sclerotic hippocampus. The aim of memory fMRI would thus be to
predict the effect of resection of the sclerotic temporal structure on the postoperative
memory decline [76–79]. Depending on the size of the HS, the category of memory
decline risk will differ: verbal memory decline will be more frequent in patients
undergoing left temporal lobe resection and visual memory decline in those with
right temporal lobe surgery [80, 81]. Memory activation patterns before surgery
seems to be the strongest predictor of verbal and visual memory loss as a result of
anterior temporal lobe resection, and preserved function in the ipsilateral posterior
hippocampus seems to help to maintain memory encoding after anterior temporal
lobe resection [76].

Mapping Connectivity
As cortical eloquent area may affect one or several cognitive functions, white matter
connections and functional connectivity between eloquent areas may also cause
cognitive impairments when damaged. Although focal epilepsy is traditionally
considered as a cortical and regional disorder based on the epileptogenic zone
model from which seizures originate, recent studies suggest that widespread network
alterations extend beyond this zone and may be correlated to cognitive impairments
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and surgical outcome prediction. Thus, presurgical imaging workup in epilepsy may
require an evaluation of functional networks.

Resting State
Focal epilepsy, whether temporal or extratemporal, is associated with modiﬁcations
of the connectivity that can be observed in regions directly connected to the epileptic
zone. These modiﬁcations may also widespread well beyond the seizure onset area
[82]. Regional connectivity modiﬁcations may be related to the lateralization of the
hemisphere of seizure onset, and thus resting state fMRI could predict laterality of
the epileptogenic hemisphere [83]. In patients with TLE, most studies suggest an
increased connectivity between hippocampus and other ipsilateral limbic structures
(including thalamus) involved in seizure propagation, compared to controls
[84, 85]. In the same way, patients with frontal lobe epilepsy shows increased
connectivity in the neighborhood of the epileptic zone [86, 87]. This increase of
the regional connectivity, when included in the resection area, seems to be related to
a better surgical outcome. Therefore, preoperative resting state fMRI can help
localize the global epileptic zone (EZ) that should be targeted by surgery [88]. Moreover, this phenomenon of higher regional connectivity near the EZ is in most of the
cases associated with a diminished connectivity in widespread distant regions
throughout the brain, including those involved in cognition. In resting state fMRI
analysis, the evaluation of the default mode network represents a good illustration of
this remote effect of connectivity disturbance. Thus, patients with TLE and
extratemporal epilepsy when compared to controls show a decrease of functional
connectivity among default mode regions contrasting with increased connectivity
within functional networks near the seizure onset [84, 87, 88]. Other distant cognitive networks may be affected such as frontoparietal association and primary sensorimotor networks. These local and widespread connectivity disturbances evaluated
by resting state fMRI may also be related to cognitive impairments as studied for
verbal and nonverbal episodic memory, language, working memory, and attentional
functions [89]. Thereby, resting state fMRI seems to provide important clues for the
understanding of pathophysiology related to focal epilepsy. However, the clinical
beneﬁt for individual patients is not established yet.

Diffusion Tensor Imaging and Tractography
Corticospinal Tract
Motor responses authenticated with fMRI may also help to deﬁne white matter
projections with DTI tractography and to provide a reliable guide for the surgeon
to avoid permanent motor deﬁcit (Fig. 6.22). As for glioma surgery in which
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Fig. 6.22 Patient with a focal cortical dysplasia of the left precentral sulcus on axial FLAIR
sequence (a). In this case both language and motor networks need to be analyzed. Language fMRI
responses during a semantic association paradigm (clusters in pink) and arcuate fasciculus
tractography (b) show relationship between this network and the lesion (arrow). Motor responses
(c) during left hand (blue), right hand (red), and then mouth (violet) movements show that the lesion
is near motor functions in the left hemisphere, without any functional reorganization. Pyramidal
tract (d) is also traced from the cortical right hand motor response and the brain stem

intraoperative direct cortical stimulation supports tractography as a reliable method
for showing the relationship between a glioma and the corticospinal tract [90],
similar results were obtained to predict the risk of postoperative motor deﬁcits in
patients with frontal epilepsy [91].

Arcuate Fasciculus and Language Tracts
Left-right asymmetry of anisotropy along the two main language pathways, arcuate
fasciculus and inferior occipitofrontal fasciculus, are observed in controls and reﬂect
the language specialization and lateralization. In patients with left TLE, this asymmetry of anisotropy along the arcuate fasciculus lowers compared to patients with
right TLE and is correlated with fMRI-based lateralization indices [92].
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Visual Pathway
Temporal lobe epilepsy surgery exposes to the risk of damaging the inferior optic
radiation during resection and can cause contralateral upper quadrantanopia. The
preoperative tractography is predictive of the risk of a visual ﬁeld alteration [93] The
optic radiation can be accurately delineated by tractography and can help surgical
planning and guide intraoperative procedure [94]. Correction for brain shift using
intraoperative MRI also improves the accuracy of the technique [95].

Conclusion
MR diagnosis in patients with epilepsy may be difﬁcult because of subtle cortical
lesions which can be hardly distinguishable with “standard” MRI protocol. An
appropriate MRI epilepsy protocol is essential in the assessment epileptogenic
lesions. In this speciﬁc indication, high ﬁeld MRIs and advanced sequences such
as ASL, diffusion tensor, double inversion recovery, and functional MRI are especially appreciated to comfort challenging cases, to appraise the limits of the epileptic
zone, and to assess its consequences on cortical network and connectivity. In all
cases, MR abnormalities are valuable only when considered together with clinical,
electroclinical data, and other imaging techniques.
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Chapter 7

In Vivo Positron Emission Tomography
of Extrastriatal Non-Dopaminergic
Pathology in Parkinson Disease
Martijn L. T. M. Müller and Nicolaas I. Bohnen

Introduction
Motor and Non-motor Symptoms of Parkinson Disease
Parkinson disease (PD) is a progressive neurodegenerative disorder. It is estimated
that the disease affects about 1–2% of the population [1]. Parkinson disease is a
disease of later life, affecting mostly adults 65 years and older, and men are more
affected by it than women [1]. Parkinson disease is characterized by the presence of
both motor and non-motor symptoms. The cardinal motor symptoms of PD include
slowness of movement (bradykinesia), tremor, rigidity, and postural instability and
gait difﬁculties (PIGD). Non-motor symptoms are observed in nearly every patient
and can be plentiful, such as cognitive dysfunction and dementia (PD with dementia,
PDD), olfactory dysfunction (impaired sense of smell), apathy and depression,
constipation, rapid eye movement sleep (REM) behavior disorder (RBD), and
fatigue among other non-motor symptoms [2]. Neuropathological studies suggest
that the multitude of these clinical features may be related to distinct neuropathological abnormalities [3, 4].
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Neuropathology of PD
The hallmark neuropathology of PD is loss of dopamine in the striatum secondary to
progressive degeneration of dopaminergic cells in the substantia nigra pars compacta
due to the formation of Lewy bodies and Lewy neurites [5, 6]. Lewy bodies and
Lewy neurites are composed of an aggregated form of the protein α-synuclein. Braak
et al. proposed a temporal staging scheme describing the distribution of α-synuclein
in a cohort of PD patients. According to this scheme, α-synuclein pathology is ﬁrst
deposited in the medulla and olfactory tubercle (Braak stage 1) and then ascends
through the brainstem (Braak stage 2) to the midbrain and the substantia nigra (Braak
stage 3). At this stage the clinical diagnosis of PD is often made [7]. α-Synuclein
pathology subsequently propagates through the basal forebrain and limbic cortex
(Braak stage 4) to ultimately culminate in widespread involvement of the neocortex
(Braak stages 5 and 6) [5]. The Braak temporal staging system provides a conceptual
and temporal framework to explain the heterogeneity of clinical symptom presentation [8]. The formation and propagation of Lewy bodies not only occur in dopaminergic neurons but extend to other neurotransmitter systems as well [3, 4]. For
example, Friedrich Heinrich Lewy observed the eponymous Lewy bodies ﬁrst in
the cholinergic neurons of the nucleus basalis of Meynert (nbM) [9]. For decades,
most of the research attention has initially focused on the clinical correlates of
nigrostriatal dopaminergic system degeneration in PD; however, neuropathological
reports have consistently reported degeneration of other neurotransmitter systems in
addition to presence of Alzheimer disease (AD)-type pathology (β-amyloid (Aβ)
amyloid plaques and neuroﬁbrillary-tau tangles, NFT-tau). It has become clear that
the heterogeneity of clinical motor and non-motor PD symptoms cannot be
explained by nigrostriatal dopaminergic denervation alone [10, 11].
Positron emission tomography (PET) is a nuclear imaging technique that allows
for in vivo examination of neurotransmission systems, energy metabolism, and
pathology in the human brain using radioligands. Over the last 25 years, the
introduction of novel radioligands has accelerated in vivo investigations of
extrastriatal non-dopaminergic pathology on clinical symptoms of PD. In this
chapter we will focus on the clinical sequelae of extrastriatal non-dopaminergic
pathology in PD using in vivo PET, with an emphasis on cholinergic system
degeneration and presence of AD-type pathology.

Positron Emission Tomography
Basic Principles
The basic principle of PET is the detection of pairs of γ-rays (high-energy photons)
that are the result of positron annihilation by an isotope that is coupled with a
biologically active molecule. In short, a biological active compound is labeled
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with a (low dose) decaying isotope (e.g., [11C] or [18F]), the so-called radiotracer or
radioligand. The radiotracer is injected in a subject to enter the blood stream and will
eventually bind to the target of interest while emitting positrons. These emitted
positrons will interact with a free electron and annihilation will occur. Annihilated
positrons will produce two 511 keV photons simultaneously traveling in opposite
direction. These pairs of photons are detected by the scintillator (“coincidence
detection”) in the PET scanner, and an image is reconstructed using tomographic
techniques. This image will reﬂect the regional distribution of uptake of the
radioligand by the target of interest. Single-photon emission computed tomography
(SPECT) is similar to PET; however, the isotope emits a single photon rather than
two photons through positron annihilation, as is the case in PET. As a result, PET
allows a more precise spatial estimation of the sources of the emitted γ-rays.
Therefore, PET allows for a higher spatial resolution compared to SPECT. For
purposes of this chapter, we will focus on studies reporting PET results.

PET Radioligands
A multitude of different ligands usually exists to quantify the integrity of a particular
neurotransmission system. These ligands are often based on naturally occurring
substances and existing pharmaceuticals or ﬁnd its origin in histological dyes used
in neuropathological examinations. Ligands of neurotransmission systems can be
markers of the actual neurotransmitter such as synthesis of precursors or analogs,
vesicular transporters, reuptake transporters, enzymatic degradation activity, or
receptors (Fig. 7.1). Ligands of brain proteinopathy, such as Aβ-amyloid and
NFT-tau, mostly ﬁnd their origin in histological dyes. It should be noted that at
present, there is no validated PET radioligand for Lewy pathology or α-synuclein.
For purposes of this chapter, we limit ourselves to studies with the most commonly
used radioligands in PD.

Dopaminergic PET Imaging of PD
Pre- and Postsynaptic Dopamine PET Imaging in PD
Most of the PET imaging efforts in PD have focused on the dopaminergic system. A
multitude of PET tracers have been developed that are constituents of the presynaptic
or postsynaptic neuron (see also Fig. 7.1). For example, the ﬁrst used dopaminergic
ligand [18F]-6-ﬂuoroDOPA ([18F]DOPA) is a precursor radioligand of dopamine
synthesis [12]. Once dopamine is synthesized, it is transported by type 2 vesicular
monoamine transporters (VMAT2) into synaptic vesicles from where it is released
into the synaptic cleft. The PET radioligand [11C]dihydrotetrabenazine ([11C]DTBZ)
and more recently a ﬂuorinated ([18F]) version of it are VMAT2 PET tracers
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Fig. 7.1 Cartoon of
presynaptic, synaptic cleft,
and postsynaptic PET ligand
targets

[13, 14]. While VMAT2 is a vesicular transporter for all monoaminergic neurotransmitters, in the striatum more than 95% of VMAT2 is utilized by dopamine
[15]. Once dopamine is released in the synaptic cleft, it is recycled back by presynaptic dopamine reuptake transporters (DAT), which, for example, can be imaged
with the cocaine analogs [11C]β-3beta-(4-ﬂuorophenyl)tropane ([11C]β-CFT) or
[11C]methylphenidate ([11C]MP). The [123I]ioﬂupane DAT SPECT ligand has
clinical utility (DaTscan™ by GE Healthcare) for differentiating essential tremor
from tremor due to parkinsonian syndromes. On the synaptic membrane, typically
on the postsynaptic site of the synaptic cleft, PET ligands have been developed for
dopamine receptors, such as [11C]SCH-23390 for the D1 receptor and [11C]
raclopride for the D2 group of receptors. Generally there is reasonable good agreement between the presynaptic ligands, and they all show a nigrostriatal dopaminergic
denervation pattern that is consistent with neuropathological reports of PD dopaminergic pathology, i.e., asymmetric and with the putamen affected more than the
caudate (Fig. 7.2) [16–19]. However, Lee et al. showed in a multiligand study,
using DOPA decarboxylase [18F]DOPA, VMAT2 [11C]DTBZ, and DAT [11C]MP,
that DOPA decarboxylase may be upregulated and DAT may be downregulated in
early PD patients, which may yield [11C]DTBZ as the most robust marker of
nigrostriatal dopaminergic nerve terminal density [19, 20]. In vivo [11C]DTBZ
VMAT2 PET studies found reductions of up to ~80% in VMAT2 binding in the
posterior putamen contralateral to the most affected body side [17, 21]. Estimates for
the annual rate of dopamine reduction in PD patients are around 12.5% [22, 23]. In
vivo [18F]DOPA and [11C]DTBZ PET studies showed correlation of nigrostriatal
dopaminergic denervation with clinical measures of PD including increased Hoehn
and Yahr staging, increased ratings of bradykinesia and rigidity, increased disease
duration, and decreased activities of daily living [21, 24].
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Fig. 7.2 Axial and sagittal [11C]DTBZ VMAT2 PET in a normal non-PD subject (top row) and PD
subject (bottom row). The normal non-PD subject shows more intense uptake in the putamen and
caudate nucleus than the PD subject. The PD subject shows a typical pattern of striatal dopaminergic denervation with an asymmetrical pattern and the putamen affected more than the caudate

PET Imaging of Prodromal PD
Dopamine PET imaging may have utility in detection of prodromal PD. There is a
signiﬁcant body of literature demonstrating nigrostriatal dopaminergic denervation
before the clinical diagnosis of PD. For example, several in vivo [18F]DOPA PET
studies identiﬁed healthy asymptomatic PD co-twins with abnormal striatal [18F]
DOPA uptake [25, 26]. Similarly, PET can identify at-risk asymptomatic family
members in families with an increased incidence of parkinsonism [27, 28]. Assuming
a linear relationship between decline in putaminal [18F]DOPA uptake and disease
duration, Morrish and coworkers estimated the preclinical window for PD to be
about 6  3 years and clinical symptoms to arise after a 30% or greater loss of [18F]
DOPA uptake [29]. Ultimately, the loss of dopamine in PD will follow a negative
exponential progression pattern with most loss in the prodromal and early stages of
the disease and a “ﬂoor” later in disease [30].
Olfactory loss (hyposmia) is a salient non-motor feature of PD. Impairment of
olfactory function is highly prevalent in PD, and a recent in vivo [11C]DTBZ
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VMAT2 PET study showed that in PD patients whose clinical diagnosis of PD was
conﬁrmed by a PET pattern of nigrostriatal dopaminergic denervation, the loss of
olfactory function was near universal [31, 32]. Olfactory loss can also predict the
emergence of PD in asymptomatic older adults [33, 34]. In a series of studies,
Ponsen and colleagues combined olfactory function assessments with in vivo [123
I]β-CIT DAT SPECT in asymptomatic adults. Their work showed that baseline
hyposmia in subjects is associated with a 10–12% risk of developing a clinical
diagnosis of PD within 2–4 years. Furthermore, they showed that all hyposmic
subjects that converted to PD had evidence of reduced striatal DAT uptake [35–
37]. The Parkinson Associated Risk Syndrome (PARS) study is a large multicenter
longitudinal study that uses a two-tiered strategy of olfactory function screening (tier
1) and clinical and in vivo [123I]β-CIT DAT SPECT (tier 2) to identify individuals at
risk of PD. Results so far have shown that olfactory testing can be used to identify
asymptomatic subjects with DAT deﬁcit [38]. Furthermore, longitudinal assessments of this cohort of subjects showed that olfactory loss and [123I]β-CIT DAT
SPECT deﬁcit were highly predictive of developing PD [39].

Cholinergic PET Imaging of PD
Cholinergic System Loss in PD
Acetylcholine is ubiquitous in the central nervous system and has widespread
innervation in the cortex, subcortical structures, and the cerebellum. Cholinergic
projections originate from three major sources in the brain. The nucleus basalis of
Meynert (nbM), a basal forebrain (BF) nucleus, provides the cholinergic projections
to the cerebral cortex and limbic regions [40, 41]. Cholinergic inputs to the thalamus
but also connections to the cerebellum, several brainstem nuclei, some striatal ﬁbers,
and the spinal cord originate from the brainstem pedunculopontine nucleuslaterodorsal tegmental complex (PPN) [42]. Small populations of intrinsic cholinergic neurons have been observed in the hippocampus, striatum (cholinergic interneurons), cortex, the medial habenula, parts of the reticular formation, and cerebellum
[43–46].
Neuropathological studies have shown that, in addition to dopaminergic loss,
cholinergic loss also occurs in PD. According to Braak et al., Lewy bodies and
neuronal accumulation of α-synuclein deposition in cholinergic neurons of the BF
likely occur concurrently with the development of substantia nigra pathology, which
indicates that cholinergic denervation may occur early in PD [5]. Neuropathological
studies highlight the signiﬁcance of cholinergic neuron loss in the etiology of PD
dementia [47–51].
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Cholinergic PET Ligands
Several cholinergic markers that are constituents of acetylcholine synthesis, storage,
and recycling have been labeled for PET molecular imaging of cholinergic integrity.
The two most widely used PET tracers are the acetylcholinesterase substrate analogs
[11C]methyl-4-piperidyl
acetate
([11C]MP4A)
and
[11C]methyl-411
piperidinylpropionate ([ C]PMP). These tracers are metabolized and then trapped
by acetylcholinesterase (AChE) and as such reﬂect regional cerebral AChE distribution. Acetylcholinesterase is a reliable marker of brain cholinergic pathways as the
regional distribution corresponds well with the regional distribution of choline
transferase (the enzyme responsible for the biosynthesis of acetylcholine) [52]. As [
11
C]PMP has a slower hydrolysis rate than [11C]MP4A, this tracer allows for more
precise estimates of AChE activity in regions of moderate to high AChE concentration with only slightly lower speciﬁcity for AChE [53]. Cholinergic innervation of
the brain as measured with [11C]PMP AChE PET shows highest activity in the basal
ganglia, followed by the cerebellum and thalamus, and lowest activity in the cortex,
similar to biodistribution ﬁndings in postmortem brains [53–55]. More recently, [18
F]FEOBV a cholinergic vesicular transporter (VAChT) PET ligand has been introduced, which is the PET analog of the VAChT SPECT ligand [123I]IBVM
[56, 57]. The advantage of this tracer is that, unlike the AChE PET ligands, uptake
in the basal ganglia and cerebellum can be noninvasively estimated. Cholinergic
receptor PET tracers are [18F]ﬂubatine and [18F]2FA for α4β2 nicotinic acetylcholine receptors (nAChR) and [18F]ASEM for α7 nAChR [58, 59]. Figure 7.3 shows a
multiligand cholinergic PET study in a PD subject using [11C]PMP AChE, [18F]
FEOBV VAChT, and [18F]ﬂubatine α4β2 nAChR PET.

Cholinergic Imaging of PD Pathology
In vivo PET studies of cholinergic denervation in PD are generally in agreement with
histopathology reports. Acetylcholinesterase PET studies have reported cholinergic
deﬁcits in both PD without dementia and PDD patients [60–62]. PD patients without
dementia show signiﬁcant reductions in cortical AChE activity, and in PDD these are
greater and more extensive [63]. The degree of cholinergic denervation in PD
without dementia appears, however, to be more variable. In vivo PET imaging
studies have reported cholinergic projection losses in the range from 5% to 25% in
PD subjects without and with dementia [61, 63–65]. In a more detailed examination,
variability in cortical (reﬂecting the integrity of nbM cholinergic nerve terminals)
and thalamic cholinergic denervation (reﬂecting the integrity of PPN cholinergic
nerve terminals), as assessed by in vivo [11C]PMP AChE PET, was examined in PD
patients without dementia and compared to healthy normal control subjects. Acetylcholinesterase activity in PD subjects was dichotomized as within-normal range
or below-normal range based on a 5th percentile cutoff of AChE activity in the
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Fig. 7.3 Multiligand cholinergic PET study in a single PD subject using [11C]PMP AChE, [18F]
FEOBV VAChT, and [18F]ﬂubatine α4β2 nAChR PET. Both [11C]PMP and [18F]FEOBV show
intense uptake in the striatum and to a lesser extent in the thalamus, while [18F]ﬂubatine shows the
most intense uptake in the thalamus but limited uptake in the striatum. [11C]PMP shows intense
uptake in the cerebellum, while [18F]FEOBV shows intense uptake in the cerebellar vermis
especially. There is relative low [11C]PMP uptake in the temporal cortex and hippocampus. [18F]
FEOBV appears to have stronger uptake in the hippocampus, while [18F]ﬂubatine seems to have
stronger uptake in the temporal cortex. Note that all three tracers show, to a variable degree,
cholinergic activity in the pituitary gland

healthy control subjects. Results showed within-normal range cortical and thalamic [
11
C]PMP AChE activity for about 65% of the PD subjects. However, the remainder
had combined neocortical and thalamic, isolated neocortical, or isolated thalamic
cholinergic denervation [66].
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Cholinergic muscarinic (mAChR) receptors and nAChR are another target for
cholinergic PET imaging of PD. In vivo 2-[18F]FA-85380 nAChR PET imaging of
PD subjects without dementia has reported reductions of α4β2 nAChR binding in the
striatum, substantia nigra, and cerebellum [67, 68]. In contrast, an mAChR PET
study using [11C]NMPB showed increased mAChR binding in the frontal cortex in
PD patients without dementia [69].

Clinical Correlates of Cholinergic System Loss in PD
Cognition
Over the past several decades, there has been increasing interest in the functional
sequelae of cholinergic system loss in PD. It has been associated especially with
cognitive impairment and postural instability and gait difﬁculties (PIGD) in PD
[70]. Cognitive impairment and dementia are common in PD, and approximately
75% of the PD patients will develop dementia after 10 years [71]. Even in PD
patients without dementia, some cognitive impairment, in particular executive dysfunction, can be observed. Neuropathological studies implicate a role for the basal
forebrain and its cholinergic cortical projection in the etiology of cognitive impairment in PD [72, 73]. Findings from AChE PET studies correspond with these
observations and show that cortical cholinergic denervation associates with
decreased performance on cognitive tasks [66, 74]. These ﬁndings, however, do
not preclude a role for the dopaminergic system in the etiology of cognitive
impairment in PD [75]. Autopsy ﬁndings showed that dopaminergic loss in the
caudate nucleus was associated with cognitive impairment in PD patients [73]. In
vivo dopamine PET imaging studies have also found negative effects of striatal
dopaminergic denervation on working memory and overall cognition [66, 76].
Cognitive dysfunction in PD also appears to be associated with decreased nAChR
expression. For example, evidence from neuropathological studies shows that cortical nAChR expression is reduced in PDD [77, 78]. An in vivo [18F]2FA nAChR
PET showed that cognitive symptoms correlated, albeit weakly, with reduced
nAChR expression in the thalamus, midbrain, temporal cortex, hippocampus, and
cerebellum [67].

Postural Instability and Gait Difﬁculties
Postural instability and gait difﬁculties is a disabling motor feature of PD and
responds poorly to dopaminergic replacement therapy, especially with advancing
disease [79, 80]. Degeneration of the cholinergic system is likely to be a major
contributor to PIGD features in PD [62]. In vivo AChE PET imaging ﬁndings
support a role for the PPN cholinergic projections in the etiology of PIGD features
in PD. Brainstem PPN neurons project mainly to the thalamus, and loss of thalamic
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AChE activity likely reﬂects PPN neuron dysfunction. In vivo [11C]PMP AChE PET
studies have shown decreased thalamic AChE activity in PD patients with a history
of falls compared to PD non-fallers; however, both groups did not differ in the
degree of nigrostriatal dopaminergic denervation [66, 81]. These ﬁndings agree with
postmortem ﬁndings showing more severe PPN cholinergic cell losses in PD fallers
compared with PD non-fallers [82]. Findings of an in vivo [11C]DTBZ VMAT2 and
[11C]PMP AChE PET study emphasize the putative role of the PPN in balance
control [83]. In this study, the efﬁcacy of sensory integration during standing balance
was expressed as the degree of postural sway that a person generates during
challenging balancing conditions. Results of the study showed that decreased thalamic, but not cortical, AChE activity was associated with increased postural sway in
PD patients; however, there was no effect of striatal dopaminergic (VMAT2)
terminal integrity on sway [83]. Decreased gait speed in PD patients also appears
to be associated with cholinergic system loss. In an in vivo [11C]DTBZ VMAT2 and
[11C]PMP AChE PET study, dopaminergic and cholinergic correlates of gait speed
in PD and normal control subjects were assessed. Results of the study showed that
cortical cholinergic denervation was a more robust determinant of slow gait speed
than nigrostriatal denervation alone in PD patients. Interestingly, the study also
showed that gait speed was not signiﬁcantly slower than gait speed of healthy
non-PD control subjects in PD patients with relatively isolated nigrostriatal
denervation [84].

Other Non-motor Symptoms
The cholinergic system has also been implicated in non-motor symptoms of
PD. Parkinson disease patients frequently report depressive mood, major depression,
and apathy [85]. An in vivo [11C]PMP AChE PET study showed that, in PD patients
with and without dementia, the presence of depressive symptoms and apathy was
associated with the severity of cortical cholinergic denervation [86]. An in vivo [18F]
2FA nAChR PET reported strong correlations of depression with nAChR expression
in the anterior cingulate cortex, putamen, midbrain, and occipital cortex
[67]. Although an in vivo [11C]RTI-32, a marker of both dopamine and noradrenaline transporter binding, PET study has linked monoaminergic system changes to
depression, the previous presented evidence suggests that cholinergic system dysfunction may play a role in the etiology of depression in PD as well [87].
Cholinergic system dysfunction may also play a role in the etiology of olfactory
dysfunction in PD. Olfactory function is modulated by the cholinergic system, and
an in vivo [11C]PMP AChE PET study has shown that cholinergic system loss is
associated with olfactory dysfunction [88–90]. While in vivo [11C]β-CFT DAT PET
studies suggest a role for decreased striatal and hippocampal dopaminergic activity
in the etiology of olfactory dysfunction, limbic cholinergic denervation was the
strongest predictor of olfactory dysfunction in PD [90, 91].
The loss of atonia during REM sleep (RBD) results in abnormal motor manifestations (“acting out of dreams”). RBD is common in PD patients, and some PD
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patients (retrospectively) report RBD as one of the earliest prodromal non-motor
manifestations of the disease. Indeed, an in vivo [11C]DTBZ VMAT2 PET study
found reduced posterior putamen VMAT2 activity in six elderly adults with chronic
idiopathic RBD. The observed pattern of dopaminergic loss in this region is typical
of PD, and results of this study suggest that RBD is a possible herald of PD
[92, 93]. As RBD is associated with cognitive impairment and dementia in PD,
cholinergic system dysfunction may be a shared pathology between these two
clinical symptoms [94–97]. An in vivo [11C]DTBZ VMAT2 and [11C]PMP AChE
PET study showed that RBD was associated with cholinergic denervation in PD,
even in the absence of dementia. In this study, about one-third of non-demented PD
subjects had a history of RBD symptoms and exhibited decreased neocortical, limbic
cortical, and thalamic cholinergic innervation compared to those without RBD
symptoms, independent of the degree of striatal dopaminergic denervation [98].

Aβ-Amyloid and NFT-tau PET Imaging of PD
Proteinopathies in PD
Neuropathological studies of PD have shown that proteinopathies, other than
α-synuclein aggregates, may also be present in PD, especially in PDD. These studies
reveal the presence of AD-type Aβ-amyloid plaques and to a lesser degree NFT-tau
accumulation in signiﬁcant subsets of PD and PDD patients [7, 99–108]. In AD, the
early development and progression over time of these proteinopathies have been
associated with the development of cognitive impairment and dementia
[109, 110]. A similar role for AD-type proteinopathies may be expected in cognitive
symptomatology of PD and PPD. Indeed, neuropathological studies also suggest a
putative role for AD-type pathology in the etiology of cognitive impairment in PD
[111–116]. Since the introduction of Aβ-amyloid and NFT-tau PET ligands, the
number of studies that examine in vivo the effect of AD-type pathology (in the
context of α-synuclein aggregates) on cognitive impairment in PD has proliferated.

Aβ-Amyloid PET Imaging of PD
The relatively recent development of radioligands that visualize Aβ-amyloid plaques
and NFT-tau offers a novel opportunity to study in vivo these protein aggregations in
PD (Fig. 7.4). Klunk, Mathis, and colleagues from the University of Pittsburgh were
the ﬁrst to report the in vivo use of the thioﬂavin-T derivative [N-methyl-[11C]2(40 -methylaminophenyl)-6-hydroxybenzothiazole (also known as Pittsburgh
compound B, [11C]PiB), as a selective ligand to visualize Aβ-amyloid in the
human brain [117–119]. This ligand is selective for Aβ-amyloid as it binds avidly
to both ﬁbrillar and diffuse amyloid plaques, but not signiﬁcantly to Lewy bodies
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Fig. 7.4 Cartoon of interand extra-neuronal
proteinopathy PET targets

[120–122]. Since the introduction of [11C]PiB, PET imaging with the [11C]PiB
ligand and [18F]-labeled related successors ([18F]ﬂutemetamol, [18F]ﬂorbetaben,
and [18F]ﬂorbetapir) has been performed extensively in patients with mild cognitive
impairment (MCI) and AD. Studies show that [11C]PiB binding in AD follows a
pattern that matches the stages of AD as described in histopathological reports of
amyloidopathy by Braak et al. [123–125].
Compared to Aβ-amyloid levels typically observed in AD, in vivo PET imaging
studies of Aβ-amyloid in subjects with PD or PDD generally show lower and more
variable levels of Aβ-amyloid in the neocortex [126–136]. For example, levels of
Aβ-amyloid deposition that would be considered a “positive” Aβ-amyloid PET scan
in AD are uncommon in PD(D) [137–139]. In fact, a recent meta-analysis of in vivo
Aβ-amyloid PET studies suggested that PD patients both without and with MCI have
a lower incidence of AD-range Aβ-amyloid deposition compared to elderly normal
subjects [140].

Cognitive Correlates of Aβ-Amyloid Depositions in PD
The effect of Aβ-amyloid deposition on cognition is frequently examined in PD(D).
There is some evidence that Aβ-amyloid deposition detrimentally affects cognition
in PD [141]. For example, an in vivo [11C]PiB Aβ-amyloid PET study in PD patients
at risk for dementia showed that increased cortical [11C]PiB binding was associated
in a linear manner with worse overall performance on neuropsychological test
performance as well as decreased performance on the Wechsler Adult Intelligence
Scale [138]. Despite this ﬁnding, recent reviews concluded inconsistent correlations
between cortical Aβ-amyloid deposition and cognitive function in PD
[141, 142]. More recent evidence, however, suggests that region-speciﬁc cortical
and subcortical Aβ-amyloid deposition may be more relevant to cognitive function
in PD. For example, in vivo [11C]PiB Aβ-amyloid PET prospective cohort studies
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have shown that precuneus amyloidopathy was associated with faster progression to
cognitive impairment and dementia in PD [133, 143]. Neuropathological studies
show that striatal Aβ-amyloid deposition is signiﬁcantly higher in patients with PDD
than in patients with PD without dementia [144, 145]. Findings of a recent in vivo [11
C]PiB Aβ-amyloid PET study suggest that the combined presence of striatal and
cortical Aβ-amyloid depositions is associated with cognitive impairment in PD
rather than cortical Aβ-amyloid depositions alone [146]. Altogether these PET
imaging results suggest a role for Aβ-amyloid, especially precuneus and striatal
amyloidopathy, in the etiology of cognitive impairment in PD. Other AD-type
pathology, such as NFT-tau tangles, may also play a role in the etiology of cognitive
impairment in PD.

NFT-tau PET Imaging of PD
The development of tau PET tracers allows for the in vivo visualization and
quantiﬁcation of NFT-tau tangles in the brain. Several potential candidates have
been developed and tested; however, [18F]7-(6-ﬂuoropyridin-3-yl)-5H-pyrido[4,3-b]
indole ([18F]AV1451, formerly designated as [18F]T807), seems to have especially
favorable characteristics and appears now to be most commonly used in in vivo
human studies [147, 148]. [18F]AV1451 crosses the blood-brain barrier easily, is
highly selective for tau, and has no plasma metabolites entering the brain [149]. Most
importantly, it is selective for detection of brain tau pathology in the form of tangles
and paired helical ﬁlament-tau-containing neurites typical for Alzheimer pathology,
but does not seem to bind to Aβ-amyloid or α-synuclein [150]. In vivo PET imaging
of [18F]AV1451 uptake in normal older adults showed age-related pattern of
increasing binding mainly in the hippocampal formation [151, 152]. Gomperts
et al. performed one of the ﬁrst in vivo [18F]AV1451 NFT-tau PET studies to
examine [18F]AV1451 uptake in patients with dementia with Lewy bodies (DLB)
and cognitively impaired and cognitively normal PD patients. Normal control subjects were also included in the study. Results showed that compared to control
subjects, [18F]AV1451 uptake was mildly increased in the inferior and lateral
temporal lobe and the precuneus regions for DLB subjects. Furthermore, greater [
18
F]AV1451 uptake in the inferior temporal gyrus and precuneus was associated
with greater cognitive impairment in the combined group of DLB and cognitively
impaired PD patients [153]. Contradictory results, however, were found by Hansen
et al. who performed in vivo [18F]AV1451 NFT-tau PET imaging in a slightly larger
group of PD subjects, PD subjects with mild cognitive impairment, and controls.
Results showed no differences between these groups, and within the patient group,
there was no association with [18F]AV1451 uptake and cognitive task performance
[154]. A recent [18F]AV1451 PET study reported similar ﬁndings [155]. However,
both studies had no subjects with more severe dementia who would be more likely to
show tau pathology. These preliminary ﬁndings show that [18F]AV1451 may have
utility in neuroimaging of NFT-tau in PD. However, results of these studies also
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suggest that there is a gradient and that only more severe cognitive impairment and
dementia in PD associate with increased NFT-tau [156].

Serotonergic PET Imaging of PD
Serotonergic System Loss in PD
Serotonin is widely distributed in the brain, with most serotonin-producing cell
bodies located in the raphe nuclei of the brainstem, in particular in the dorsal and
median raphe nuclei of the caudal brainstem. These neurons project widely to the
thalamus, hypothalamus, basal ganglia, forebrain, and the neocortex [157–159]. The
role of serotonin is recognized in the etiology of depressive symptomatology;
however, serotonin appears also to play a role in cognition, motor behavior, and
regulation of circadian rhythm [159–162]. It has been suggested that serotonin
mostly behaves as modulator of other neurotransmitter systems, thereby indirectly
affecting behavior, rather than have a direct inﬂuence on these behaviors [163–165].
Neuropathological reports have reported the loss of serotonergic neurons in
PD. In the aforementioned temporal staging scheme by Braak et al., Lewy pathology
occurs during stage 2 in caudal brainstem nuclei containing serotoninergic neurons,
most importantly the raphe nuclei [5]. This suggests that caudal brainstem serotoninergic neurons may be affected by α-synucleinopathy even before dopaminergic
midbrain neurons [166]. Neuronal loss as well as Lewy body pathology has been
reported in the serotonin-producing raphe nuclei in several neuropathological studies
[4, 167–171]. Widespread cerebral loss of serotonin can be observed secondary to
the loss of serotonin-producing raphe nuclei in PD. For example, signiﬁcant loss of
serotonin has been reported in PD in the striatum, with the caudate effected more
than the putamen, globus pallidus, substantia nigra, hypothalamus, and thalamus
[172–177]. Cortical reductions of serotonin can also be observed in PD, including
frontal cortex, cingulate cortex, entorhinal cortex, and the hippocampus [175, 178].

Serotonin Transporter PET Imaging of PD
Several PET tracers have been developed to assess different constituents of the
serotonergic system in vivo; however, a majority of studies have focused on the
serotonin (reuptake) transporter (SERT). In particular, [11C]N,N-dimethyl-2(2-amino-4-cyanophenylthio) benzylamine ([11C]DASB) is a radioligand with
high sensitivity and speciﬁcity for SERT (Fig. 7.5) [179]. Several in vivo [11C]
DASB PET studies have assessed brain regional SERT innervation in PD. For
example, Gutmann et al. found widespread serotonergic loss in non-depressed PD
patients compared to controls, with most pronounced losses in the orbitofrontal
cortex, striatum, and midbrain [180]. In an in vivo [11C]DASB PET study in PD
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Fig. 7.5 Example of a [11C]DASB SERT PET scan. Intense uptake can be observed in the caudal
brainstem and moderate uptake in the thalamus and striatum

patients with less advanced disease severity, similar widespread losses were reported
[166]. However, interestingly, SERT was relatively preserved in the caudal
brainstem where serotonergic neurons project to brainstem nuclei and the spinal
cord [158]. This result could contradict the temporal staging scheme by Braak et al.
and its description of early Lewy body pathology in these nuclei, although Braak
et al. may have documented Lewy body pathology in non-serotonergic neurons
[5, 166]. Strecker et al. reported a similar preservation of SERT binding in the
brainstem; however, they did not ﬁnd widespread loss in other brain areas
[181]. Serotonergic loss extends with advancing disease. In an in vivo [11C]DASB
SERT PET study, Politis et al. reported decreased [11C]DASB uptake in the caudate,
thalamus, and anterior cingulate across all stages of PD symptom severity. With
increasing disease duration, the putamen, insular cortex, posterior cingulate, and
prefrontal cortex became involved, while ventral striatal, extra-neuronal caudal, and
rostral raphe nuclei and amygdala [11C]DASB uptake were only reduced in the later
stages of the disease [182]. None of these studies showed any strong correlation with
the clinical motor phenotype of PD (e.g., Hoehn and Yahr staging or UPDRS part III
subscore) [182].

Clinical Correlates of SERT Loss in PD
The degree of brain regional SERT availability appears to affect some clinical
symptoms of PD. A small-scale in vivo [11C]DASB SERT PET study in early PD
patients with depression reported a widespread increased [11C]DASB uptake, in
particular in the dorsolateral cortex and prefrontal cortex [183]. A larger in vivo [11
C]DASB SERT PET study in depressed PD patients reported increased [11C]DASB
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uptake in the raphe nuclei and limbic structures also [184]. An in vivo [11C]DASB
SERT PET showed that reduced [11C]DASB uptake in the basal ganglia and limbic
structures was associated with fatigue in PD patients [185]. In another study, results
from a polysomnography study (particularly measures of sleep-disordered breathing) in PD patients were correlated with [11C]DASB uptake in selected brain
regions. The study found no association between severity of sleep-disordered
breathing and caudal brainstem serotoninergic innervation in PD patients,
suggesting that brainstem serotonergic motor neurons do not play a role in the
etiology of sleep-disordered breathing in PD [186]. In a small-scale in vivo [11C]
DASB SERT PET study, decreased [11C]DASB uptake in the striatum and raphe
nuclei signiﬁcantly correlated with posture and action tremor severity, but not with
resting tremor in PD patients. Motor-related circuitry such as the thalamus and
Brodmann areas 4 and 10 also appeared to play a role in the etiology of tremor in
PD [187]. A larger cohort study, using [123I]FP-CIT SPECT as a marker of striatal
dopaminergic and a proxy marker of raphe nuclei serotonergic transporter availability, however, did show association with rest tremor in PD patients. Raphe [123I]FPCIT uptake was associated with the amplitude, constancy, and severity of rest tremor
[188]. In a series of studies, Politis, Piccini, Brooks, and colleagues looked at the role
of SERT availability in the etiology of levodopa-induced dyskinesias (LID). They
showed that, in the context of striatal dopaminergic denervation ([11C]raclopride D2
receptor PET), PD patients with LID showed relative preservation of serotonergic
terminal function ([11C]DASB SERT PET) compared to PD patients without LID
[189]. Relative preservation of serotonergic terminals as PD progresses could
therefore be a risk factor for LID [190]. In the context of these observations, they
also suggested that a ratio of serotonin/dopamine transporter, as assessed in vivo
with [11C]DASB SERT and [18F]FP-CIT DAT, respectively, might be a potential
marker of LID-risk in PD [191]. Another of their studies suggested also a role for
increased [11C]DASB uptake in the globus pallidus in the etiology of LID in PD
[192]. These LID studies provide further evidence for the probable neuromodulatory
role that serotonin plays in the central nervous system [163].

Network PET Imaging of PD
Resting-State Glucose Metabolism Network PET Imaging
of PD
So far, in vivo PET imaging studies in PD were discussed in the context of the effect
of regional innervation of single or multiple, yet distinct, neurotransmitter systems
on clinical symptom presentation in PD. The brain, however, is a network of
interconnected neurons, and regional neurotransmitter innervation should be viewed
in the setting of the larger network it encompasses. An increasing number of studies
approach human brain function from this network perspective. This has utility in
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functional magnetic resonance imaging (fMRI) studies especially. Using restingstate functional connectivity fMRI and statistical techniques, a topographical network of “functional connectivity” can be deﬁned that describes statistical patterns of
dynamic interactions among regions [193, 194]. In vivo PET studies have employed
a similar statistical modeling approach in order to deﬁne topographical functional
networks by quantifying resting-state glucose metabolism with the glucose analog [
18
F]ﬂuorodeoxyglucose ([18F]FDG) PET tracer [195]. Eidelberg and colleagues
have developed the scaled subproﬁle model (SSM) method, which uses principal
component analysis (PCA) to identify regional covariance patterns in PD patients.
These patterns reﬂect the covariation of increased or decreased glucose metabolism
activity in PD patients relative to a normal population [196, 197]. As reviewed by
Peng et al., a vast body of studies by Eidelberg and colleagues have repeatedly
shown the existence of a PD-related covariance pattern (PDRP) that shows
hypermetabolism of lentiform, thalamic, cerebellar, pontine, and sensorimotor
regions, along with hypometabolism in the lateral premotor cortex, supplementary
motor area, and parieto-occipital regions [196]. Expression of the PDRP is associated with clinical symptoms of PD such as Hoehn and Yahr staging, quantitative
measures of rigidity and bradykinesia, and overall PD symptom severity
[198, 199]. Likewise, a PD-related cognitive covariance pattern (PDCP) was identiﬁed that correlated with tests of memory and executive functioning. The PDCP is
characterized by metabolic reductions in frontal and parietal association areas and
relative increases in the cerebellar vermis and dentate nuclei [200]. A full discussion
of anatomical and physiological features of the PD-related glucose metabolic networks and clinical correlates of these metabolic networks would go beyond the
scope of this chapter and has been extensively reviewed by others [e.g., 196,
201]. These in vivo [18F]FDG resting-state glucose metabolism PET study ﬁndings
emphasize, however, that the expression of PD clinical symptoms occurs in the
context of whole-brain network changes.

Cholinergic Network PET Imaging
Network imaging of the cholinergic system has been used to identify the distinct
neural networks underlying cholinergic-mediated cognitive deﬁcits in PD. As cholinergic receptors are widely expressed in the brain, nAChR and mAChR receptor
radiotracers are ideal targets to extract spatial covariance patterns of the cholinergic
network. For example, an in vivo [123I]QNB M1/M4 subtype mAChR SPECT
spatial covariance study in PD patients with dementia found relatively preserved
or even increased receptor expression in prefrontal cortex, medial frontal cortex,
orbitofrontal cortex, parietal cortex, and posterior cingulate areas with concomitant
decreases in mAChR receptor expression in basal forebrain, striatal, temporal,
insula, and anterior cingulate areas relative to control subjects [202]. In an [123I]
5IA α4β2 nAChR SPECT study in PD patients without cognitive impairment,
reduced regional [123I]5IA uptake was observed in the caudate nucleus, orbitofrontal
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cortex, and the middle temporal gyrus along with higher uptake in the putamen, the
supplementary motor area, and insular cortex compared to normal controls
[203]. The relative decreases in regional receptor expression seen in these studies
may reﬂect cholinergic neuronal loss. However, the relative increases in regional
cholinergic receptor expression can be interpreted as upregulation of the cholinergic
system, either to compensate for cholinergic system loss in other brain regions or as a
compensatory mechanism to maintain dopaminergic tone [202, 203].

Conclusions
Recent advances in PET imaging allow for speciﬁc in vivo molecular assessment of
dopaminergic and non-dopaminergic neurotransmission systems and comorbid presence of AD-type proteinopathies in PD and PDD. With the proliferation of new PET
probes, detailed assessment of individual biological determinants underlying the
heterogeneity of motor and non-motor disease manifestations in PD becomes more
viable. Furthermore, with these multiligand studies, both additive and interactive
effects of neurotransmission and AD-type proteinopathy changes on clinical symptoms of PD(D) can now be assessed. Novel network analysis approaches allow for
investigation of speciﬁc brain network changes that ultimately underlie clinical
symptom manifestation in PD. All of these PET imaging techniques are poised to
guide novel clinical trials in this ﬁeld.
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Introduction
Multiple sclerosis (MS) is an inﬂammatory and degenerative disease that affects the
brain and the spinal cord. The disease is one of the most common central nervous
system disorders, affects twice as many women as men and generally starts at the age
of 20–40 [1, 2]. The pathological hallmark seems to be myelin damage, although it is
currently unknown whether the initial damage to myelin is the result of a primary
auto-immune response (i.e. outside-in) or initially degenerates on its own due to
other factors, leading to a secondary immune response (i.e. inside-out) [3]. Symptoms due to MS can range from balance problems, paresis, autonomic dysfunction,
eye sight defects to cognitive problems in various cognitive domains. Classical MRI
ﬁndings used for diagnosis are characteristic white matter lesions that can be found
adjacent to the ventricles, juxtacortical, infratentorial and in the spinal cord. More
recently, extensive grey matter lesions, diffuse brain changes and atrophy patterns
have also been identiﬁed (see below). The disease expresses itself in three main
disease phenotypes [4]: the relapsing-remitting disease type (RR), the secondary
progressive disease type (SP) and the primary progressive disease type (PP)
(Fig. 8.1). The RR disease type is the most common, characterised by episodes
(usually days/weeks) with complaints, the relapses, alternated with periods with
normal functioning, the remissions, which can be accompanied with residual complaints, slowly rising the level of disability over time. After 10 years, 50% of RRMS
patients progress into SPMS, which is characterised by the strongly reduced amount
of relapses, with somewhat faster disease progression and a failing efﬁciency of
immunomodulatory treatment [5]. PPMS is the most uncommon disease type, which
appears similar to SPMS both in disease progression as in average age of onset,
however without a previous history of RRMS and a higher male prevalence [6]. Current treatment options strongly focus on the dampening of the immune response
[7, 8], effectively lowering the duration and amount of relapses in RRMS. Unfortunately, no treatment options have shown to be effective in reducing progression in
SPMS or PPMS, as almost all treatment options for MS target the immune response
related to relapses, both of which are less clearly involved in progressive MS. In fact,
current therapies are very much focused on traditional lesion-based measures of
tissue damage in MS, which have a poor correlation with patient outcomes and
disease progression, and do not address the other forms of structural (and functional)
brain changes. Therefore there is a strong need for new, more advanced, structural
and functional neuroimaging markers. Given the numerous types of structural
pathology that can appear in MS, we argue that related functional changes may
also strongly vary between patients, which could in turn explain the large heterogeneity in cognitive and physical disability in MS.
In the current chapter, we discuss the recent developments in structural and
functional neuroimaging in MS and how these have enhanced our understanding
of the clinico-radiological paradox (see section “Structural Imaging in Multiple
Sclerosis”) in MS. We will start with structural imaging in MS, as damage to
anatomical structure has classically been the focus in the ﬁeld (section “Structural
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Fig. 8.1 Progression of physical disability in MS phenotypes. In relapsing-remitting MS (RRMS),
disability remains relatively low and is marked by periods of exacerbations (relapses) that can
completely remit. Over time, however, some level of physical disability will accumulate. Around
half of patients suffering from RRMS will convert to secondary progressive MS (SPMS). This
disease phenotype is marked by the disappearance of relapses, but a sudden accelerated increase in
the accumulation of grey matter damage and disability. In primary progressive MS (PPMS),
physical disability accumulates steadily over time, without the presence of relapses

Imaging in Multiple Sclerosis”). We will discuss how focal lesions can be visualised
and how they are used in diagnosing MS patients. We will then highlight the clinicoradiological paradox in MS, as these lesions do not relate well to clinical symptoms,
and how studying cortical lesions, atrophy patterns and diffuse changes in normalappearing brain tissues have enhanced our understanding of the heterogeneity in
MS. Section “Functional Imaging in Multiple Sclerosis” then discusses how functional imaging studies have been essential in explaining the clinico-radiological
paradox. We highlight studies that have used either functional MRI (fMRI) or
magnetoencephalography (MEG) to study neuronal activity, functional connectivity
and functional network topology in MS. Section “Network Theory” argues how
functional metrics could be used as a bridge between structural pathology and
cognitive and clinical disability in MS, forming a more holistic view of the brain.
We close the chapter with perspectives for future studies (section “Multimodal
Imaging in MS: Integrating Structure and Function”).

174

P. Tewarie et al.

Structural Imaging in Multiple Sclerosis
A Brief History of Detecting MS Pathology
Multiple sclerosis has a long history [9]. In 1838, Jean-Martin Charcot described one
of his patients, a woman with symptoms common for MS, such as changes in eye
movements and slurred speech. When she died, he performed an autopsy and
described multiple sclerotic plaques in the woman’s brain. In the 1870’s physicians
agreed that MS was indeed a neurological disease. The disease mechanism remained
unclear, as knowledge on the immune system and neurobiology was poor. In fact,
myelin was not discovered until 1878, while the oligodendrocytes that produce it
were not discovered until 1928. In 1916 the inﬂammatory process around blood
vessels and damage to the myelin in multiple sclerosis plaques was described. In
1935 it was discovered that immune cells can induce myelin loss, by injecting
myelin into animals, creating the animal model experimental allergic encephalomyelitis (EAE). The link between the immune system and MS, and not only its animal
model, was demonstrated much later by the discovery of oligoclonal bands in the
cerebrospinal ﬂuid of MS patients in 1947. This ﬁnding, together with the formation
of the national MS society (NMSS) in the United States, sparked research into MS
like never before. The NMSS funded a panel of experts to come up with the ﬁrst
diagnostic criteria for MS in 1960, mostly based on clinical symptoms. The ﬁrst
studies looking at treatment strategies targeting the immune systems (using steroids,
interferons and glatiramer acetate), were performed in the 1970s. Then, in 1981, we
entered the era of brain imaging in MS, as the ﬁrst magnetic resonance imaging
(MRI) scan of an MS patient was performed. This era not only revolutionised the
way we see MS today [10, 11] but also drastically improved the diagnostic process
and clinical trials.

Conventional Imaging of White Matter Lesions
The classic multiple sclerosis diagnostic imaging protocol will usually contain two
types of sequences, ﬁrstly a T2-based sequence such as a dual echo sequence or
FLAIR, which is a T2 scan with suppressed CSF signal for improved contrast in
order to identify almost all white matter lesions for diagnosis, and secondly a
T1-weighted scan using contrast to classify these lesions further. The latter provides
additional information, as it is impossible to see whether or not a lesion is new, old,
mild or severely destructive using only T2 scans. Using a conventional 2D protondensity fast spin-echo sequence (left panel in Fig. 8.2), most white matter lesions
appear hyperintense, while the surrounding white matter appears dark. This strongly
facilitates the detection of MS lesions in the brain, with subsequent manual or (semi)automated delineation of total T2 lesion volume. It is also possible to see the
so-called diffusely abnormal white matter on such a standard T2 image, frequently
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Fig. 8.2 Conventional MRI imaging of white matter damage in MS. Left: So-called 2D PD/T2based MR image, which is used most commonly for diagnosis; axial slice through the top section of
the lateral ventricles, featuring the stereotypical periventricular ovoid-shaped white matter lesions.
One example is demarcated with an arrow. Middle: Axial slice through the cerebellum, showing
infratentorial white matter lesions. Right: 2D T1-based MR image used most commonly for lesion
classiﬁcation; axial slice through the ventricles showing especially destructive “black hole”
MS-lesions

observed as a slightly cloudy abnormal region, thought to possibly reﬂect the
Wallerian degeneration (“dying back”) of axons from more severely damaged
lesions [12, 13]. Once a lesion has been identiﬁed on T2, it is possible to classify
lesions further on a 2D T1-weighted spin-echo sequence (right panel in Fig. 8.2).
Using T1 imaging it is possible to see whether or not the lesion is new,
i.e. hyperintense if a contrast agent such as gadolinium is administered to the patient
[14], or especially destructive, i.e. a black hole [15], hypointense on T1. By
following T1 lesions over time, it was discovered that MS lesions are dynamic,
i.e. they appear as contrast-enhancing when they are new, but this effect wears off
when the lesion gets older and reappears in newer lesions [16]. Using this information it is also possible to determine the outcome of such a lesion, for example,
whether or not the lesion becomes a “persistent black hole” [17], which can be used
in clinical trials looking at neurodegeneration [18]. The measurement of total T1 and
T2 lesion counts and volumes has been the imaging hallmarks of most classic
placebo-controlled therapeutic trials [19], with a strong focus on preventing new,
contrast-enhancing T1 lesions [20].

Diagnostic Criteria
For a long time, multiple sclerosis was thought to be purely immune-mediated and
only characterised by focal white matter lesions. The reason for this rather limited
view was primarily due to the very limited visibility of the full scale of pathology
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using the initial MRI technology in the 1980s and 1990s, during the ﬁrst major
clinical trials. Nonetheless, imaging these white matter lesions (see Fig. 8.2) has
proven to be excellent for diagnosing MS [21]. The diagnostic criteria, which have
been revised several times, are based on the concept of dissemination of lesions in
space and time. In other words, they are based on the detection of lesions in multiple
regions of the central nervous system and an increase in lesion numbers over time. If
patients do not yet fulﬁl these criteria but do show clear clinical signs of having had
an MS-like relapse, they are characterised as having a “clinically isolated syndrome”, or CIS, which frequently later converts to so-called clinically deﬁnite MS
(CDMS), i.e. fulﬁlling the diagnostic criteria. The most recent diagnostic criteria
[22] allow for a diagnosis of MS using only one MRI scan in some RRMS patients,
using contrast-enhanced imaging to distinguish asymptomatic active (i.e. new) and
inactive (i.e. older) lesions, more easily fulﬁlling the criterion of dissemination over
time. The criterion of dissemination in space centres around the presence of more
than one lesion on a T2-weighted scan in periventricular, juxtacortical, infratentorial
and/or spinal cord regions. In 2016, the magnetic resonance imaging in multiple
sclerosis (MAGNIMS) collaborative research network published new recommendations [23]. The main changes were in the requirement for “dissemination in space”,
which now also includes optic neuritis and intra-cortical lesions. While
abovementioned criteria work relatively well for RRMS, diagnosing PPMS has
always been challenging, given the lack of relapses, focus on spinal cord pathology
and low amount of lesions in the brain. The latest criteria aim to improve this by an
even stronger focus on the spinal cord pathology, sustained disability progression
and oligoclonal bands. Using these latest criteria, most MS patients can be diagnosed
with relatively high sensitivity and speciﬁcity.

The Clinico-Radiological Paradox
Interestingly, it was soon noted that markers such as the gadolinium-enhanced
appearance of new lesions on T1-weighted MR images are strong predictors of the
occurrence of relapses [24], but not of the accumulation of disability [25]. In RRMS,
classifying T1 lesions further results in a better correlation with clinic, such as
speciﬁcally looking at black holes [26] or by adding magnetisation transfer imaging
(MTI) information, assessing the severity of damage [27]. Unfortunately, lesionbased (i.e. neuroinﬂammatory) markers still correlate rather poorly with clinic
[28, 29] especially in PPMS [30, 31], while stronger correlations are found using
more advanced (neurodegenerative) measures such as brain atrophy [32]. Similarly,
while initial studies suggested a strong relationship between white matter lesions and
cognitive dysfunction in MS [33], it was soon noted that other measures such as
brain atrophy [34] relate much more strongly to cognitive dysfunction than lesion
volumes. These ﬁndings were thus summarised as a clinico-radiological paradox in
MS [35], with some patients showing very few lesions, but a poor clinical status, and
vice versa, regardless of disease duration and severity [29]. Most studies up to that
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point in time were limited to whole-brain lesion counts and volumes. This led some
research groups to speciﬁcally study the lesion location to solve this paradox [36–
40], showing some added value of such an approach. Unfortunately, the paradox
remained, highlighting the need for more advanced imaging measures in MS looking
beyond the effects of focal white matter lesions.

Cortical Lesions
As the clinico-radiological paradox remained unsolved, the search was on for newer
ways of detecting pathology in MS, leading to the discovery of grey matter lesions,
which are regions of cortical demyelination with much less immune activity than in
the white matter [41] and poorly correlated to the number of white matter lesions
[42]. These lesions are very common in MS [43], but not frequently monitored in the
setting of a clinical trial [44]. Most of these lesions affect both the grey and white
matter (type 1, mixed lesions), although lesions also appear within the cortex (type
2), on the pial surface (type 3), or can span the entire surface of the cortex, without
affecting the white matter (type 4) [45]. The clinical relevance of cortical lesions is
quite high, with a strong history of correlations with physical disability [46–48],
cognitive dysfunction [49–53] and epilepsy [54, 55]. Interestingly, the relationship
between cortical lesions and cortical atrophy is not so clear [56, 57].The visualisation
of cortical lesions has been highly problematic on standard T2 imaging but has
improved somewhat by the application of the FLAIR sequence [58]. Using FLAIR,
more lesions are visible than on T2, especially in the deep grey matter, but most
cortical lesions are still missed [59, 60]. It is possible to also suppress the white
matter signal on top of the CSF suppression of FLAIR, thus creating a doubleinversion recovery sequence (DIR). This sequence, an example result of which is
shown in Fig. 8.3, is especially sensitive to intra-cortical lesions in MS [61],
although most, especially smaller, lesions are missed [62, 63]. The scoring of cortical
lesions on DIR can be difﬁcult, however, given the rather noisy appearance and
presence of speciﬁc artefacts, which resulted in scoring guidelines [64]. More recent
explorations into high-ﬁeld strengths have highlighted that especially cortical
lesions, and not white matter lesions, are more easily visualised at 7T [65] and that
FLAIR, and not DIR, is currently the best sequence to visualise cortical lesions at 7T
[66]. Unfortunately, even at 7T, most lesions are missed, as especially those deep
within the cortex or on the pial surface continue to be difﬁcult to visualise [67].

Basics and Limitations of Global Brain Atrophy
Even before MRI scanning was available, it was noted that neurodegenerative
processes such as atrophy are a common ﬁnding in MS brains [68]. Applying MRI
technology (see Fig. 8.3) allowed for a much more precise quantiﬁcation, frequently
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Fig. 8.3 Grey matter damage in MS. Left: 3D DIR-based MR image; axial slice, showing a lesion
in the cortex that cannot be seen on T2-based sequences. Right: 3D T1-based MR image; coronal
slice through the basal ganglia, showing extensive cortical atrophy

noting corpus callosum atrophy [69]. It was also shown that both brain [70] and
spinal cord atrophy [71–73] progresses over time, which both relate to clinical status.
Similarly, especially atrophy, and not the number of lesions, was related to cognitive
dysfunction [74–76]. The nature of brain atrophy in MS was (and still remains)
rather mysterious, as atrophy does not seem to be related to active lesions [77], can
even appear without the presence of lesions [78] but is nonetheless related to
neurodegenerative biomarkers [79] and neuro-axonal loss [80, 81]. Techniques to
measure brain atrophy have evolved considerably over the years, although it should
be noted that considerable variability between techniques remains [82, 83]. Initial
explorations of corpus callosum and ventricular atrophy [84] involved manually
delineating these structures on sagittal T1 images [85], which was also applied to
other regions of the brain [86], an extremely time-consuming process. As most
studies already used semiautomated techniques to delineate white matter lesion
volumes, subsequent atrophy studies used such a local thresholding to delineate
cortical outlines. By measuring the volume of several brain slices, combined with
manual editing, an estimate could be made of whole-brain volumes in a relatively
timely manner [87, 88]. Subsequent semiautomated techniques were able to segment
out most of the CSF [89], again showing strong correlations of whole-brain volume
with clinical scores, but not with T2 lesion volumes. During these technological
developments, the scientiﬁc community started comparing methods, highlighting the
need for normalising for head size and techniques able to reliably measure regional
volumes and discussing histopathological correlates [90]. Longitudinal techniques to
detect atrophic changes over time were then developed and applied to MS [91] and
could be applied to conventional 2D-T1 images, which enabled large datasets to be
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analysed in this way. Using such a technique, it was shown that lesion volumes and
atrophy actually contain complementary, independent, information on long-term
disability progression [92, 93]. More current sophisticated techniques, such as
voxel-based morphometry (as explored below), however, require more advanced
techniques such as so-called 3D (and not 2D) T1-weighted imaging.

Regional Atrophy: Cortex
Automated techniques have resulted in many studies investigating cortical grey
matter atrophy in MS [94, 95]. Separating grey and white matter became possible
using automated software [96–98]. Although both grey and white matter volumes
decrease over time, grey matter atrophy appears especially clinically relevant
[99]. Extensive grey matter atrophy is worst in progressive MS [100], even accelerating when converting to SPMS [101]. Speciﬁc recommendations of standardised
protocols [102–104] further aided in the detection of clinical relations. These
explorations also revealed MS-speciﬁc problems with automatic segmentation, as
white matter lesions often have a signal intensity proportional to that of grey matter
or CSF. This not only negatively inﬂuences brain volumes but also registration
pipelines. One possible solution to this issue is to ﬁll all lesions on the 3D-T1 image
[105] using, e.g. LEAP [106] with intensity levels of surrounding normal-appearing
white matter (a technique also called inpainting). Explaining grey matter atrophy in
MS has been very difﬁcult [91], especially in progressive MS. Studies in RRMS
indicate a central role for both lesional [107, 108] and normal-appearing tissue
changes [109, 110] in the development of cortical atrophy. Most recently, regional
cortical thickness estimation has become feasible in MS, showing global as well as
slightly more focal cortical thinning, related to clinical symptoms [54, 111–
116]. Using such a technique, it was also shown that most, but not all, cortical
atrophy occurs in brain regions connected to damaged white matter tracts
[117, 118]. Although it might seem that cortical atrophy occurs randomly, due to
the largely random formation of lesions [36], there is most deﬁnitely structure in
focal cortical thickness changes [119, 120], perhaps indicating a network-based
propagation of cortical atrophy in MS. These ﬁndings could indicate that although
cortical atrophy does in part occur due to white matter damage, other causes
independent of white matter lesions are also present, especially in SPMS.

Regional Atrophy: Deep Grey Matter
While it might seem obvious to especially focus on cortical grey matter, newer
techniques that are more sensitive to deep grey matter structures actually showed that
atrophy in MS often begins in the deep grey matter [121, 122]. This had not been
observed previously because most approaches that quantify atrophy rely on
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automated segmentation techniques that are relatively insensitive to deep grey matter
structures [82], whereas newer techniques apply registration-based approaches in
order to circumvent such contrast-dependent issues. Relations between deep grey
matter atrophy and white matter lesions appear stronger than for cortical atrophy,
although all forms of atrophy remain difﬁcult to explain in progressive MS
[109, 123]. Grey matter lesions, however, are less frequent in the deep grey matter
than in the cortex and perhaps contribute less to deep grey matter atrophy than white
matter pathology does [57]. Deep grey matter atrophy was previously indicated by
the frequent observations of enlargement of the third ventricle in MS [84], which
could be explained by thalamic atrophy [34], one of the strongest correlates of
cognitive dysfunction in MS [124–131]. In fact, thalamic atrophy appears to be
very important in MS [132], as it appears early on in RRMS [133], and in paediatric
MS [134]. In fact, thalamic atrophy can even occur in clinically isolated syndrome,
where it is predictive of conversion to clinically deﬁnite MS [135]. Although
virtually all deep grey matter structures show atrophic changes, the thalamus
shows the strongest clinical correlations [127, 136]. Together with the facts that
(1) cortical atrophy is much more difﬁcult to measure with current techniques and (2)
cortical atrophy appears to develop later on in the disease, the thalamus has become a
focal point of investigation in atrophy studies in MS. In fact, thalamic volume is now
even monitored in newer clinical trials [137].

Normal-Appearing Brain Tissue
As mentioned above, neurodegenerative processes such as grey matter atrophy can
occur without the presence of or connectedness to lesions, indicating that other
processes might still be at play in MS, especially in progressive MS. Researchers
have previously suggested that the so-called normal-appearing brain tissues are, in
fact, not normal at all [35, 138]. Such regions are deﬁned as not showing any focal
lesions or diffusely abnormal regions visible on T2-weighted (or FLAIR/DIR) scans.
Imaging studies, however, mostly featured relapsing-remitting MS patients, as these
form the bulk of the patient population. Post-mortem studies, interestingly, have the
reverse problem, as most patients were in the progressive phase of the disease at the
time of death. In post-mortem studies, it was noted, as also seen in conventional
imaging, that focal demyelination appears in all forms of MS. However, mainly in
progressive MS patients, a lot of diffuse inﬂammation was also observed (i.e. the
diffuse inﬁltration of inﬂammatory cells), combined with a diffuse loss of axons and
myelin in the normal-appearing white matter [42, 139]. These diffuse changes in the
normal-appearing tissues have also been observed in vivo, enabling the study of
these changes in all MS phenotypes. Using advanced, more quantitative, MRI
techniques, changes have been observed in the normal-appearing white and grey
matter using diffusion tensor imaging (DTI) [109, 140–143], T1- and
T2-relaxometry-based approaches [12, 144–146], MR spectroscopy [133, 147–
150] and MTI [151–155], to name a few. These studies highlight the mostly subtle
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changes within these tissues, which may, for instance, explain the occurrence of
brain atrophy in the absence of brain lesions in connected tracts, or without the
presence of lesions within the affected grey matter regions. In fact, although such
changes in the normal-appearing tissues are most severe close to lesions, they are
still present in regions quite remote from focal pathology [156]. In summary, these
studies show that there are many advanced (quantitative) MRI techniques that may
play an essential role in elucidating the subtle pathology in the normal-appearing
tissues [157], which appear to be a very strong structural correlate of clinical
symptoms [52]. Of these techniques especially diffusion-weighted MR imaging
(DWI) has gained attention [158], given its high sensitivity, and presence as a
commonly used clinical protocol in diagnosing neurological diseases. A more
advanced form of DWI that is commonly used in neuroscience is called diffusion
tensor imaging (DTI). The grey matter and especially the thalamus were also
highlighted in many diffusion studies, showing marked changes in diffusivity
[159], even without the presence of lesions [160], which was later related to physical
disability [123, 161, 162] and cognitive impairment [129, 163, 164]. As the thalamus
is a major hub in the brain, these results sparked an interest to study structural
networks in MS further using DTI.

Structural Networks
Although DTI has been used in many MS studies [52, 157, 165], precise voxel-wise
comparisons of white matter voxels has been problematic for many years, given the
highly variable neuroanatomy as well as effects of white matter atrophy that are
difﬁcult to deal with, limiting the interpretability of somewhat older DTI studies.
Newer approaches, such as tract-based spatial statistics (TBSS) [166], focus on the
major white matter bundles of the brain only, by linking voxels with the highest
fractional anisotropy. Although this technique is highly reliable in investigating
voxel-wise changes in diffusivity in MS, there are more sophisticated approaches
to investigate structural pathways, namely, tractography. This technique has been
applied to the healthy brain in many landmark studies, enabling scientists to study
the topology of the structural brain network in great detail [167, 168]. In MS,
tractography has also been used frequently to study tract disconnection and the
connectivity of damaged brain regions [169], for example. Structural covariance is
another structural network approach, which has also been applied in MS but is not as
sensitive to lesional pathology. This technique assesses the covariance in cortical
thickness across areas in the brain [170], based on the assumption that regions that
wire together also tend to covary in cortical volumes. The results of such approaches
will be discussed in more detail in the network section below (section “Network
Theory”). In summary, these structural brain techniques have greatly enhanced our
knowledge on MS, with more sophisticated techniques on the horizon. Bridging the
gap between brain structure and clinic, however, still requires a last step, as we will
argue below: the study of brain function in MS.
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Functional Imaging in Multiple Sclerosis
Basics and Limitations of fMRI
Brain function in MS has mainly been studied using functional MRI. This technique
is dependent on the so-called blood-oxygenation-level dependent (BOLD) response,
which is a slightly delayed and convoluted haemodynamic response aimed to
provide oxygen to regions of the brain that are active. As oxygenised and
deoxygenised haemoglobin have different magnetic properties, this can be detected
using MRI, providing a surrogate measure of brain function. Common processing
steps involved include spatial smoothing, motion correction and registration to a
common “standard” space, all of which have developed over time. Methodological
issues speciﬁc to fMRI could also be at play, however. For instance, ﬁeld strengths
have increased considerably over the years. Additionally, motion correction is
carried out in a much more stringent way as before [171, 172], which is known to
impact connectivity values greatly, as higher residual motion in the data can induce
false-positive increases in connectivity. To complicate matters further, false positives could also be the result of smoothing the data. Together, it is currently not clear
how to optimally set these parameters for different scanner types/magnetic ﬁelds
[171]. As multiple sclerosis features astrocyte dysfunction [173–175], this disease
process may also inﬂuence fMRI measurements. Astrocytes are essential for the
normal haemodynamic response [176–179], since astrocyte activity induces changes
in arterial volumes involved in the BOLD response [177, 179]. The BOLD response
is therefore of mixed origin; it is an indirect reﬂection of vascular, neuronal and
astrocyte dynamics [180, 181]. In MS, astrocyte damage within and surrounding
lesions may therefore lead to altered patterns of BOLD responses in the vicinity of
these lesions that are not necessarily of neuronal origin. These astrocyte-induced
BOLD responses could affect connectivity estimates. These effects are likely not
able to induce connectivity itself, but it might blur correlated patterns of activities,
which therefore might to erroneous conclusions of decreased connectivity in MS.

Functional Reorganisation
The ﬁrst activation studies in MS using fMRI have mainly looked at activation
patterns during the paced auditory serial addition test (PASAT), which is a test
measuring information processing speed, one of the ﬁrst affected cognitive domains
in MS. A consistent ﬁnding was that frontal activation in cognitively preserved MS
patients was stronger than in cognitive impaired patients [182–184]. The same kind
of hyperactivation in preserved patients was then also observed during other tasks,
such as during the well-known N-back task in the dorsolateral prefrontal cortex
[185], or during an episodic memory task in the hippocampus [186].
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Most of these studies have been conducted with task-based fMRI paradigms
[187, 188], which collectively led to the rather controversial functional
reorganisation concept [189], based on the hypothesis that increased brain function
in cognitively preserved patients or in patients in the early stage of the disease was a
compensatory mechanism to maintain (semi-)optimal cognitive performance. This
concept initially included any form of increased brain function, i.e. both activation
and connectivity, based on the observation of increased connectivity in clinically
isolated syndrome CIS [190] and decreased connectivity in progressive MS
[191]. Such functional connectivity is generally calculated using relatively simple
correlation coefﬁcients in fMRI, although directed (or effective) connectivity
approaches are also possible using more sophisticated statistical models between
regions of interest. Interestingly, the connectivity ﬁndings were not as consistent as
the activation studies. For instance, connectivity of the dorsolateral prefrontal and
medial frontal cortices was found to be reduced during an N-back study in patients
that scored normally on the N-back task [192], while others have found increased
connectivity in impaired patients between the dorsolateral prefrontal cortex and
medial frontal cortices during the Go/No Go task, [193]. Differences in functional
connectivity between patients and controls during the PASAT task have also been
studied frequently, showing both increases and decreases in MS [194, 195]. In
summary, these traditional approaches studying speciﬁc brain regions have been
rather problematic in the context of functional reorganisation.

Resting-State Networks
Over the years, there has been a shift in methodology towards whole-brain
approaches studying the so-called resting-state networks obtained with independent
component analysis (ICA), as the ﬁeld moved from task-based paradigms towards
resting-state imaging [196]. One of the reasons for this shift is the idea that taskbased connectivity restricts the analysis to a priori deﬁned regions, such that other
adaptive changes in the MS brain are potentially missed [197]. A number of studies
using the popular ICA-based approach followed and observed connectivity change
in several subnetworks [198–203]. Especially the default mode network (DMN)
received attention in this context as it is especially active during rest, and because
regions within this network are known to lie very central in the whole brain, and
therefore likely also the most sensitive to network damage [204, 205]. Unfortunately,
results on default mode network connectivity appeared to be just as contradictive to
the concept of functional reorganisation. For instance, decreased DMN connectivity
was related to cognitive dysfunction (i.e. in line with the functional reorganisation
concept) [199, 200, 206]) but so was increased connectivity [203, 207]. Such processes were also observed in paediatric MS [208].
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Fig. 8.4 The hypothesis that the relationship between functional connectivity and clinical and
cognitive status may follow an inverted U-curve. Too weak connectivity (on the left) may lead to a
loss of cognitive (physical) ability. Likewise connections that are too strong may also lead to loss of
cognitive (physical) ability

Use It and/or Lose It
These ﬁndings thus far seemed to indicate that any change in connectivity could be
related to poorer patient outcomes, i.e. forming an inverted U-curve (see Fig. 8.4),
although it remains unclear why some patients would display increases and others
decreases. This means that there is an optimal range for connectivity to uphold
cognitive functioning and that any shift from this optimum might induce clinicocognitive decline. So in terms of expressions frequently used in neuroscience [209],
these changes appear to be a combination of the “use it and lose it” and “use it or lose
it” principles, which were formerly regarded as mutually exclusive. This can be
understood by examining our hypothesis in Fig. 8.4. On the extreme left, there is
decreased connectivity that leads to cognitive and clinical dysfunction (“use it or lose
it”), in line with the functional reorganisation hypothesis. Likewise, however, on the
extreme right, there is an increase in connectivity which also leads to cognitive and
clinical dysfunction (“use it and lose it”); see [210] for a modelling study that
explains this. The maximum in between these extremes corresponds to the functional
connectivity range that upholds optimal cognitive and clinical status. Unfortunately,
the curve shape and position of the peak may be dependent on the region or
connections of interest. It is argued that a combination of (i) sufﬁcient intact tissue,
(ii) degeneracy (i.e. other systems take over) and (iii) increased activation in
unaffected areas (compensation) may be means in the brain to uphold cognitive
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and clinical status [197]. Therefore, mechanism (iii) may inﬂuence the working point
for our inverted U-curve: if there is a disease-induced shift towards the left of the
curve, then increased activation or connectivity may bring it back to the optimum.

Basics and Limitations of MEG
Abovementioned methodological considerations on fMRI has led to a search for
more direct methods to measure brain function to study MS, such as magnetoencephalography (MEG). MEG has the advantage of measuring neuronal activity
directly [211, 212], without the delay, mixed and convolved nature of the BOLD
response that is seen with fMRI. It has a much higher temporal resolution but
varying spatial resolution. Compared to fMRI, it is less sensitive for measuring
activity from deeper (grey matter) structures such as the thalamus. MEG measures
ﬂuctuating magnetic ﬁelds originated from the brain, using special sensors that are
sensitive to very small ﬂuctuations in magnetic ﬁelds. These magnetic ﬁelds mainly
originate from currents induced by postsynaptic potentials. The strength of the
magnetic ﬁeld induced by these (mainly pyramidal) currents falls off with 1/r2,
where r is the distance from the source to the sensor. In contrast, action potentials are
far shorter events and fall off with 1/r3, which therefore contribute signiﬁcantly less
to MEG signals (but see [213]). Unlike electric ﬁelds such as measured with EEG,
magnetic ﬁelds are almost not distorted by the tissues surrounding the brain, such as
the cerebral spinal ﬂuid, skull and scalp and do not require a reference. Currently, the
most used MEG systems contain on the order of several hundred sensors. Activity is
generally quantiﬁed by the power within a frequency range. Power is usually
quantiﬁed by the absolute value of the fast Fourier transform of a signal. Classical
EEG frequency ranges are typically considered: delta (0.5–4 Hz), theta (4–8 Hz),
alpha1 (8–10 Hz), alpha2 (10–13 Hz), beta (13–30 Hz) and gamma (30–48 Hz),
although the deﬁnition for gamma may vary and may include much higher frequencies. A peak (peak frequency) in the power spectrum can usually be observed in the
alpha range. The different frequency bands correspond to different computational
roles in the brain, where higher frequency bands (e.g. gamma band) are more
involved in bottom-up processing and lower frequency bands (especially alpha)
are involved in top-down modulation of activity [214]. Unfortunately there is still
a low availability of MEG scanners throughout the world, and the technology is now
rapidly improving. Signiﬁcant considerations also include the inverse problem and
ﬁeld spread effects (see below).

Source Reconstruction with MEG
Whereas in the early days of MEG, the analysis was limited to the locations of
individual sensors, modern approaches often project to “source space”,
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i.e. estimation of the location, orientation and strength of the original neuronal
currents underlying the recorded magnetic ﬁelds using the information of all sensors
[215, 216]. The location of the sources can also be deﬁned by a predeﬁned grid
covering the cortical areas of the brain, where the challenge is to adequately sample
anatomical space. One important ingredient for source reconstruction is an accurate
head model to calculate the lead ﬁelds, which is usually based on the outline of the
scalp segmented from a subject’s co-registered MRI. Lead ﬁelds are deﬁned as the
magnetic ﬁeld that would be measured if there was a unit current at a particular
location (with a given orientation). Unfortunately, there is no unique solution for
source reconstruction (an inverse problem). There are several reasons for attempting
to solve the inverse problem: (i) it allows for the interpretation of the functional
information in an anatomical context of, e.g. an atlas [218], which enables multimodal studies; (ii) it increases the signal-to-noise ratio [217]; and (iii) it reduces ﬁeld
spread/mixing (see below) between signals, although it does not completely abolish
it [218, 219]. In order to be able derive a unique solution, a priori assumptions about
the neuronal activity need to be made, and this is where the various source reconstruction approaches differ [216, 220]. An accepted popular source reconstruction
approach is beamforming, a spatial ﬁltering approach that reconstructs the neuronal
time series for a particular location on the basis of the weighted sum of sensor space
time series. These beamformer weights are determined by the lead ﬁelds and the data
covariance of the sensor space time series and are computed such that all activity for
the target location is reconstructed while minimising the inﬂuence of other sources of
activity (i.e. including noise) [221, 222]. The main assumption behind the
beamformer approach is that spatially distinct neuronal sources are linearly independent [216]. Lastly, not only the location and strength but also the orientation of
the sources has to be estimated. This can be achieved by performing a search for the
orientation that optimises the normalised beamformer output, or alternatively by an
eigendecomposition to determine the optimum source orientation [219].

Connectivity Measures in MEG
Functional connectivity measures in MEG are more complicated than in fMRI, given
the richer information in MEG time courses. Furthermore, MEG measures have to
deal with signal leakage and source spread (see below). One can roughly divide
MEG measures into phase synchronisation, generalised synchronisation, envelope/
amplitude correlations, mutual information and coherence. Every type of functional
connectivity metric has its advantages and disadvantages in terms of required signalto-noise ratio, sensitivity for genuine connections, bias or computational efﬁciency.
However, probably the most important requirement for MEG/EEG data is that a
functional connectivity metric should discard spurious connections that are due to
ﬁeld spread. Field spread is the phenomenon where the magnetic ﬁeld from one
source is picked up by many sensors with zero delay. This can then lead to spurious
functional connections between sensors. Although the effect of ﬁeld spread is
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reduced by source reconstruction, it is not completely resolved in source space [219],
where it is often referred to as signal leakage. An in-depth explanation of these
metrics can be found in the following review papers [223, 224], and here we restrict
ourselves to a brief explanation on phase synchronisation, as this is most commonly
used in MEG data. Phase synchronisation refers to the phenomenon where oscillators display stable phase relationships when they are weakly coupled. Weak coupling implies that there is an interaction between the phases of the two systems
without causing the amplitudes to become identical. Phase is deﬁned as “the
fractional part of a period through which an oscillating signal has moved, as
measured at any point in time from an arbitrary time origin” [225]. A popular used
measure of phase synchronisation in MEG-based studies in MS is the phase lag
index (PLI) [226], which is a measure that captures the asymmetry of the phase
difference distribution and is relatively insensitive to leakage, although alternative
approaches exist that aim to reduce the effects of signal leakage [227]. Another
metric used in MEG-based studies in MS is the synchronisation likelihood, which is
a measure for generalised synchronisation [228]. Generalised synchronisation refers
to the phenomenon where the state of a response system A is considered as a
function of the state of driving system B [228].

MEG Power Studies in MS
Before we will describe studies that have looked at changes in connectivity in MS,
we will ﬁrst describe results obtained with power analysis, because they were the
oldest MEG studies in MS. The ﬁrst study using MEG in MS dates back to 1992,
when an elementary MEG system with 24 sensors was used to analyse somatosensory responses in MS patients and healthy controls [229], showing abnormally large
amplitude responses, followed by a study showing focal slowing of brain activity
around lesions [230]. EEG was subsequently explored in MS [231]. The ﬁrst wholehead resting-state MEG study in RRMS was small (N ¼ 10) and showed no changes
in power [232], while a later, larger, source-space study [233] revealed slowing of
rhythmic activity in early MS. Power in the alpha1 band was increased, while power
in the alpha2 band was decreased. Peak frequency was lower in the patient group
than in the control group, and this disease-induced effect was positively associated
with information processing speed in MS patients, which is commonly impaired in
MS. Interestingly, it is known that these electrophysiological parameters signiﬁcantly correlate to white matter integrity in the healthy brain [234, 235], and
therefore might mediate between structural damage to the white matter and clinical
and cognitive problems in MS.
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MEG Connectivity Studies in MS
The ﬁrst study that also looked at MEG changes in functional connectivity in RRMS
was the earlier mentioned smaller MEG study that also studied power, which
showed a signiﬁcant disease effect [232] on reduced interhemispheric connectivity
in the alpha band (8–13 Hz) using coherence, which did not relate to clinical scores.
In a subsequent study [236], it was hypothesised that sensorimotor deﬁcits would be
captured by decreases in connectivity between sensorimotor areas in RRMS. This
study indeed showed that sensorimotor areas showed reduced functional connectivity in the patients, although no such association with disease status was found,
possibly due to a rather homogeneous and small patient sample. In the ﬁrst larger
study, alterations in connectivity in several frequency bands were seen in early
RRMS compared to controls [237], using the synchronisation likelihood metric.
Speciﬁcally, this study showed lower connectivity in the alpha2 band and higher
connectivity in the theta, alpha1 and beta band, which correlated with cognitive
performance. These ﬁrst few results from sensor-level MEG studies were promising
and showed the potential of MEG in MS to electrophysiological abnormalities. It
should be noted that the results from these studies should be interpreted with care
since the metrics that were used varied greatly, were all sensitive to ﬁeld spread, and
analyses were performed at the sensor level. All subsequent MEG studies that we
describe below, however, were performed in source space and used PLI to estimate
functional connectivity. The ﬁrst source-space connectivity study revealed lower
functional connectivity in the alpha2 band and higher connectivity in the beta band
in early RRMS patients compared to healthy controls [238]. These disease-induced
effects in connectivity were stronger for literature-based resting-state subnetworks
than for whole-brain connectivity patterns. Increased connectivity in the DMN was
found in MS patients in the beta band, which correlated negatively with cognitive
and motor performance. Therefore, these results suggested that a speciﬁc subset of
connections or regions might be more sensitive or important in clinical deterioration,
although only early RRMS patients were studied. Two larger MS studies, one with a
relatively short disease duration (N ¼ 86) and the other with a long disease duration
(N ¼ 102) conﬁrmed, in particular, the lower functional connectivity in the alpha2
band at the whole-brain level [239, 240], which could mean that it is a general
disease effect that occurs early, although this is still unclear. The MEG study in the
long disease duration cohort also found higher connectivity in the delta and theta
band, which was related to correlated patterns of atrophic brain regions [240]. Given
the low number of studies, performed at only a few sites, however, it would be
beneﬁcial for the ﬁeld if these MEG connectivity ﬁndings could be reproduced by
other MEG centres.
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Network Theory
Basics and Limitations of Network Analysis
The last decade has seen an incredible amount of research on functional networks in
the healthy brain or in neurological and psychiatric disorders [241, 242]. The neuroimaging ﬁeld is increasingly aware that tools and methods from basic network
science are helpful in elucidating and understanding brain functioning from a
network point of view. Whereas functional connectivity refers to the strength of
the connections between brain regions, functional network topology corresponds to
the set (or pattern) of connections (links) between regions (nodes) in the brain.
Therefore, functional connectivity and functional networks can provide distinct
information about the characteristics of the underlying system. However, the
observed network topology depends on the analysis steps executed before reconstruction of the network, including functional connectivity estimation [243]. Therefore, if spurious connections (e.g. due to ﬁeld spread) are included in reconstruction
of the network, all subsequently calculated topological measures may be misleading
and may lead to erroneous conclusions. Networks can be analysed using tools from
graph theory. To construct a graph, the sensors/brain regions are depicted as nodes
and the anatomical or functional connections as links. In the ﬁeld of basic network
theory, the term “graph” generally refers to a small-scale system and “network” to a
large-scale system. For a graph, the general convention is to use the words vertices
and edges instead of nodes and links. An unweighted network is reconstructed by
applying a threshold to select the strongest connections in the brain and setting these
to one, and the remaining connections to zero (i.e. a binary matrix is created), while a
weighted network is obtained by usually considering all connections, including their
strength (or link weight). Since the brain can be classiﬁed as a large-scale system, we
use the “network” description in the remaining of the chapter.

Small-World and Scale-Free Networks
A thorough explanation of different measures that characterise network topology can
be found in [242, 244], and see also Fig. 8.5. Brieﬂy, the most basic measures are
related to the concepts of segregation and integration. While segregation enables
brain regions to evaluate information locally, integration enables the brain to merge
information from, for example, different sensory areas, e.g. visual and auditory
areas. A balance between segregation and integration is believed to be crucial to
allow for efﬁcient communication between brain regions and at the same time comes
along with relatively low economical costs [245]. Several measures for segregation
have been used in the ﬁeld, ranging from a completely local level, such as the
clustering (are a node’s neighbouring nodes also each other’s neighbours), to the
level of subnetworks, i.e. modules (a set of nodes that show a more dense pattern of
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Fig. 8.5 Conventional and MST networks. Panel A illustrates the basic features of networks.
Networks consist of nodes that are connected through links. The number of connections (links) of a
node is called degree. The clustering coefﬁcient of a node is the fraction of its neighbours that are
also connected to each other. Path length corresponds to a route between any two nodes. The
longest shortest path length in an MST network is called the diameter. Another characteristic of a
MST is the number of leaf nodes, nodes with a degree of one. Panel B shows how the topologies of
conventional networks are related to MST networks. An MST of a regular network corresponds to a
path, whereas an MST of a scale-free network corresponds to a star network. Rewiring refers to
swapping edges in a network randomly with a probability of p. The optimal MST conﬁguration for
the brain is likely to be somewhere between the two extremes (path and a star), such that there is
network efﬁciency without the overload of hub nodes in the network. (This ﬁgure is based on
Figure 9 in [251])

connections within this set than with nodes outside of this set). Popular measures for
integration are the average characteristic path length (or global efﬁciency, which is
its inverse). The characteristic path length is the length of the route between any two
nodes that is minimised in terms of link weights (weighted networks) or number of
links (unweighted networks). Based on clustering and path length, three network
types can be identiﬁed: (i) regular networks, (ii) small-world networks, and (iii)
random networks [246]. Regular networks are networks with high clustering and
high path lengths, i.e. networks characterised by segregation, but with a lack of
integration between clusters. Random networks are characterised by low clustering
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and low path length and thus characterised by integration but a lack of segregation.
Lastly, small-world networks are characterised by high clustering and low path
lengths, i.e. networks that are characterised by both segregation and integration.
Another feature of networks is the importance of each node in the network, also
called “hubness”. Some nodes in the network can be considered more central than
other nodes in the network, due to, e.g. their ubiquitous connections (high degree,
where the degree indicates the number (or total weight) of connections to a node),
due to the disproportional amount of trafﬁc that trespasses these nodes (betweenness
centrality) or due to the amount of connections to a node and also incorporating the
connections to the neighbours of this node (eigenvector centrality (EC)). Networks
for which the degree distribution can be described by a power law are also known as
scale-free networks [247]. Functional brain networks have both small-world properties and scale-free properties, though both models cannot fully account for the
network topology observed in brain networks as scale-free networks lack clustering
and modularity while small-world networks lack modularity and hubness.
The realisation that the brain can be considered a complex network, and the
availability of easy-to-use software tools, has led to extensive application of network
analysis to neuroimaging data. The downside of this development is that this has
unfortunately led to more confusion, rather than clarity, in the ﬁeld. Many graph
theoretical ﬁndings using these classical measures are contradictory, as has, for
example, been shown in reviews of network studies in Alzheimer’s disease and
epilepsy [248, 249]. An important reason for these contradictory ﬁndings is that the
observed network topology depends strongly on methodological choices [250], such
as the number of nodes and links to include in the network, that is, the network size
and density [243]. Therefore, for unweighted networks, different choices for the
threshold might lead to entirely different inferences on network topology. For
example, a threshold based on link weights may lead to different densities for
networks for MS patients compared to healthy controls, simply because the groups
differ in functional connectivity. Thus, observed group differences in network
measures may not be due to differences in network topology but purely due to a
difference in density. Usage of weighted networks does not solve the problem either,
since measures computed on weighted networks depend on the average strength of
connectivity, and differences in signal-to-noise between groups can lead to spurious
results [251]. To correct for these biases, there is a tendency to normalise computed
metrics with values obtained from appropriate surrogate networks. Unfortunately,
this does not always solve the inﬂuence of the aforementioned biases and may even
exaggerate them [243].

Minimum Spanning Tree
An approach that is able to avoid these methodological biases is the construction of
the so-called minimum spanning tree. The minimum spanning tree (MST) is a
subnetwork of the original weighted network that does not contain loops or cycles,
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but which does includes all nodes, and is unique for a given unique set of link
weights. For any network one can extract a number of acyclic subnetworks (trees),
but the MST is the one tree in which the sum of the link weight is minimised. Note
that for functional and structural networks, we are interested in the strongest links;
hence the inverse of the link weights are used as input for the MST algorithm. If the
underlying network can be considered as a transportation network and if there is
strong variability in link weights, then the MST forms the backbone of the underlying network over which most of the trafﬁc ﬂows [252]. Unfortunately, this last
condition is not always met for brain networks [253]. Also note that the MST is a
special case of a tree network among the union of shortest path trees, with the MST
being the sparsest conﬁguration among the union [253]. A denser network can be
obtained by considering higher-order conﬁgurations, which can also be used to
characterise brain networks, although with the necessity of a user-deﬁned parameter.
For now, we consider the MST, since this has mostly been used in MS studies. Just
as for the original network, the MST can be characterised by topological measures.
These include the diameter, leaf fraction, node degree and degree divergence. The
diameter is the longest shortest path in the network [251]. Leaf fraction is computed
as the number of nodes with a degree of one, divided by network size. Lastly, the
degree divergence is related to synchronisation properties of the network and is a
measure related to the width of the degree distribution (hubness). These MST
measures capture the information of the underlying network and are related to
conventional measures computed on the original networks [251]. The two extreme
conﬁgurations of the MST are the path (MST equivalent of a regular network) and
the star (MST equivalent of a scale-free network) (see Fig. 8.5). The tree equivalent
of the well-known conventional random- and small-world conﬁgurations can be
found in between these two extrema.

Functional Network Topology in MS
The ﬁrst study on functional network topology in MS computed conventional graph
metrics based on an unweighted network obtained from fMRI BOLD time courses
[254]. Normalised versions of the clustering coefﬁcient and path length were
calculated in a group of 30 MS patients, who were mostly diagnosed with RRMS
and some with SPMS. MS patients were mildly disabled. Results showed no
signiﬁcant difference with respect to the normalised clustering coefﬁcient, but the
normalised path length was signiﬁcantly higher in MS patients for both males and
females, indicating a less efﬁcient network in MS patients or in other words, a shift
towards a more regular topology. The second graph theoretical study in MS used
MEG instead of fMRI [237]. The same authors computed conventional graph
measures on weighted networks, where connections were estimated using synchronisation likelihood, in a cohort of 34 RRMS patients with relatively short disease
duration. Results showed higher normalised clustering coefﬁcient and path lengths
in MS patients in the alpha1 band, where the former was found to be negatively
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associated with cognitive performance. Another fMRI study supported the notion
that functional networks are shifted towards regular network topology in MS, i.e. the
authors found a higher path length in unweighted networks in MS patients
[255]. However, results from this study come with a difﬁculty in interpretation
since the clustering coefﬁcient in the same group was lower in MS patients, which
is suggestive of a shift towards a more random network topology. Two recent MEG
studies, making use of relatively large patient cohorts, computed in addition to MST
measures (see below) also conventional graph metrics on weighted networks
[239, 240]. Both these studies, with patients with relatively short and long disease
duration, found lower normalised clustering and path lengths in MS patients in
especially the alpha2 band but also in other frequency bands [239]. The discrepancy
with the previous MEG literature could be related to the fact that in the latter studies,
the PLI was used to estimate connections, a metric that is insensitive to ﬁeld spread,
whereas generalised synchronisation used in the former study is sensitive to ﬁeld
spread, which might, in particular, induce spurious clustering. Furthermore, the link
weights will have inﬂuenced the aforementioned results indirectly, and therefore
topology and mean connectivity effects are likely to be mixed within these results.
Other network studies in MS have also analysed other properties of functional
networks, such as subnetworks (modularity) or hubness. In a standard PASAT task
during fMRI acquisition, modularity was assessed in a group of 16 early MS patients
[256]. Higher modularity was observed in MS patients compared to healthy subjects,
which was associated with cognitive dysfunction (deﬁned here performance during
the task). Higher modularity was also related to white matter lesion load, which
suggests that damage to white matter tracts may result in a splitting of the network in
more segregate components. Two studies that have analysed hubness in terms of
eigenvector centrality (EC) have conﬁrmed each other’s ﬁndings. An MEG study in
a group of 34 RRMS patients showed that EC was higher in MS patients over
parietal regions in the theta band compared to healthy controls [257]. The alpha2 and
beta band showed lower EC over temporal regions, whereas the gamma band
showed lower EC over parietal regions in MS patients. However, these analyses
were performed in sensor space and employed the synchronisation likelihood metric
that is sensitive to ﬁeld spread, warranting some caution. An fMRI study investigated many more subjects from this same cohort [258], and found lower EC values
in the occipito-parieto-temporal areas making up the ventral stream, in line with the
alpha2, beta and gamma band results from the MEG study, and higher EC values for
the thalami and posterior cingulate cortices. The latter was not found in the MEG
study, nor was the equivalent of the increased theta parietal EC found in fMRI,
which is surprising given that this frequency band is more likely to contribute to
fMRI networks than the gamma band [259]. This could be due to the basic difference
between fMRI and MEG or other aspects such as the possible inclusion of white
matter voxels as nodes in the fMRI study. Additionally, since the eigenvector is
normalised between one and zero, a genuine increase in hubness in speciﬁc regions
is by deﬁnition accompanied with an artiﬁcial decrease in hubness elsewhere,
although the latter is probably a more diffuse effect. Despite the fact that the hubness
results were obtained with somewhat suboptimal approaches in the previously
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mentioned studies, they did correlate to cognitive dysfunction, making it worthwhile
to investigate hubness in MS using these and other hub metrics in future studies.
Given the methodological hurdles with conventional network analyses, recent
MEG studies have used the MST approach to study network alterations in MS. The
ﬁrst MST study in MS [260] showed that in 21 early RRMS patients, there was a
shift towards a more path-like topology in especially the alpha2 band. This shift was
characterised by a lower leaf fraction, larger diameter and lower degree divergence.
Functional networks in relatively early MS patients thus become less efﬁcient
compared to those in healthy subjects, as any path between two nodes is longer for
MS patients, which related to cognitive performance. Importantly, this shift in
functional network topology towards a more path-like topology has been reproduced
by two other studies with relative large sample sizes [239, 240], where one study also
conﬁrmed the relationship between the shift towards a path-like network and worse
cognitive performance. MS patients that were included in these two studies had a
relatively short disease duration and long disease duration, respectively. Therefore,
for both short and long disease duration, networks in MS are less efﬁcient. Note that
the degree divergence was also found to be lower in all three MST studies, which
indeed indicates a loss of hubness of nodes in the network. Longitudinal studies are
required to analyse whether network efﬁciency worsens over time, or whether this
stays stable.

Multimodal Imaging in MS: Integrating Structure
and Function
The previous sections have highlighted the importance of functional disruption of
activity, connectivity and topology in MS. The general network ﬁnding is that MS
networks are characterised by a loss of efﬁciency and changes in hubness. These
network alterations were associated with clinical and cognitive status. However,
both structural damage and functional changes have been shown to relate with
cognitive and physical problems in MS. Given the complex structural pathology in
MS, it may be important to investigate if functional networks can form a bridge in
the clinico-radiological paradox, in order to understand how structural pathology
eventually may lead to clinical and cognitive dysfunction. Treating structural and
functional damage in relation to each other could also help to elucidate if altered
patterns of functional connectivity and network topology are induced by structural
pathology or whether these disease-induced connectivity patterns are adaptive to
uphold (sub)-optimal cognition. It can be argued that any structural damage of
clinical signiﬁcance (based on lesions, normal-appearing tissue changes and atrophy) should impact brain function as well. Therefore, functional disruption in MS
might be an “integrator” of the different types of structural pathology in
MS. Likewise, treating structure and function together might also give hints how
functional damage may induce or aggravate structural pathology. There may even be

8 Structural and Functional Neuroimaging in Multiple Sclerosis: From. . .

195

a circular causality between the two, which has not been explored yet in MS. In order
to assess causality, there is a pressing need for (multimodal) longitudinal studies
combined with biophysical models in which such a causal claim can be tested.
The simplest way to relate structure to function in MS is to correlate lesion load
with functional activation or connectivity. This has been done in several fMRI
studies, which show that reduced connectivity may correlate to lesion load
[198, 200, 255], but not always. It seems logical that white matter lesions disrupt
structural connections between two nodes and therefore, affect functional connectivity as well. Unfortunately, this relationship between lesion load or lesion probability maps and functional connectivity has not yet been studied in great depth. This
also holds for the relationship between other types of structural pathology and
functional connectivity. Some studies have analysed the relationship between functional connectivity quantiﬁed with fMRI and white matter integrity
[203, 261]. These studies showed that diffuse damage to white matter tracts is
associated with lower functional connectivity between regions, which can occur
for tracts and functional connections that are nonoverlapping. These preliminary
studies therefore suggest that reduced connectivity might be an adverse effect
induced by structural pathology, although deﬁnitive causal claims are impossible
in such cross-sectional studies using correlative assessments.

Advancing Structural-Functional Concepts in MS
The real challenge in the ﬁeld is to use more sophisticated ways to understand how
structural and functional networks in MS are interrelated and how continued damage
to either structural or functional networks may alter this relationship or how damage
might lead to inefﬁciency of the functional network. The need to understand the
relationship between structure and function in terms of networks is brought on by the
observations that focal structural pathology can have global impact on a functional
network. An example is the thalamus, which (as mentioned above) is one of the ﬁrst
brain structures to be hit with atrophic and microstructural changes in MS, in a
landscape of random white matter damage. Using functional MRI, DTI and atrophy
measures, a recent paper showed that functional connectivity increases only appear
in more severely cognitively impaired MS patients. Interestingly, atrophy and
diffusion changes already appeared in cognitively preserved or mildly impaired
patient groups, indicating that a certain threshold of structural pathology has to be
reached before functional network changes appear [130]. The consequence of such
functional changes is still unclear, although it might be considered that these network
changes may inﬂuence atrophy itself. In a multimodal fMR/MEG study, thalamic
atrophy was shown to be related to a shift towards a less efﬁcient conﬁguration of the
cortical functional network [239], highlighting that a rather focal and distant anatomical change is associated with diffuse functional changes within the cortex. The
cortical network was also analysed in another multimodal imaging study in
MS. Here, the relationship between structural covariance networks and functional
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networks with MEG was analysed [240]. It was shown that functional connection
strengths in the theta band were correlated to covariation in thickness in MS patients.
This relationship was not found for raw thickness itself, indicating that atrophy only
has an effect on connectivity when there is also atrophy in another covarying region
or the reverse, i.e. that atrophy is worsened by functional connections between
structurally connected regions. Such a network-based propagation of atrophy was
also indicated in a recent structural study in MS [120].
New insights in the relationship between structural and functional networks in
MS could be gained from recent theory on this relationship in the healthy brain
[262, 263]. It has been shown that there is a mapping between structural and
functional brain networks, where the latter was based on both fMRI and MEG.
The neurobiological interpretation of this mapping is that a functional connection
between two regions is shaped by all possible walks in the structural network
between these two regions. A walk is any path between two regions, which can
also include loops. The contribution of the walks to a functional connection fell off
with increasing number of included links (i.e. longer paths). Furthermore, fMRIbased functional networks were relatively more shaped by shorter walks in the
structural network, whereas for MEG-based functional networks, this dominance
for shorter walks was less dominant. The importance of this framework is that it
could help to elucidate how white matter damage at the structural level might impact
the functional networks. A lesion, for example, may cause disruption in the efﬁcient
shorter walks, which would therefore result that functional connections are more
likely to be shaped by longer walks in the structural network, which could potentially
explain the less efﬁcient functional networks observed in MS. With this same
structural to functional network mapping framework, the relationship between
diffuse white matter damage and functional networks can be analysed. Hypotheses
such as propagation of network damage throughout the network in terms of
structural-functional networks can be analysed as well [263], which may be an
important future topic in MS.
Apart from the structural to functional network relationships, multimodal studies
in MS may also proﬁt from advances in neuroimaging network methodology. Most
of the network and connectivity studies in MS have either been conducted with fMRI
or MEG. A lack of theory has prevented generalisation or interpretation of results
between these modalities. Recent work in the neuroimaging ﬁeld however points out
that cortical fMRI networks can be predicted by MEG networks from the same
subjects [259]. It seems that fMRI networks are a reﬂection of MEG networks
obtained from multiple frequencies and from linear and non-linear neuronal interactions. In other words, a haemodynamic connection between two brain regions is a
reﬂection of their direct neuronal connectivity (linear), but also a reﬂection of the
overlap in connectivity proﬁles of these two brain regions (non-linear), i.e. shared
connectivity. The non-linear component also extends to cross-frequency interactions. This mathematical understanding between MEG and fMRI networks may
explain why a recent study found altered connectivity with MEG, and at the same
time, a lack of cortical connectivity changes with fMRI [239]. Since the MEG
connectivity ﬁndings were limited to a few frequency bands, the mathematical
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model informs us that the contribution of the other frequency bands (with
non-signiﬁcant results) might therefore blur any group differences at the
haemodynamic level. Future neuroimaging studies will need to go beyond the
relationship between fMRI and MEG networks at the connectivity level, such that
network topology ﬁndings between the two modalities can be understood as well.

Future Perspectives
As mentioned in the ﬁrst sections of this chapter, the clinico-radiological paradox in
MS has driven the ﬁeld to study the MS brain in a holistic, translational and
multimodal approach. This approach has led to an expanding body of work, which
has greatly enhanced our understanding of the brain and the disease, but also raised
many additional questions. An important objective in the MS ﬁeld is to understand
the interrelationship between several types of functional and structural pathology.
An understanding of the entire system could eventually lead to the identiﬁcation of
the “weak links” in the chain of pathological processes that may form objective
measures for cognitive and clinical problems. But as stated earlier, before we can
obtain a meaningful objective measure, we need to understand the pathophysiological processes at a systems level. The perspectives for such an objective measure for
clinical and cognitive status would be very signiﬁcant, as it could also help to judge
treatment response in an individual patient. Furthermore, if one understands the
dynamics of a system, one might also make better predictions about how the system
will behave in the near future, and therefore it could help to give an individualised
prognosis. So far, it seems that the heterogeneity within and between structural
pathology, in the forms of focal lesions, diffuse changes and atrophy, leads to varied
patterns of changes in brain function and network topology, which then results in
clinico-cognitive decline. Such causal links, however, must be studied in a longitudinal setting in the future. Such studies could provide key explanations on clinical
progression, cognitive deterioration and conversion to a progressive phenotype.
However, to understand the dynamics of the disease, we presumably also have to
understand the dynamics of functional networks itself. Dynamics of functional
networks in the healthy brain is increasingly being studied in the neuroimaging
community [264] and allows to extract more information from the time series than
only mean connectivity values. To achieve this in fMRI, it will be necessary to use
considerably longer acquisition times in order to detect nonstationary connectivity
[265], which could hold currently completely unknown types of information on
brain function. In fact, these dynamic networks seem to correlate stronger to
cognition than static networks [266]. MEG holds another key position in that it
can study cortical networks directly, with a very high temporal resolution, with a lot
of ground still to be covered given the low abundance of MEG literature in
MS. Given the recent literature [259], spatial patterns of MEG-based dynamic
networks can in fact be translated back to fMRI networks, which would allow for
a translation between the two modalities. Initial MEG studies have indeed shown
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how MEG is also able to identify networks that ﬂuctuate at sub-second (and longer)
timescales [267–269]. Therefore, it may be insightful to analyse dynamic networks
in MS pathology combined with longitudinal imaging and investigate whether there
is any additional information in these dynamic networks that can explain the
development of cognitive and clinical problems.
Two other new directions in the ﬁeld of functional networks are directional
connectivity and multilayer networks. Although directionality of connectivity has
been assessed in the past [270], the limited information in fMRI time series and
methodological hurdles for electrophysiological connectivity such as ﬁeld spread
have impeded advance in this ﬁeld. Recent measures for MEG/EEG seem however
to circumvent ﬁeld spread and show front-to-back and back-to-front patterns of
directed connectivity in resting-state MEG recordings for the theta and alpha2
band, respectively [271, 272]. Given the rich frequency content of MEG time series,
studies have now began to analyse the relationship between networks obtained from
different frequency bands in an integrative manner with the use of new advances in
network science, the multilayer network approach. A multilayer network is a
network of network and consists of several layers that are interacting with each
other. Each layer is a network on its own characterised by its own topology. With a
multilayer network approach, it has been shown that networks obtained from
different frequency bands cannot be treated separately but are mutually inﬂuencing
each other [273]. The importance for MS studies is that we could investigate how
network alterations in different frequency bands are related to each other and how
network disruption in one frequency band may cascade into the other frequency
bands. It also allows us to combine structural and functional networks in the same
hierarchical framework.
In summary, multiple sclerosis features structural pathology in the form of focal
lesions, which are excellent for diagnosis but poor for clinical correlations, as well as
diffuse changes throughout the brain and atrophic changes. Especially the latter two
relate rather strongly to clinico-cognitive decline, although it is currently unclear
how they arise. The clinico-radiological paradox in MS may only be unravelled
using a holistic approach, i.e. when combining all measures of pathology in one
network-based model. This model should also include changes in brain function, as
these have been shown to relate strongly to clinical measures and provide relevant,
additional information. Functional networks change drastically in MS, even with
relatively mild structural damage, showing changes in network efﬁciency and
hubness. The interplay between thalamic changes and broad-scale functional network pathology highlights the need to study the structural-functional interplay in MS
further. There is a current lack of knowledge on advanced network changes and
longitudinal imaging, especially in progressive MS, which we only understand
poorly. Future studies should focus on a multimodal approach, following patients
over time, in order to elucidate the complex network-based patterns of interplay
between structure and function. Using such an approach, it might be possible to
unravel the clinico-radiological paradox, possibly leading to a more powerful prediction of clinical progression in MS.

8 Structural and Functional Neuroimaging in Multiple Sclerosis: From. . .

199

References
1. Kamm CP, Uitdehaag BM, Polman CH (2014) Multiple sclerosis: current knowledge and
future outlook. Eur Neurol 72(3–4):132–141
2. Alonso A, Hernán MA (2008) Temporal trends in the incidence of multiple sclerosis a
systematic review. Neurology 71(2):129–135
3. Stys PK, Zamponi GW, van Minnen J, Geurts JJ (2012) Will the real multiple sclerosis please
stand up? Nat Rev Neurosci 13(7):507–514
4. Lublin FD, Reingold SC, Cohen JA, Cutter GR, Sørensen PS, Thompson AJ et al (2014)
Deﬁning the clinical course of multiple sclerosis the 2013 revisions. Neurology 83(3):278–286
5. La Mantia L, Vacchi L, Di Pietrantonj C, Ebers G, Rovaris M, Fredrikson S et al (2012)
Interferon beta for secondary progressive multiple sclerosis. Cochrane Database Syst Rev 1:
CD005181
6. Miller DH, Leary SM (2007) Primary-progressive multiple sclerosis. Lancet Neurol 6
(10):903–912
7. Filippini G, Del Giovane C, Vacchi L, D'Amico R, Di Pietrantonj C, Beecher D et al (2013)
Immunomodulators and immunosuppressants for multiple sclerosis: a network meta-analysis.
Cochrane Database Syst Rev 6:CD008933
8. Tramacere I, Del Giovane C, Salanti G, D'Amico R, Filippini G. Immunomodulators and
immunosuppressants for relapsing-remitting multiple sclerosis: a network meta-analysis.
Cochrane Database Syst Rev 2015;9:CD011381.
9. Rolak LA. The history of MS; the basic facts. http://www.nationalmssociety.org. National
Multiple Sclerosis Society; 2016
10. Ormerod IE, Miller DH, McDonald WI, du Boulay EP, Rudge P, Kendall BE et al (1987) The
role of NMR imaging in the assessment of multiple sclerosis and isolated neurological lesions.
A quantitative study. Brain 110(Pt 6):1579–1616
11. Miller DH, Grossman RI, Reingold SC, McFarland HF (1998) The role of magnetic resonance
techniques in understanding and managing multiple sclerosis. Brain 121(Pt 1):3–24
12. Neema M, Stankiewicz J, Arora A, Dandamudi VS, Batt CE, Guss ZD et al (2007) T1- and
T2-based MRI measures of diffuse gray matter and white matter damage in patients with
multiple sclerosis. J Neuroimaging 17(Suppl 1):16S–21S
13. Seewann A, Vrenken H, van der Valk P, Blezer EL, Knol DL, Castelijns JA et al (2009)
Diffusely abnormal white matter in chronic multiple sclerosis: imaging and histopathologic
analysis. Arch Neurol 66(5):601–609
14. Grossman RI, Gonzalez-Scarano F, Atlas SW, Galetta S, Silberberg DH (1986) Multiple
sclerosis: gadolinium enhancement in MR imaging. Radiology 161(3):721–725
15. van Walderveen MA, Kamphorst W, Scheltens P, van Waesberghe JH, Ravid R, Valk J et al
(1998) Histopathologic correlate of hypointense lesions on T1-weighted spin-echo MRI in
multiple sclerosis. Neurology 50(5):1282–1288
16. Grossman RI, Braffman BH, Brorson JR, Goldberg HI, Silberberg DH, Gonzalez-Scarano F
(1988) Multiple sclerosis: serial study of gadolinium-enhanced MR imaging. Radiology 169
(1):117–122
17. van Waesberghe JH, van Walderveen MA, Castelijns JA, Scheltens P, GJ L a N, Polman CH
et al (1998) Patterns of lesion development in multiple sclerosis: longitudinal observations
with T1-weighted spin-echo and magnetization transfer MR. AJNR Am J Neuroradiol 19
(4):675–683
18. van den Elskamp IJ, Boden B, Dattola V, Knol DL, Filippi M, Kappos L et al (2010) Cerebral
atrophy as outcome measure in short-term phase 2 clinical trials in multiple sclerosis. Neuroradiology 52(10):875–881
19. Filippi M, Horsﬁeld MA, Tofts PS, Barkhof F, Thompson AJ, Miller DH (1995) Quantitative
assessment of MRI lesion load in monitoring the evolution of multiple sclerosis. Brain 118
(Pt 6):1601–1612

200

P. Tewarie et al.

20. Miller DH, Barkhof F, Nauta JJ (1993) Gadolinium enhancement increases the sensitivity of
MRI in detecting disease activity in multiple sclerosis. Brain 116(Pt 5):1077–1094
21. Barkhof F, Filippi M, Miller DH, Scheltens P, Campi A, Polman CH et al (1997) Comparison
of MRI criteria at ﬁrst presentation to predict conversion to clinically deﬁnite multiple
sclerosis. Brain 120(Pt 11):2059–2069
22. Polman CH, Reingold SC, Banwell B, Clanet M, Cohen JA, Filippi M et al (2011) Diagnostic
criteria for multiple sclerosis: 2010 revisions to the McDonald criteria. Ann Neurol 69
(2):292–302
23. Filippi M, Rocca MA, Ciccarelli O, De Stefano N, Evangelou N, Kappos L et al (2016) MRI
criteria for the diagnosis of multiple sclerosis: MAGNIMS consensus guidelines. Lancet
Neurol 15(3):292–303
24. Gonzalez-Scarano F, Grossman RI, Galetta S, Atlas SW, Silberberg DH (1987) Multiple
sclerosis disease activity correlates with gadolinium-enhanced magnetic resonance imaging.
Ann Neurol 21(3):300–306
25. Kappos L, Moeri D, Radue EW, Schoetzau A, Schweikert K, Barkhof F et al (1999) Predictive
value of gadolinium-enhanced magnetic resonance imaging for relapse rate and changes in
disability or impairment in multiple sclerosis: a meta-analysis. Gadolinium MRI Meta-analysis
Group. Lancet 353(9157):964–969
26. Truyen L, van Waesberghe JH, van Walderveen MA, van Oosten BW, Polman CH, Hommes
OR et al (1996) Accumulation of hypointense lesions (“black holes”) on T1 spin-echo MRI
correlates with disease progression in multiple sclerosis. Neurology 47(6):1469–1476
27. Rovaris M, Agosta F, Sormani MP, Inglese M, Martinelli V, Comi G et al (2003) Conventional
and magnetization transfer MRI predictors of clinical multiple sclerosis evolution: a mediumterm follow-up study. Brain 126(Pt 10):2323–2332
28. Barkhof F (1999) MRI in multiple sclerosis: correlation with expanded disability status scale
(EDSS). Mult Scler 5(4):283–286
29. Thompson AJ, Kermode AG, MacManus DG, Kendall BE, Kingsley DP, Moseley IF et al
(1990) Patterns of disease activity in multiple sclerosis: clinical and magnetic resonance
imaging study. BMJ 300(6725):631–634
30. Montalban X (2005) Primary progressive multiple sclerosis. Curr Opin Neurol 18(3):261–266
31. Nijeholt GJ, van Walderveen MA, Castelijns JA, van Waesberghe JH, Polman C, Scheltens P
et al (1998) Brain and spinal cord abnormalities in multiple sclerosis. Correlation between
MRI parameters, clinical subtypes and symptoms. Brain 121(Pt 4):687–697
32. Khaleeli Z, Ciccarelli O, Manfredonia F, Barkhof F, Brochet B, Cercignani M et al (2008)
Predicting progression in primary progressive multiple sclerosis: a 10-year multicenter study.
Ann Neurol 63(6):790–793
33. Camp SJ, Stevenson VL, Thompson AJ, Miller DH, Borras C, Auriacombe S et al (1999)
Cognitive function in primary progressive and transitional progressive multiple sclerosis: a
controlled study with MRI correlates. Brain 122(Pt 7):1341–1348
34. Benedict RH, Weinstock-Guttman B, Fishman I, Sharma J, Tjoa CW, Bakshi R (2004)
Prediction of neuropsychological impairment in multiple sclerosis: comparison of conventional magnetic resonance imaging measures of atrophy and lesion burden. Arch Neurol 61
(2):226–230
35. Barkhof F (2002) The clinico-radiological paradox in multiple sclerosis revisited. Curr Opin
Neurol 15(3):239–245
36. Vellinga MM, Geurts JJ, Rostrup E, Uitdehaag BM, Polman CH, Barkhof F et al (2009)
Clinical correlations of brain lesion distribution in multiple sclerosis. J Magn Reson Imaging
29(4):768–773
37. Hackmack K, Weygandt M, Wuerfel J, Pfueller CF, Bellmann-Strobl J, Paul F et al (2012) Can
we overcome the ‘clinico-radiological paradox’ in multiple sclerosis? J Neurol 259
(10):2151–2160

8 Structural and Functional Neuroimaging in Multiple Sclerosis: From. . .

201

38. Kincses ZT, Ropele S, Jenkinson M, Khalil M, Petrovic K, Loitfelder M et al (2011) Lesion
probability mapping to explain clinical deﬁcits and cognitive performance in multiple sclerosis. Mult Scler 17(6):681–689
39. Bodini B, Battaglini M, De Stefano N, Khaleeli Z, Barkhof F, Chard D et al (2011) T2 lesion
location really matters: a 10 year follow-up study in primary progressive multiple sclerosis. J
Neurol Neurosurg Psychiatry 82(1):72–77
40. Dalton CM, Bodini B, Samson RS, Battaglini M, Fisniku LK, Thompson AJ et al (2012) Brain
lesion location and clinical status 20 years after a diagnosis of clinically isolated syndrome
suggestive of multiple sclerosis. Mult Scler 18(3):322–328
41. Peterson JW, Bo L, Mork S, Chang A, Trapp BD (2001) Transected neurites, apoptotic
neurons, and reduced inﬂammation in cortical multiple sclerosis lesions. Ann Neurol 50
(3):389–400
42. Kutzelnigg A, Lucchinetti CF, Stadelmann C, Bruck W, Rauschka H, Bergmann M et al
(2005) Cortical demyelination and diffuse white matter injury in multiple sclerosis. Brain 128
(Pt 11):2705–2712
43. Kidd D, Barkhof F, McConnell R, Algra PR, Allen IV, Revesz T (1999) Cortical lesions in
multiple sclerosis. Brain 122(Pt 1):17–26
44. Filippi M, Preziosa P, Rocca MA (2014) Magnetic resonance outcome measures in multiple
sclerosis trials: time to rethink? Curr Opin Neurol 27(3):290–299
45. Bo L, Geurts JJ, Mork SJ, van der Valk P (2006) Grey matter pathology in multiple sclerosis.
Acta Neurol Scand Suppl 183:48–50
46. Calabrese M, Rocca MA, Atzori M, Mattisi I, Bernardi V, Favaretto A et al (2009) Cortical
lesions in primary progressive multiple sclerosis: a 2-year longitudinal MR study. Neurology
72(15):1330–1336
47. Pirko I, Lucchinetti CF, Sriram S, Bakshi R (2007) Gray matter involvement in multiple
sclerosis. Neurology 68(9):634–642
48. Fisniku LK, Chard DT, Jackson JS, Anderson VM, Altmann DR, Miszkiel KA et al (2008)
Gray matter atrophy is related to long-term disability in multiple sclerosis. Ann Neurol 64
(3):247–254
49. Calabrese M, Agosta F, Rinaldi F, Mattisi I, Grossi P, Favaretto A et al (2009) Cortical lesions
and atrophy associated with cognitive impairment in relapsing-remitting multiple sclerosis.
Arch Neurol 66(9):1144–1150
50. Calabrese M, Rinaldi F, Grossi P, Gallo P (2011) Cortical pathology and cognitive impairment
in multiple sclerosis. Expert Rev Neurother 11(3):425–432
51. Rinaldi F, Calabrese M, Grossi P, Puthenparampil M, Perini P, Gallo P (2010) Cortical lesions
and cognitive impairment in multiple sclerosis. Neurol Sci 31(Suppl 2):S235–S237
52. Rocca MA, Amato MP, De Stefano N, Enzinger C, Geurts JJ, Penner IK et al (2015) Clinical
and imaging assessment of cognitive dysfunction in multiple sclerosis. Lancet Neurol 14
(3):302–317
53. Roosendaal SD, Moraal B, Vrenken H, Castelijns JA, Pouwels PJ, Barkhof F et al (2008) In
vivo MR imaging of hippocampal lesions in multiple sclerosis. J Magn Reson Imaging 27
(4):726–731
54. Calabrese M, Grossi P, Favaretto A, Romualdi C, Atzori M, Rinaldi F et al (2012) Cortical
pathology in multiple sclerosis patients with epilepsy: a 3 year longitudinal study. J Neurol
Neurosurg Psychiatry 83(1):49–54
55. Uribe-San-Martin R, Ciampi-Diaz E, Suarez-Hernandez F, Vasquez-Torres M, GodoyFernandez J, Carcamo-Rodriguez C (2014) Prevalence of epilepsy in a cohort of patients
with multiple sclerosis. Seizure 23(1):81–83
56. Calabrese M, Magliozzi R, Ciccarelli O, Geurts JJ, Reynolds R, Martin R (2015) Exploring the
origins of grey matter damage in multiple sclerosis. Nat Rev Neurosci 16(3):147–158
57. van de Pavert SH, Muhlert N, Sethi V, Wheeler-Kingshott CA, Ridgway GR, Geurts JJ et al
(2016) DIR-visible grey matter lesions and atrophy in multiple sclerosis: partners in crime? J
Neurol Neurosurg Psychiatry 87(5):461–467

202

P. Tewarie et al.

58. Bakshi R, Ariyaratana S, Benedict RH, Jacobs L (2001) Fluid-attenuated inversion recovery
magnetic resonance imaging detects cortical and juxtacortical multiple sclerosis lesions. Arch
Neurol 58(5):742–748
59. Geurts JJ, Bo L, Pouwels PJ, Castelijns JA, Polman CH, Barkhof F (2005) Cortical lesions in
multiple sclerosis: combined postmortem MR imaging and histopathology. AJNR Am J
Neuroradiol 26(3):572–577
60. Geurts JJ, Blezer EL, Vrenken H, van der Toorn A, Castelijns JA, Polman CH et al (2008)
Does high-ﬁeld MR imaging improve cortical lesion detection in multiple sclerosis? J Neurol
255(2):183–191
61. Geurts JJ, Pouwels PJ, Uitdehaag BM, Polman CH, Barkhof F, Castelijns JA (2005)
Intracortical lesions in multiple sclerosis: improved detection with 3D double inversionrecovery MR imaging. Radiology 236(1):254–260
62. Seewann A, Vrenken H, Kooi EJ, van der Valk P, Knol DL, Polman CH et al (2011) Imaging
the tip of the iceberg: visualization of cortical lesions in multiple sclerosis. Mult Scler 17
(10):1202–1210
63. Seewann A, Kooi EJ, Roosendaal SD, Pouwels PJ, Wattjes MP, van der Valk P et al (2012)
Postmortem veriﬁcation of MS cortical lesion detection with 3D DIR. Neurology 78
(5):302–308
64. Geurts JJ, Roosendaal SD, Calabrese M, Ciccarelli O, Agosta F, Chard DT et al (2011)
Consensus recommendations for MS cortical lesion scoring using double inversion recovery
MRI. Neurology 76(5):418–424
65. de Graaf WL, Kilsdonk ID, Lopez-Soriano A, Zwanenburg JJ, Visser F, Polman CH et al
(2013) Clinical application of multi-contrast 7-T MR imaging in multiple sclerosis: increased
lesion detection compared to 3 T conﬁned to grey matter. Eur Radiol 23(2):528–540
66. Kilsdonk ID, de Graaf WL, Soriano AL, Zwanenburg JJ, Visser F, Kuijer JP et al (2013)
Multicontrast MR imaging at 7T in multiple sclerosis: highest lesion detection in cortical gray
matter with 3D-FLAIR. AJNR Am J Neuroradiol 34(4):791–796
67. Kilsdonk ID, Jonkman LE, Klaver R, van Veluw SJ, Zwanenburg JJ, Kuijer JP et al (2016)
Increased cortical grey matter lesion detection in multiple sclerosis with 7 T MRI: a postmortem veriﬁcation study. Brain 8
68. McDonald WI (1974) Pathophysiology in multiple sclerosis. Brain 97(1):179–196
69. Simon JH, Holtas SL, Schiffer RB, Rudick RA, Herndon RM, Kido DK et al (1986) Corpus
callosum and subcallosal-periventricular lesions in multiple sclerosis: detection with
MR. Radiology 160(2):363–367
70. Losseff NA, Wang L, Lai HM, Yoo DS, Gawne-Cain ML, McDonald WI et al (1996)
Progressive cerebral atrophy in multiple sclerosis. A serial MRI study. Brain 119
(Pt 6):2009–2019
71. Losseff NA, Webb SL, O'Riordan JI, Page R, Wang L, Barker GJ et al (1996) Spinal cord
atrophy and disability in multiple sclerosis. A new reproducible and sensitive MRI method
with potential to monitor disease progression. Brain 119(Pt 3):701–708
72. Lukas C, Knol DL, Sombekke MH, Bellenberg B, Hahn HK, Popescu V et al (2015) Cervical
spinal cord volume loss is related to clinical disability progression in multiple sclerosis. J
Neurol Neurosurg Psychiatry 86(4):410–418
73. Lukas C, Sombekke MH, Bellenberg B, Hahn HK, Popescu V, Bendfeldt K et al (2013)
Relevance of spinal cord abnormalities to clinical disability in multiple sclerosis: MR imaging
ﬁndings in a large cohort of patients. Radiology 269(2):542–552
74. Huber SJ, Paulson GW, Shuttleworth EC, Chakeres D, Clapp LE, Pakalnis A et al (1987)
Magnetic resonance imaging correlates of dementia in multiple sclerosis. Arch Neurol 44
(7):732–736
75. Pozzilli C, Bastianello S, Padovani A, Passaﬁume D, Milleﬁorini E, Bozzao L et al (1991)
Anterior corpus callosum atrophy and verbal ﬂuency in multiple sclerosis. Cortex 27
(3):441–445

8 Structural and Functional Neuroimaging in Multiple Sclerosis: From. . .

203

76. Pozzilli C, Fieschi C, Perani D, Paulesu E, Comi G, Bastianello S et al (1992) Relationship
between corpus callosum atrophy and cerebral metabolic asymmetries in multiple sclerosis. J
Neurol Sci 112(1–2):51–57
77. Saindane AM, Ge Y, Udupa JK, Babb JS, Mannon LJ, Grossman RI (2000) The effect of
gadolinium-enhancing lesions on whole brain atrophy in relapsing-remitting MS. Neurology
55(1):61–65
78. Pelletier J, Habib M, Lyon-Caen O, Salamon G, Poncet M, Khalil R (1993) Functional and
magnetic resonance imaging correlates of callosal involvement in multiple sclerosis. Arch
Neurol 50(10):1077–1082
79. Eikelenboom MJ, Petzold A, Lazeron RH, Silber E, Sharief M, Thompson EJ et al (2003)
Multiple sclerosis: Neuroﬁlament light chain antibodies are correlated to cerebral atrophy.
Neurology 60(2):219–223
80. Popescu V, Klaver R, Voorn P, Galis-de Graaf Y, Knol DL, Twisk JW et al (2015) What
drives MRI-measured cortical atrophy in multiple sclerosis? Mult Scler 21(10):1280–1290
81. Klaver R, Popescu V, Voorn P, Galis-de Graaf Y, van der Valk P, de Vries HE et al (2015)
Neuronal and axonal loss in normal-appearing gray matter and subpial lesions in multiple
sclerosis. J Neuropathol Exp Neurol 74(5):453–458
82. Derakhshan M, Caramanos Z, Giacomini PS, Narayanan S, Maranzano J, Francis SJ et al
(2010) Evaluation of automated techniques for the quantiﬁcation of grey matter atrophy in
patients with multiple sclerosis. NeuroImage 52(4):1261–1267
83. Popescu V, Schoonheim MM, Versteeg A, Chaturvedi N, Jonker M, Xavier de Menezes R
et al (2016) Grey matter atrophy in multiple sclerosis: clinical interpretation depends on choice
of analysis method. PLoS One 11(1):e0143942
84. Simon JH, Jacobs LD, Campion MK, Rudick RA, Cookfair DL, Herndon RM et al (1999) A
longitudinal study of brain atrophy in relapsing multiple sclerosis. The multiple sclerosis
collaborative research group (MSCRG). Neurology 53(1):139–148
85. Barkhof FJ, Elton M, Lindeboom J, Tas MW, Schmidt WF, Hommes OR et al (1998)
Functional correlates of callosal atrophy in relapsing-remitting multiple sclerosis patients. A
preliminary MRI study. J Neurol 245(3):153–158
86. Filippi M, Mastronardo G, Rocca MA, Pereira C, Comi G (1998) Quantitative volumetric
analysis of brain magnetic resonance imaging from patients with multiple sclerosis. J Neurol
Sci 158(2):148–153
87. Rovaris M, Bozzali M, Rodegher M, Tortorella C, Comi G, Filippi M (1999) Brain MRI
correlates of magnetization transfer imaging metrics in patients with multiple sclerosis. J
Neurol Sci 166(1):58–63
88. Molyneux PD, Kappos L, Polman C, Pozzilli C, Barkhof F, Filippi M et al (2000) The effect of
interferon beta-1b treatment on MRI measures of cerebral atrophy in secondary progressive
multiple sclerosis. European study group on interferon beta-1b in secondary progressive
multiple sclerosis. Brain 123(Pt 11):2256–2263
89. Ge Y, Grossman RI, Udupa JK, Wei L, Mannon LJ, Polansky M et al (2000) Brain atrophy in
relapsing-remitting multiple sclerosis and secondary progressive multiple sclerosis: longitudinal quantitative analysis. Radiology 214(3):665–670
90. Miller DH, Barkhof F, Frank JA, Parker GJ, Thompson AJ (2002) Measurement of atrophy in
multiple sclerosis: pathological basis, methodological aspects and clinical relevance. Brain
125(Pt 8):1676–1695
91. Sastre-Garriga J, Ingle GT, Chard DT, Cercignani M, Ramio-Torrenta L, Miller DH et al
(2005) Grey and white matter volume changes in early primary progressive multiple sclerosis:
a longitudinal study. Brain 128(Pt 6):1454–1460
92. Popescu V, Agosta F, Hulst HE, Sluimer IC, Knol DL, Sormani MP et al (2013) Brain atrophy
and lesion load predict long term disability in multiple sclerosis. J Neurol Neurosurg Psychiatry 84(10):1082–1091

204

P. Tewarie et al.

93. Chard DT, Brex PA, Ciccarelli O, Grifﬁn CM, Parker GJ, Dalton C et al (2003) The
longitudinal relation between brain lesion load and atrophy in multiple sclerosis: a 14 year
follow up study. J Neurol Neurosurg Psychiatry 74(11):1551–1554
94. van Munster CE, Jonkman LE, Weinstein HC, Uitdehaag BM, Geurts JJ (2015) Gray matter
damage in multiple sclerosis: impact on clinical symptoms. Neuroscience 303:446–461
95. Grassiot B, Desgranges B, Eustache F, Defer G (2009) Quantiﬁcation and clinical relevance of
brain atrophy in multiple sclerosis: a review. J Neurol 256(9):1397–1412
96. Ge Y, Grossman RI, Udupa JK, Babb JS, Nyul LG, Kolson DL (2001) Brain atrophy in
relapsing-remitting multiple sclerosis: fractional volumetric analysis of gray matter and white
matter. Radiology 220(3):606–610
97. Chard DT, Grifﬁn CM, Parker GJ, Kapoor R, Thompson AJ, Miller DH (2002) Brain atrophy
in clinically early relapsing-remitting multiple sclerosis. Brain 125(Pt 2):327–337
98. Hardmeier M, Wagenpfeil S, Freitag P, Fisher E, Rudick RA, Kooijmans-Coutinho M et al
(2003) Atrophy is detectable within a 3-month period in untreated patients with active
relapsing remitting multiple sclerosis. Arch Neurol 60(12):1736–1739
99. Jacobsen C, Hagemeier J, Myhr KM, Nyland H, Lode K, Bergsland N et al (2014) Brain
atrophy and disability progression in multiple sclerosis patients: a 10-year follow-up study. J
Neurol Neurosurg Psychiatry 85(10):1109–1115
100. Lin X, Blumhardt LD, Constantinescu CS (2003) The relationship of brain and cervical cord
volume to disability in clinical subtypes of multiple sclerosis: a three-dimensional MRI study.
Acta Neurol Scand 108(6):401–406
101. Fisher E, Lee JC, Nakamura K, Rudick RA (2008) Gray matter atrophy in multiple sclerosis: a
longitudinal study. Ann Neurol 64(3):255–265
102. Popescu V, Battaglini M, Hoogstrate WS, Verfaillie SC, Sluimer IC, van Schijndel RA et al
(2012) Optimizing parameter choice for FSL-brain extraction tool (BET) on 3D T1 images in
multiple sclerosis. NeuroImage 61(4):1484–1494
103. Vrenken H, Jenkinson M, Horsﬁeld MA, Battaglini M, van Schijndel RA, Rostrup E et al
(2013) Recommendations to improve imaging and analysis of brain lesion load and atrophy in
longitudinal studies of multiple sclerosis. J Neurol 260(10):2458–2471
104. Ceccarelli A, Jackson JS, Tauhid S, Arora A, Gorky J, Dell'Oglio E et al (2012) The impact of
lesion in-painting and registration methods on voxel-based morphometry in detecting regional
cerebral gray matter atrophy in multiple sclerosis. AJNR Am J Neuroradiol 33(8):1579–1585
105. Popescu V, Ran NC, Barkhof F, Chard DT, Wheeler-Kingshott CA, Vrenken H (2014)
Accurate GM atrophy quantiﬁcation in MS using lesion-ﬁlling with co-registered 2D lesion
masks. Neuroimage Clin 4:366–373
106. Chard DT, Jackson JS, Miller DH, Wheeler-Kingshott CA (2010) Reducing the impact of
white matter lesions on automated measures of brain gray and white matter volumes. J Magn
Reson Imaging 32(1):223–228
107. Gabilondo I, Martinez-Lapiscina EH, Martinez-Heras E, Fraga-Pumar E, Llufriu S, Ortiz S
et al (2014) Trans-synaptic axonal degeneration in the visual pathway in multiple sclerosis.
Ann Neurol 75(1):98–107
108. Bendfeldt K, Blumhagen JO, Egger H, Loetscher P, Denier N, Kuster P et al (2010) Spatiotemporal distribution pattern of white matter lesion volumes and their association with regional
grey matter volume reductions in relapsing-remitting multiple sclerosis. Hum Brain Mapp 31
(10):1542–1555
109. Steenwijk MD, Daams M, Pouwels PJ, Balk LJ, Tewarie PK, Killestein J et al (2014) What
explains gray matter atrophy in long-standing multiple sclerosis? Radiology 272(3):832–842
110. Bodini B, Khaleeli Z, Cercignani M, Miller DH, Thompson AJ, Ciccarelli O (2009) Exploring
the relationship between white matter and gray matter damage in early primary progressive
multiple sclerosis: an in vivo study with TBSS and VBM. Hum Brain Mapp 30(9):2852–2861
111. Tillema JM, Hulst HE, Rocca MA, Vrenken H, Steenwijk MD, Damjanovic D et al (2016)
Regional cortical thinning in multiple sclerosis and its relation with cognitive impairment: a
multicenter study. Mult Scler 22(7):901–909

8 Structural and Functional Neuroimaging in Multiple Sclerosis: From. . .

205

112. Achiron A, Chapman J, Tal S, Bercovich E, Gil H, Achiron A (2013) Superior temporal gyrus
thickness correlates with cognitive performance in multiple sclerosis. Brain Struct Funct 218
(4):943–950
113. Charil A, Dagher A, Lerch JP, Zijdenbos AP, Worsley KJ, Evans AC (2007) Focal cortical
atrophy in multiple sclerosis: relation to lesion load and disability. NeuroImage 34(2):509–517
114. Geisseler O, Pﬂugshaupt T, Bezzola L, Reuter K, Weller D, Schuknecht B et al (2016) Cortical
thinning in the anterior cingulate cortex predicts multiple sclerosis patients’ ﬂuency performance in a lateralised manner. Neuroimage Clin 10:89–95
115. Nygaard GO, Walhovd KB, Sowa P, Chepkoech JL, Bjornerud A, Due-Tonnessen P et al
(2015) Cortical thickness and surface area relate to speciﬁc symptoms in early relapsingremitting multiple sclerosis. Mult Scler 21(4):402–414
116. Sailer M, Fischl B, Salat D, Tempelmann C, Schonfeld MA, Busa E et al (2003) Focal thinning
of the cerebral cortex in multiple sclerosis. Brain 126(Pt 8):1734–1744
117. Steenwijk MD, Daams M, Pouwels PJ, JB L, Tewarie PK, Geurts JJ et al (2015) Unraveling
the relationship between regional gray matter atrophy and pathology in connected white matter
tracts in long-standing multiple sclerosis. Hum Brain Mapp 36(5):1796–1807
118. Bergsland N, Lagana MM, Tavazzi E, Cafﬁni M, Tortorella P, Baglio F et al (2015)
Corticospinal tract integrity is related to primary motor cortex thinning in relapsing-remitting
multiple sclerosis. Mult Scler 21(14):1771–1780
119. Parisi L, Rocca MA, Mattioli F, Riccitelli GC, Capra R, Stampatori C et al (2014) Patterns of
regional gray matter and white matter atrophy in cortical multiple sclerosis. J Neurol 261
(9):1715–1725
120. Steenwijk MD, Geurts JJ, Daams M, Tijms BM, Wink AM, Balk LJ et al (2016) Cortical
atrophy patterns in multiple sclerosis are non-random and clinically relevant. Brain 139
(Pt 1):115–126
121. Prinster A, Quarantelli M, Oreﬁce G, Lanzillo R, Brunetti A, Mollica C et al (2006) Grey
matter loss in relapsing-remitting multiple sclerosis: a voxel-based morphometry study.
NeuroImage 29(3):859–867
122. Audoin B, Zaaraoui W, Reuter F, Rico A, Malikova I, Confort-Gouny S et al (2010) Atrophy
mainly affects the limbic system and the deep grey matter at the ﬁrst stage of multiple sclerosis.
J Neurol Neurosurg Psychiatry 81(6):690–695
123. Cappellani R, Bergsland N, Weinstock-Guttman B, Kennedy C, Carl E, Ramasamy DP et al
(2014) Subcortical deep gray matter pathology in patients with multiple sclerosis is associated
with white matter lesion burden and atrophy but not with cortical atrophy: a diffusion tensor
MRI study. AJNR Am J Neuroradiol 35(5):912–919
124. Houtchens MK, Benedict RH, Killiany R, Sharma J, Jaisani Z, Singh B et al (2007) Thalamic
atrophy and cognition in multiple sclerosis. Neurology 69(12):1213–1223
125. Benedict RH, Ramasamy D, Munschauer F, Weinstock-Guttman B, Zivadinov R (2009)
Memory impairment in multiple sclerosis: correlation with deep grey matter and mesial
temporal atrophy. J Neurol Neurosurg Psychiatry 80(2):201–206
126. Riccitelli G, Rocca MA, Pagani E, Rodegher ME, Rossi P, Falini A et al (2011) Cognitive
impairment in multiple sclerosis is associated to different patterns of gray matter atrophy
according to clinical phenotype. Hum Brain Mapp 32(10):1535–1543
127. Schoonheim MM, Popescu V, Rueda Lopes FC, Wiebenga OT, Vrenken H, Douw L et al
(2012) Subcortical atrophy and cognition: sex effects in multiple sclerosis. Neurology 79
(17):1754–1761
128. Batista S, Zivadinov R, Hoogs M, Bergsland N, Heininen-Brown M, Dwyer MG et al (2012)
Basal ganglia, thalamus and neocortical atrophy predicting slowed cognitive processing in
multiple sclerosis. J Neurol 259(1):139–146
129. Benedict RH, Hulst HE, Bergsland N, Schoonheim MM, Dwyer MG, Weinstock-Guttman B
et al (2013) Clinical signiﬁcance of atrophy and white matter mean diffusivity within the
thalamus of multiple sclerosis patients. Mult Scler 19(11):1478–1484

206

P. Tewarie et al.

130. Schoonheim MM, Hulst HE, Brandt RB, Strik M, Wink AM, Uitdehaag BM et al (2015)
Thalamus structure and function determine severity of cognitive impairment in multiple
sclerosis. Neurology 84(8):776–783
131. Benedict RH, Zivadinov R (2011) Risk factors for and management of cognitive dysfunction
in multiple sclerosis. Nat Rev Neurol 7(6):332–342
132. Minagar A, Barnett MH, Benedict RH, Pelletier D, Pirko I, Sahraian MA et al (2013) The
thalamus and multiple sclerosis: modern views on pathologic, imaging, and clinical aspects.
Neurology 80(2):210–219
133. Wylezinska M, Cifelli A, Jezzard P, Palace J, Alecci M, Matthews PM (2003) Thalamic
neurodegeneration in relapsing-remitting multiple sclerosis. Neurology 60(12):1949–1954
134. Mesaros S, Rocca MA, Absinta M, Ghezzi A, Milani N, Moiola L et al (2008) Evidence of
thalamic gray matter loss in pediatric multiple sclerosis. Neurology 70(13 Pt 2):1107–1112
135. Zivadinov R, Havrdova E, Bergsland N, Tyblova M, Hagemeier J, Seidl Z et al (2013)
Thalamic atrophy is associated with development of clinically deﬁnite multiple sclerosis.
Radiology 268(3):831–841
136. Shiee N, Bazin PL, Zackowski KM, Farrell SK, Harrison DM, Newsome SD et al (2012)
Revisiting brain atrophy and its relationship to disability in multiple sclerosis. PLoS One 7(5):
e37049
137. Filippi M, Rocca MA, Pagani E, De Stefano N, Jeffery D, Kappos L et al (2014) Placebocontrolled trial of oral laquinimod in multiple sclerosis: MRI evidence of an effect on brain
tissue damage. J Neurol Neurosurg Psychiatry 85(8):851–858
138. Vrenken H, Geurts JJ (2007) Gray and normal-appearing white matter in multiple sclerosis: an
MRI perspective. Expert Rev Neurother 7(3):271–279
139. Evangelou N, Esiri MM, Smith S, Palace J, Matthews PM (2000) Quantitative pathological
evidence for axonal loss in normal appearing white matter in multiple sclerosis. Ann Neurol 47
(3):391–395
140. Werring DJ, Clark CA, Barker GJ, Thompson AJ, Miller DH (1999) Diffusion tensor imaging
of lesions and normal-appearing white matter in multiple sclerosis. Neurology 52
(8):1626–1632
141. Oreja-Guevara C, Rovaris M, Iannucci G, Valsasina P, Caputo D, Cavarretta R et al (2005)
Progressive gray matter damage in patients with relapsing-remitting multiple sclerosis: a
longitudinal diffusion tensor magnetic resonance imaging study. Arch Neurol 62(4):578–584
142. Rovaris M, Judica E, Gallo A, Benedetti B, Sormani MP, Caputo D et al (2006) Grey matter
damage predicts the evolution of primary progressive multiple sclerosis at 5 years. Brain 129
(Pt 10):2628–2634
143. Vrenken H, Pouwels PJ, Geurts JJ, Knol DL, Polman CH, Barkhof F et al (2006) Altered
diffusion tensor in multiple sclerosis normal-appearing brain tissue: cortical diffusion changes
seem related to clinical deterioration. J Magn Reson Imaging 23(5):628–636
144. van Walderveen MA, van Schijndel RA, Pouwels PJ, Polman CH, Barkhof F (2003)
Multislice T1 relaxation time measurements in the brain using IR-EPI: reproducibility, normal
values, and histogram analysis in patients with multiple sclerosis. J Magn Reson Imaging 18
(6):656–664
145. Vrenken H, Geurts JJ, Knol DL, van Dijk LN, Dattola V, Jasperse B et al (2006) Whole-brain
T1 mapping in multiple sclerosis: global changes of normal-appearing gray and white matter.
Radiology 240(3):811–820
146. Steenwijk MD, Vrenken H, Jonkman LE, Daams M, Geurts JJ, Barkhof F et al (2015) Highresolution T1-relaxation time mapping displays subtle, clinically relevant, gray matter damage
in long-standing multiple sclerosis. Mult Scler 12
147. Matthews PM, Arnold DL (2001) Magnetic resonance imaging of multiple sclerosis: new
insights linking pathology to clinical evolution. Curr Opin Neurol 14(3):279–287
148. De Stefano N, Narayanan S, Francis GS, Arnaoutelis R, Tartaglia MC, Antel JP et al (2001)
Evidence of axonal damage in the early stages of multiple sclerosis and its relevance to
disability. Arch Neurol 58(1):65–70

8 Structural and Functional Neuroimaging in Multiple Sclerosis: From. . .

207

149. De Stefano N, Iannucci G, Sormani MP, Guidi L, Bartolozzi ML, Comi G et al (2002) MR
correlates of cerebral atrophy in patients with multiple sclerosis. J Neurol 249(8):1072–1077
150. Inglese M, Li BS, Rusinek H, Babb JS, Grossman RI, Gonen O (2003) Diffusely elevated
cerebral choline and creatine in relapsing-remitting multiple sclerosis. Magn Reson Med 50
(1):190–195
151. Rovaris M, Bozzali M, Santuccio G, Ghezzi A, Caputo D, Montanari E et al (2001) In vivo
assessment of the brain and cervical cord pathology of patients with primary progressive
multiple sclerosis. Brain 124(Pt 12):2540–2549
152. Traboulsee A, Dehmeshki J, Peters KR, Grifﬁn CM, Brex PA, Silver N et al (2003) Disability
in multiple sclerosis is related to normal appearing brain tissue MTR histogram abnormalities.
Mult Scler 9(6):566–573
153. Deloire MS, Salort E, Bonnet M, Arimone Y, Boudineau M, Amieva H et al (2005) Cognitive
impairment as marker of diffuse brain abnormalities in early relapsing remitting multiple
sclerosis. J Neurol Neurosurg Psychiatry 76(4):519–526
154. Khaleeli Z, Sastre-Garriga J, Ciccarelli O, Miller DH, Thompson AJ (2007) Magnetisation
transfer ratio in the normal appearing white matter predicts progression of disability over
1 year in early primary progressive multiple sclerosis. J Neurol Neurosurg Psychiatry 78
(10):1076–1082
155. Vrenken H, Pouwels PJ, Ropele S, Knol DL, Geurts JJ, Polman CH et al (2007) Magnetization
transfer ratio measurement in multiple sclerosis normal-appearing brain tissue: limited differences with controls but relationships with clinical and MR measures of disease. Mult Scler 13
(6):708–716
156. Vrenken H, Geurts JJ, Knol DL, Polman CH, Castelijns JA, Pouwels PJ et al (2006) Normalappearing white matter changes vary with distance to lesions in multiple sclerosis. AJNR Am J
Neuroradiol 27(9):2005–2011
157. Enzinger C, Barkhof F, Ciccarelli O, Filippi M, Kappos L, Rocca MA et al (2015)
Nonconventional MRI and microstructural cerebral changes in multiple sclerosis. Nat Rev
Neurol 11(12):676–686
158. Kacar K, Rocca MA, Copetti M, Sala S, Mesaros S, Stosic Opincal T et al (2011) Overcoming
the clinical-MR imaging paradox of multiple sclerosis: MR imaging data assessed with a
random forest approach. AJNR Am J Neuroradiol 32(11):2098–2102
159. Fabiano AJ, Sharma J, Weinstock-Guttman B, Munschauer FE, 3rd, Benedict RH,
Zivadinov R, et al. Thalamic involvement in multiple sclerosis: a diffusion-weighted magnetic
resonance imaging study. J Neuroimaging 2003;13(4):307–314.
160. Deppe M, Kramer J, Tenberge JG, Marinell J, Schwindt W, Deppe K et al (2016) Early silent
microstructural degeneration and atrophy of the thalamocortical network in multiple sclerosis.
Hum Brain Mapp 37(5):1866–1879
161. Mesaros S, Rocca MA, Pagani E, Sormani MP, Petrolini M, Comi G et al (2011) Thalamic
damage predicts the evolution of primary-progressive multiple sclerosis at 5 years. AJNR Am
J Neuroradiol 32(6):1016–1020
162. Hannoun S, Durand-Dubief F, Confavreux C, Ibarrola D, Streichenberger N, Cotton F et al
(2012) Diffusion tensor-MRI evidence for extra-axonal neuronal degeneration in caudate and
thalamic nuclei of patients with multiple sclerosis. AJNR Am J Neuroradiol 33(7):1363–1368
163. Schoonheim MM, Vigeveno RM, Rueda Lopes FC, Pouwels PJ, Polman CH, Barkhof F et al
(2014) Sex-speciﬁc extent and severity of white matter damage in multiple sclerosis: implications for cognitive decline. Hum Brain Mapp 35(5):2348–2358
164. Hulst HE, Steenwijk MD, Versteeg A, Pouwels PJ, Vrenken H, Uitdehaag BM et al (2013)
Cognitive impairment in MS: impact of white matter integrity, gray matter volume, and
lesions. Neurology 80(11):1025–1032
165. Filippi M, Rocca MA, De Stefano N, Enzinger C, Fisher E, Horsﬁeld MA et al (2011)
Magnetic resonance techniques in multiple sclerosis: the present and the future. Arch Neurol
68(12):1514–1520

208

P. Tewarie et al.

166. Roosendaal SD, Geurts JJ, Vrenken H, Hulst HE, Cover KS, Castelijns JA et al (2009)
Regional DTI differences in multiple sclerosis patients. NeuroImage 44(4):1397–1403
167. Gong G, He Y, Concha L, Lebel C, Gross DW, Evans AC et al (2009) Mapping anatomical
connectivity patterns of human cerebral cortex using in vivo diffusion tensor imaging
tractography. Cereb Cortex 19(3):524–536
168. van den Heuvel MP, Sporns O (2011) Rich-club organization of the human connectome. J
Neurosci 31(44):15775–15786
169. Ciccarelli O, Catani M, Johansen-Berg H, Clark C, Thompson A (2008) Diffusion-based
tractography in neurological disorders: concepts, applications, and future developments.
Lancet Neurol 7(8):715–727
170. Alexander-Bloch A, Giedd JN, Bullmore E (2013) Imaging structural co-variance between
human brain regions. Nat Rev Neurosci 14(5):322–336
171. Bright MG, Murphy K (2015) Is fMRI “noise” really noise? Resting state nuisance regressors
remove variance with network structure. NeuroImage 114:158–169
172. Bright MG, Murphy K (2013) Removing motion and physiological artifacts from intrinsic
BOLD ﬂuctuations using short echo data. NeuroImage 64:526–537
173. Nair A, Frederick TJ, Miller SD (2008) Astrocytes in multiple sclerosis: a product of their
environment. Cell Mol Life Sci 65(17):2702–2720
174. Brosnan CF, Raine CS (2013) The astrocyte in multiple sclerosis revisited. Glia 61
(4):453–465
175. Correale J, Farez MF (2015) The role of astrocytes in multiple sclerosis progression. Front
Neurol 6
176. Rossi DJ (2006) Another BOLD role for astrocytes: coupling blood ﬂow to neural activity. Nat
Neurosci 9(2):159–161
177. Haydon PG, Carmignoto G (2006) Astrocyte control of synaptic transmission and
neurovascular coupling. Physiol Rev 86(3):1009–1031
178. Petzold GC, Murthy VN (2011) Role of astrocytes in neurovascular coupling. Neuron 71
(5):782–797
179. Bennett M, Farnell L, Gibson W (2008) Origins of the BOLD changes due to synaptic activity
at astrocytes abutting arteriolar smooth muscle. J Theor Biol 252(1):123–130
180. Aquino KM, Robinson PA, Schira MM, Breakspear M (2014) Deconvolution of neural
dynamics from fMRI data using a spatiotemporal hemodynamic response function.
NeuroImage 94:203–215
181. Drysdale P, Huber J, Robinson P, Aquino K (2010) Spatiotemporal BOLD dynamics from a
poroelastic hemodynamic model. J Theor Biol 265(4):524–534
182. Staffen W, Mair A, Zauner H, Unterrainer J, Niederhofer H, Kutzelnigg A et al (2002)
Cognitive function and fMRI in patients with multiple sclerosis: evidence for compensatory
cortical activation during an attention task. Brain 125(6):1275–1282
183. Audoin B, Ibarrola D, Ranjeva JP, Confort-Gouny S, Malikova I, Ali-Chérif A et al (2003)
Compensatory cortical activation observed by fMRI during a cognitive task at the earliest stage
of multiple sclerosis. Hum Brain Mapp 20(2):51–58
184. Mainero C, Caramia F, Pozzilli C, Pisani A, Pestalozza I, Borriello G et al (2004) fMRI
evidence of brain reorganization during attention and memory tasks in multiple sclerosis.
NeuroImage 21(3):858–867
185. Rocca MA, Valsasina P, Hulst HE, Abdel-Aziz K, Enzinger C, Gallo A et al (2014) Functional
correlates of cognitive dysfunction in multiple sclerosis: a multicenter fMRI study. Hum Brain
Mapp 35(12):5799–5814
186. Hulst HE, Schoonheim MM, Roosendaal SD, Popescu V, Schweren LJ, van der Werf YD et al
(2012) Functional adaptive changes within the hippocampal memory system of patients with
multiple sclerosis. Hum Brain Mapp 33(10):2268–2280
187. Sumowski JF, Wylie GR, DeLuca J, Chiaravalloti N (2010) Intellectual enrichment is linked to
cerebral efﬁciency in multiple sclerosis: functional magnetic resonance imaging evidence for
cognitive reserve. Brain 133(2):362–374

8 Structural and Functional Neuroimaging in Multiple Sclerosis: From. . .

209

188. Schoonheim MM, Meijer KA, Geurts JJ (2015) Network collapse and cognitive impairment in
multiple sclerosis. Front Neurol 6
189. Schoonheim MM, Geurts JJ, Barkhof F (2010) The limits of functional reorganization in
multiple sclerosis. Neurology 74(16):1246–1247
190. Roosendaal SD, Schoonheim MM, Hulst HE, Sanz-Arigita EJ, Smith SM, Geurts JJ et al
(2010) Resting state networks change in clinically isolated syndrome. Brain 133
(6):1612–1621
191. Rocca MA, Valsasina P, Absinta M, Riccitelli G, Rodegher ME, Misci P et al (2010) Defaultmode network dysfunction and cognitive impairment in progressive MS. Neurology 74
(16):1252–1259
192. Cader S, Cifelli A, Abu-Omar Y, Palace J, Matthews PM (2006) Reduced brain functional
reserve and altered functional connectivity in patients with multiple sclerosis. Brain 129
(2):527–537
193. Bonnet M, Allard M, Dilharreguy B, Deloire M, Petry K, Brochet B (2010) Cognitive
compensation failure in multiple sclerosis. Neurology 75(14):1241–1248
194. Audoin B, Boulanouar K, Ibarrola D, Malikova I, Confort-Gouny S, Celsis P et al (2005)
Altered functional connectivity related to white matter changes inside the working memory
network at the very early stage of MS. J Cereb Blood Flow Metab 25(10):1245–1253
195. Ranjeva J-P, Audoin B, Duong MVA, Confort-Gouny S, Malikova I, Viout P et al (2006)
Structural and functional surrogates of cognitive impairment at the very early stage of multiple
sclerosis. J Neurol Sci 245(1):161–167
196. Damoiseaux JS, Rombouts SA, Barkhof F, Scheltens P, Stam CJ, Smith SM et al (2006)
Consistent resting-state networks across healthy subjects. Proc Natl Acad Sci U S A 103
(37):13848–13853
197. Fornito A, Zalesky A, Breakspear M (2015) The connectomics of brain disorders. Nat Rev
Neurosci 16(3):159–172
198. Rocca MA, Valsasina P, Martinelli V, Misci P, Falini A, Comi G et al (2012) Large-scale
neuronal network dysfunction in relapsing-remitting multiple sclerosis. Neurology 79
(14):1449–1457
199. Cruz-Gómez ÁJ, Ventura-Campos N, Belenguer A, Ávila C, Forn C (2014) The link between
resting-state functional connectivity and cognition in MS patients. Mult Scler J 20(3):338–348
200. Louapre C, Perlbarg V, García-Lorenzo D, Urbanski M, Benali H, Assouad R et al (2014)
Brain networks disconnection in early multiple sclerosis cognitive deﬁcits: an
anatomofunctional study. Hum Brain Mapp 35(9):4706–4717
201. Bonavita S, Gallo A, Sacco R, Della Corte M, Bisecco A, Docimo R et al (2011) Distributed
changes in default-mode resting-state connectivity in multiple sclerosis. Mult Scler J 17
(4):411–422
202. Leavitt VM, Paxton J, Sumowski JF (2014) Default network connectivity is linked to memory
status in multiple sclerosis. J Int Neuropsychol Soc 20(09):937–944
203. Zhou F, Zhuang Y, Gong H, Wang B, Wang X, Chen Q et al (2014) Altered inter-subregion
connectivity of the default mode network in relapsing remitting multiple sclerosis: a functional
and structural connectivity study. PLoS One 9(7):e101198
204. de Pasquale F, Della Penna S, Snyder AZ, Lewis C, Mantini D, Marzetti L et al (2010)
Temporal dynamics of spontaneous MEG activity in brain networks. Proc Natl Acad Sci 107
(13):6040–6045
205. de Pasquale F, Della Penna S, Snyder AZ, Marzetti L, Pizzella V, Romani GL et al (2012) A
cortical core for dynamic integration of functional networks in the resting human brain.
Neuron 74(4):753–764
206. Wojtowicz M, Mazerolle EL, Bhan V, Fisk JD (2014) Altered functional connectivity and
performance variability in relapsing–remitting multiple sclerosis. Mult Scler J
1352458514524997

210

P. Tewarie et al.

207. Faivre A, Rico A, Zaaraoui W, Crespy L, Reuter F, Wybrecht D et al (2012) Assessing brain
connectivity at rest is clinically relevant in early multiple sclerosis. Mult Scler J 18
(9):1251–1258
208. Rocca MA, Absinta M, Amato MP, Moiola L, Ghezzi A, Veggiotti P et al (2014) Posterior
brain damage and cognitive impairment in pediatric multiple sclerosis. Neurology 82
(15):1314–1321
209. Swaab D (1991) Brain aging and Alzheimer’s disease, “wear and tear” versus “use it or lose
it”. Neurobiol Aging 12(4):317–324
210. de Haan W, Mott K, van Straaten EC, Scheltens P, Stam CJ (2012) Activity dependent
degeneration explains hub vulnerability in Alzheimer’s disease. PLoS Comput Biol 8(8):
e1002582
211. Hämäläinen M, Hari R, Ilmoniemi RJ, Knuutila J, Lounasmaa OV (1993) Magnetoencephalography—theory, instrumentation, and applications to noninvasive studies of the working
human brain. Rev Mod Phys 65(2):413
212. Supek S, Aine CJ (2014) Magnetoencephalography: from signals to dynamic cortical networks. Springer, Berlin/Heidelberg
213. Murakami S, Okada Y (2006) Contributions of principal neocortical neurons to magnetoencephalography and electroencephalography signals. J Physiol 575(3):925–936
214. da Silva FL (2013) EEG and MEG: relevance to neuroscience. Neuron 80(5):1112–1128
215. Hillebrand A, Barnes GR (2005) Beamformer analysis of MEG data. Int Rev Neurobiol
68:149–171
216. Hillebrand A, Singh KD, Holliday IE, Furlong PL, Barnes GR (2005) A new approach to
neuroimaging with magnetoencephalography. Hum Brain Mapp 25(2):199–211
217. O’Neill GC, Barratt EL, Hunt BA, Tewarie PK, Brookes MJ (2015) Measuring electrophysiological connectivity by power envelope correlation: a technical review on MEG methods.
Phys Med Biol 60(21):R271
218. Schoffelen JM, Gross J (2009) Source connectivity analysis with MEG and EEG. Hum Brain
Mapp 30(6):1857–1865
219. Hillebrand A, Barnes GR, Bosboom JL, Berendse HW, Stam CJ (2012) Frequency-dependent
functional connectivity within resting-state networks: an atlas-based MEG beamformer solution. NeuroImage 59(4):3909–3921
220. Baillet S, Mosher JC, Leahy RM (2001) Electromagnetic brain mapping. Signal Processing
Magazine, IEEE 18(6):14–30
221. Van Veen BD, Buckley KM (1988) Beamforming: a versatile approach to spatial ﬁltering.
IEEE ASSP Mag 5(2):4–24
222. Robinson S, Vrba J (1999) Functional neuroimaging by synthetic aperture magnetometry
(SAM). In: Recent advances in biomagnetism. Tohoku University Press, Sendai, pp 302–305
223. Pereda E, Quiroga RQ, Bhattacharya J (2005) Nonlinear multivariate analysis of neurophysiological signals. Prog Neurobiol 77(1):1–37
224. Kida T, Tanaka E, Kakigi R (2015) Multi-dimensional dynamics of human electromagnetic
brain activity. Front Hum Neurosci 9:713
225. Licker MD, Geller E (2002) Dictionary of physics, XI ed. McGraw-Hill, Clarinda
226. Stam CJ, Nolte G, Daffertshofer A (2007) Phase lag index: assessment of functional connectivity from multi channel EEG and MEG with diminished bias from common sources. Hum
Brain Mapp 28(11):1178–1193
227. Brookes MJ, Woolrich MW, Barnes GR (2012) Measuring functional connectivity in MEG: a
multivariate approach insensitive to linear source leakage. NeuroImage 63(2):910–920
228. Stam C, Van Dijk B (2002) Synchronization likelihood: an unbiased measure of generalized
synchronization in multivariate data sets. Physica D 163(3):236–251
229. Karhu J, Hari R, Mäkelä JP, Huttunen J, Knuutila J (1992) Cortical somatosensory magnetic
responses in multiple sclerosis. Electroencephalogr Clin Neurophysiol 83(3):192–200

8 Structural and Functional Neuroimaging in Multiple Sclerosis: From. . .

211

230. Kassubek J, Sörös P, Kober H, Stippich C, Vieth JB (1999) Focal slow and beta brain activity
in patients with multiple sclerosis revealed by magnetoencephalography. Brain Topogr 11
(3):193–200
231. Leocani L, Locatelli T, Martinelli V, Rovaris M, Falautano M, Filippi M et al (2000)
Electroencephalographic coherence analysis in multiple sclerosis: correlation with clinical,
neuropsychological, and MRI ﬁndings. J Neurol Neurosurg Psychiatry 69(2):192–198
232. Cover KS, Vrenken H, Geurts JJ, van Oosten BW, Jelles B, Polman CH et al (2006) Multiple
sclerosis patients show a highly signiﬁcant decrease in alpha band interhemispheric synchronization measured using MEG. NeuroImage 29(3):783–788
233. Van der Meer M, Tewarie P, Schoonheim M, Douw L, Barkhof F, Polman C et al (2013)
Cognition in MS correlates with resting-state oscillatory brain activity: an explorative MEG
source-space study. Neuroimage Clin 2:727–734
234. Valdés-Hernández PA, Ojeda-González A, Martínez-Montes E, Lage-Castellanos A, ViruésAlba T, Valdés-Urrutia L et al (2010) White matter architecture rather than cortical surface
area correlates with the EEG alpha rhythm. NeuroImage 49(3):2328–2339
235. Hindriks R, Woolrich M, Luckhoo H, Joensson M, Mohseni H, Kringelbach M et al (2015)
Role of white-matter pathways in coordinating alpha oscillations in resting visual cortex.
NeuroImage 106:328–339
236. Tecchio F, Zito G, Zappasodi F, Dell’Acqua ML, Landi D, Nardo D et al (2008) Intra-cortical
connectivity in multiple sclerosis: a neurophysiological approach. Brain 131(7):1783–1792
237. Schoonheim MM, Geurts JJ, Landi D, Douw L, van der Meer ML, Vrenken H et al (2013)
Functional connectivity changes in multiple sclerosis patients: a graph analytical study of
MEG resting state data. Hum Brain Mapp 34(1):52–61
238. Tewarie P, Schoonheim MM, Stam CJ, van der Meer ML, van Dijk BW, Barkhof F et al
(2013) Cognitive and clinical dysfunction, altered MEG resting-state networks and thalamic
atrophy in multiple sclerosis. PLoS One 8(7):e69318
239. Tewarie P, Schoonheim MM, Schouten DI, Polman CH, Balk LJ, Uitdehaag BM et al (2015)
Functional brain networks: linking thalamic atrophy to clinical disability in multiple sclerosis,
a multimodal fMRI and MEG study. Hum Brain Mapp 36(2):603–618
240. Tewarie P, Steenwijk MD, Tijms BM, Daams M, Balk LJ, Stam CJ et al (2014) Disruption of
structural and functional networks in long-standing multiple sclerosis. Hum Brain Mapp 35
(12):5946–5961
241. Stam CJ (2014) Modern network science of neurological disorders. Nat Rev Neurosci 15
(10):683–695
242. Cv S, Van Straaten E (2012) The organization of physiological brain networks. Clin
Neurophysiol 123(6):1067–1087
243. Van Wijk BC, Stam CJ, Daffertshofer A (2010) Comparing brain networks of different size
and connectivity density using graph theory. PLoS One 5(10):e13701
244. Rubinov M, Sporns O (2010) Complex network measures of brain connectivity: uses and
interpretations. NeuroImage 52(3):1059–1069
245. Bullmore E, Sporns O (2012) The economy of brain network organization. Nat Rev Neurosci
13(5):336–349
246. Watts DJ, Strogatz SH (1998) Collective dynamics of ‘small-world’ networks. Nature 393
(6684):440–442
247. Barabási A-L, Albert R (1999) Emergence of scaling in random networks. Science 286
(5439):509–512
248. Tijms BM, Wink AM, de Haan W, van der Flier WM, Stam CJ, Scheltens P et al (2013)
Alzheimer’s disease: connecting ﬁndings from graph theoretical studies of brain networks.
Neurobiol Aging 34(8):2023–2036
249. Diessen E, Diederen SJ, Braun KP, Jansen FE, Stam CJ (2013) Functional and structural brain
networks in epilepsy: what have we learned? Epilepsia 54(11):1855–1865

212

P. Tewarie et al.

250. Van Diessen E, Numan T, van Dellen E, van der Kooi A, Boersma M, Hofman D et al (2015)
Opportunities and methodological challenges in EEG and MEG resting state functional brain
network research. Clin Neurophysiol 126(8):1468–1481
251. Tewarie P, Van Dellen E, Hillebrand A, Stam C (2015) The minimum spanning tree: an
unbiased method for brain network analysis. NeuroImage 104:177–188
252. Van Mieghem P, Magdalena SM. Phase transition in the link weight structure of networks.
Phys Rev E 2005;72(5):056138
253. Meier J, Tewarie P, Van Mieghem P (2015) The Union of shortest path trees of functional
brain networks. Brain Connect
254. Schoonheim MM, Hulst HE, Landi D, Ciccarelli O, Roosendaal SD, Sanz-Arigita EJ et al
(2012) Gender-related differences in functional connectivity in multiple sclerosis. Mult Scler J
18(2):164–173
255. Rocca MA, Valsasina P, Meani A, Falini A, Comi G, Filippi M (2016) Impaired functional
integration in multiple sclerosis: a graph theory study. Brain Struct Funct 221(1):115–131
256. Gamboa OL, Tagliazucchi E, von Wegner F, Jurcoane A, Wahl M, Laufs H et al (2014)
Working memory performance of early MS patients correlates inversely with modularity
increases in resting state functional connectivity networks. NeuroImage 94:385–395
257. Hardmeier M, Schoonheim MM, Geurts JJ, Hillebrand A, Polman CH, Barkhof F et al (2012)
Cognitive dysfunction in early multiple sclerosis: altered centrality derived from resting-state
functional connectivity using magneto-encephalography. PLoS One 7(7):e42087
258. Schoonheim M, Geurts J, Wiebenga O, De Munck J, Polman C, Stam C et al (2014) Changes
in functional network centrality underlie cognitive dysfunction and physical disability in
multiple sclerosis. Mult Scler J 20(8):1058–1065
259. Tewarie P, Bright M, Hillebrand A, Robson S, Gascoyne L, Morris P et al (2016) Predicting
haemodynamic networks using electrophysiology: the role of non-linear and cross-frequency
interactions. NeuroImage 130:273–292
260. Tewarie P, Hillebrand A, Schoonheim M, Van Dijk B, Geurts J, Barkhof F et al (2014)
Functional brain network analysis using minimum spanning trees in multiple sclerosis: an
MEG source-space study. NeuroImage 88:308–318
261. Sbardella E, Tona F, Petsas N, Upadhyay N, Piattella M, Filippini N et al (2015) Functional
connectivity changes and their relationship with clinical disability and white matter integrity in
patients with relapsing–remitting multiple sclerosis. Mult Scler J 21(13):1681–1692
262. Meier J, Tewarie P, Hillebrand A, Douw L, van Dijk B, Stufﬂebeam S et al (2016) A mapping
between structural and functional brain networks. Brain Connect 6(4):298–311
263. Robinson P (2012) Interrelating anatomical, effective, and functional brain connectivity using
propagators and neural ﬁeld theory. Phys Rev E 85(1):011912
264. Deco G, Tononi G, Boly M, Kringelbach ML (2015) Rethinking segregation and integration:
contributions of whole-brain modelling. Nat Rev Neurosci 16(7):430–439
265. Hindriks R, Adhikari M, Murayama Y, Ganzetti M, Mantini D, Logothetis N et al Can slidingwindow correlations reveal dynamic functional connectivity in resting-state fMRI?
NeuroImage 2015
266. Braun U, Schäfer A, Walter H, Erk S, Romanczuk-Seiferth N, Haddad L et al (2015) Dynamic
reconﬁguration of frontal brain networks during executive cognition in humans. Proc Natl
Acad Sci 112(37):11678–11683
267. Baker AP, Brookes MJ, Rezek IA, Smith SM, Behrens T, Smith PJP et al (2014) Fast transient
networks in spontaneous human brain activity. elife e01867:3
268. Brookes MJ, O'Neill GC, Hall EL, Woolrich MW, Baker A, Corner SP et al (2014) Measuring
temporal, spectral and spatial changes in electrophysiological brain network connectivity.
NeuroImage 91:282–299
269. O'Neill GC, Bauer M, Woolrich MW, Morris PG, Barnes GR, Brookes MJ (2015) Dynamic
recruitment of resting state sub-networks. NeuroImage 115:85–95
270. Roebroeck A, Formisano E, Goebel R (2005) Mapping directed inﬂuence over the brain using
granger causality and fMRI. NeuroImage 25(1):230–242

8 Structural and Functional Neuroimaging in Multiple Sclerosis: From. . .

213

271. Hillebrand A, Tewarie P, van Dellen E, Yu M, Carbo EWS, Douw L et al (2016) Direction of
information ﬂow in large-scale resting-state networks is frequency dependent. Proc Natl Acad
Sci
272. Lobier M, Siebenhühner F, Palva S, Palva JM (2014) Phase transfer entropy: a novel phasebased measure for directed connectivity in networks coupled by oscillatory interactions.
NeuroImage 85:853–872
273. Brookes MJ, Tewarie PK, Hunt BA, Robson SE, Gascoyne LE, Liddle EB et al (2016) A
multi-layer network approach to MEG Connectivity Analysis. NeuroImage 132:425–438

Chapter 9

Neuroimaging in Ataxias
C. C. Piccinin and A. D’Abreu

Introduction
The ability to visually analyze plain structural MRI sequences was a remarkable
advance in understanding neurological diseases. The presence of signal abnormalities in determined sequences, structural anomalies, and measures obtained using
MRI-based analyses generated clues about disease physiopathology, progression,
and differential diagnosis. The parameters obtained by conventional imaging, however, have low sensitivity in detecting subtle microstructural alterations with current
magnet strength limitations, and there is considerable overlap between imaging
ﬁndings and different syndromes [1].
New MRI sequences, coupled with several tools for imaging processing and
analysis, enhanced morphological analyses by creating parameters able to measure
volume, area, and thickness of tissues, as well as the degree of molecular diffusion
through them. More recently, some techniques have overcome the barrier of structural analysis, enabling the qualiﬁcation and quantiﬁcation of neurochemical compounds in the brain and the assessment of functional connectivity (FC) between
distinct brain regions.
Voxel-based morphometry (VBM) quantiﬁes gray matter (GM), white matter
(WM), and cerebrospinal ﬂuid [2]. Diffusion tensor imaging (DTI) can be used to
estimate the integrity of connections [3]. FreeSurfer is a surface-based analysis able
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to provide measures of cortical thickness and can be used in preprocessing of
functional MRI (fMRI) and tractography [4]. fMRI estimates activation maps,
determines functional connectivity (FC) between noncontiguous cerebral areas,
associates physiological functions to speciﬁc brain regions, and detects intra- and
intersubject variability and abnormal activation or deactivation in pathological
processes [5]. Spectroscopy allows the in vivo qualiﬁcation and quantiﬁcation of
brain metabolites, providing clues about neuronal and membrane integrity, the
presence of ischemic and gliotic processes, as well as energy changes [6].
These advanced neuroimaging techniques have demonstrated greater ability in
detecting earlier and more subtle irregularities [1, 7–10]. Compared with neuropathological studies, neuroimaging methods usually have larger samples, are performed
in vivo so they are free from histological artifacts secondary to postmortem changes,
allow for whole-brain analyses and prospective studies, are less expensive, and have
much greater feasibility [11].
Ataxic disorders arise from many different etiologies but often have overlapping
clinical features, and, conversely, single gene disorders often display different
phenotypes within the same family [6]. Hence, clinical manifestations are usually
not enough to determine the diagnosis.
Neuroimaging has allowed the detection of structural, neurochemical, and functional alterations associated with determined types of ataxia. Questions regarding
sensitivity, speciﬁcity, validity, and reproducibility still need to be answered with
larger, longitudinal studies. Such methods may potentially provide biomarkers
predicting prognosis. Moreover, ﬁnding surrogate markers for clinical trials will
greatly enhance efﬁciency.

Imaging Techniques
VBM
VBM compares groups by measuring the volume or density of a tissue voxel by
voxel, in whole-brain or region of interest (ROI) analyses. It is an automated method
with low operator dependence. The most studied diseases are those with the highest
prevalence such as Friedreich’s ataxia and the spinocerebellar ataxias (SCA) mostly
types 1 (SCA1), 3 (SCA3), and 6 (SCA6).
Cerebellar atrophy is universally found in SCA1; however, the atrophic voxels
described may vary in location [12, 13]. VBM demonstrated extensive GM decrease
in the whole vermis and all cerebellar lobules except I, II, and X in a 10-SCA1subjects sample compared with age-matched healthy controls (HC) [13]. Ataxia
severity strongly correlated with the degree of GM loss in the cerebellar hemispheres
[12]. Throughout the brain, GM reduction was found in small clusters, mostly
sensorimotor areas [13, 14]. Decreased WM was found mostly in the cerebellar
peduncles sparing the cerebral hemispheres [13, 14]. In a longitudinal study involving 37 subjects with SCA1, there was marked GM decrease in the mesencephalon as
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well as in the caudate and putamen bilaterally in the end of the 2-year follow-up. The
rate of volume loss was higher in SCA1 compared with SCA3 and SCA6 in the
brainstem, left cerebellar hemisphere, and putamen. The changes found by VBM
were more sensitive than clinical scales in detecting progressive genotype-related
neurodegeneration, and the authors suggested that these measurements could be
used as surrogate markers [15].
For SCA2, there was GM volume loss in the whole cerebellum (sparing lobules I,
II, and X), the right thalamus, the left inferior frontal operculum, the inferior parietal,
the pre- and postcentral gyri [13], pons, and mesencephalon [16]. WM involvement
was similar to SCA1; however, the pontine and vermal loss were more pronounced
than in other SCAs [12], and cerebral areas such as the left precentral gyrus and the
right middle cingulate gyrus were affected [13].
SCA3, or Machado-Joseph Disease (MJD), is the most prevalent autosomal
dominant ataxia in the world [17]. All VBM studies in SCA3 detected bilateral
GM atrophy in the cerebellum [12, 15, 18–21] and all but one in the brainstem
[12, 15, 18–20]. The SUIT tool, a speciﬁc tool for cerebellar evaluation, reported
GM loss in the posterior lobe, vermis, tonsil, inferior semilunar lobule, declive,
uvula, fastigium, and tuber. The GM atrophy is widespread in the brain, involving
the frontal, parietal, temporal, and occipital lobes. Areas such as the thalamus,
cingulum, putamen, and caudate are more controversial, since atrophy is not consistently observed [18, 20, 21]. SCA3 showed a more pronounced vermal atrophy
than SCA1 and SCA2 [12]. When compared to SCA1 and SCA6, there was a greater
GM loss in the lentiform nucleus after a 2-year follow-up [15]. CAG repeat length,
age, and disease duration were predictors of the GM changes. WM reduction seems
to be restricted to the cerebellum [18] or symmetric and closely related to the GM
changes affecting the brainstem and thalamus [20].
SCA6 is usually considered a “pure cerebellar” ataxia. Earlier studies had found
GM loss in the cerebellar hemispheres and vermis with no WM changes [22]. Later
studies, however, demonstrated a reduction in the brainstem volume (P < 0.027) less
severe than in SCA3 (P < 0.001) [23] and volume loss in the thalamus, putamen, and
pallidum; those three regions, along with the cerebellum, showed the greatest degree
of deterioration after a 2-year follow-up [15].
In SCA7, ataxia is associated with a pyramidal syndrome and progressive macular degeneration that culminates in blindness. The pontine volume loss was significantly greater in SCA7 than in SCA3 and SCA6, whereas the cerebellar reduction
was not different between the two latter conditions. Unlike cerebellar atrophy,
pontine atrophy is detectable in early stages [24]. Bilateral GM reductions were
found in the pre- and the postcentral gyri, inferior and medial frontal,
parahippocampal, parietal inferior, and occipital cortices. The widespread results
are compatible with the variety of clinical symptoms and previous neuropathological
reports [25].
SCA17 is characterized by cerebellar, pyramidal signs, movement disorders, and
neuropsychiatric symptoms. SCA17 presents with atrophy of the cerebellum, putamen, thalamus, and occipitoparietal regions [26–28]. CAG repeats negatively
correlated with cerebellar GM volume [27]. In an 18-month follow-up, SCA17
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patients demonstrated a greater reduction in the cerebellum, limbic system, and the
precuneus than HC [28]. Negative correlations with motor clinical scores were found
in the GM of the cerebellum and other motor areas, particularly the basal ganglia,
while positive correlations with psychiatric scores were found in the GM of the
frontotemporal regions, cuneus, and cingulum [26].
Friedreich ataxia (FRDA) is the most prevalent recessive ataxia in the world, and
it is characterized by the involvement of spinal cord and dorsal root ganglia.
Cerebellar atrophy was detectable in basically all VBM studies [11, 29, 30], mostly
in the inferomedial portions of the cerebellar hemispheres as well as in the dorsal
medulla [29, 30]. Loss of WM was present in the peridentate region [11], posterior
cingulate, paracentral lobe, and middle frontal gyrus, supporting a more widespread
pathology than previously hypothesized [30]. GM increase in the pulvinar correlated
with improvement in ataxia scores after 1-year follow-up of FRDA patients who
were started on recombinant human erythropoietin. These results support the use of
VBM as an indicator of microstructural changes in both progression and treatment
response in FRDA [31].
Fragile X-associated tremor-ataxia syndrome (FXTAS) is an adult-onset neurodegenerative disorder usually affecting older male premutation carriers. To the best
of our knowledge, only one study evaluated this rare condition using VBM, showing
GM reduction in the cerebellum, mostly the anterior and superior posterior lobes
including the correspondent vermal areas, the prefrontal cortex, anterior cingulate,
precuneus, orbitofrontal cortex, amygdale, and insula. Asymptomatic mutation
carriers showed reduction of GM in the anterior cerebellar areas in a ROI analysis
when compared to HC, supporting the idea that microstructural abnormalities may
precede the clinical manifestation of the disease [32].

DTI
DTI is a powerful tool able to estimate the molecular mobility and ﬁber integrity in
tissues by measuring and combining variables as anisotropy and magnitude of
diffusion [3]. DTI studies try to characterize speciﬁc WM alterations in certain
types of ataxia, differentiate between ataxia syndromes, investigate progression of
WM deterioration in longitudinal designs, and clarify possible common pathological
mechanisms. Since VBM is an accurate tool for GM analysis but is limited to voxelwise comparisons of WM, and DTI is conversely a great tool for tracing WM ﬁber
tracts and detecting pathways’ disruptions, some authors have therefore combined
VBM and DTI analysis in order to increase the detail and power of the study [11, 19,
25].
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DTI Using FMRIB’s Diffusion Toolbox from FSL
Mean diffusivity (MD), also called apparent diffusion coefﬁcient (ADC), corresponds to the rate of molecular diffusion and is sensitive to cellularity, edema, and
necrotic processes. It was increased in the middle cerebellar peduncles (MCPs),
medulla, peridentate WM in SCA1 [33, 34] and in the superior cerebellar peduncle
(SCP), MCPs, transverse pontine ﬁbers, medulla, and corticospinal tract in SCA2.
There were no supratentorial abnormalities as well as no statistically signiﬁcant
difference between SCA1 and SCA2 in the whole-brain analysis. The measures were
signiﬁcantly higher in SCA2 than SCA1 [34]. A correlation between MD values and
clinical severity was found in SCA1. Since the clinical deterioration is faster in
SCA1 and DTI suggests a faster rate of neurodegeneration compared to SCA2,
diffusion techniques may possibly be used in longitudinal studies and as surrogate or
additional markers for clinical trials [33].
Fractional anisotropy (FA) reﬂects the range of directions of the molecular
displacement by diffusion and was lower in all regions of interest for both groups,
but in the transverse pontine ﬁbers and in the cerebral peduncle at the level of the
corticospinal tract, the FA decrease was more evident in SCA2 [34]. Increased MD
in the brainstem and cerebellum was more pronounced in SCA2 and associated with
a mild MD increase in cerebral hemispheres [13]. In contrast to the ﬁndings of
Guerrini et al., SCA1 and SCA2 differ in diffusion properties, although the DTI
analysis solely is limited to differentiate these two groups and controls [34].

Tract-Based Spatial Statistics (TBSS)
TBSS improved the sensitivity and the interpretation of ﬁndings in multi-subject
diffusion analyses. Beneﬁts of TBSS compared with other voxel-wise methods rely
on better alignment of the subjects by matching with a common space and on the
exemption from the arbitrariness in choosing the extent of spatial smoothing process
[35]. DTI-TBSS analysis provides accurate multi-subject measures of diffusion
properties in a whole-brain framework.
In SCA1 and SCA2, for example, the ICP (inferior cerebellar peduncle), MCP
and SCP, pontine transverse ﬁbers, medial and lateral lemnisci, spinothalamic and
corticospinal tracts, and the corpus callosum showed decreased FA. These ﬁndings
were more pronounced in SCA2, which also showed lower FA in the short
intracerebellar tracts [13], bilateral posterior limb of the internal capsule, and
superior corona radiate [36]. Increased MD was more extensive than reported by
non-TBSS MD measures and was found in cerebellar WM, MCP, medial lemniscus,
anterior corona radiate, posterior limb of internal capsule, and right corticospinal
tract at the pons [36] (Fig. 9.1).
In SCA3, the cerebellum and brainstem showed lower FA values, while the
thalamus, frontal, and occipital lobes showed increased radial diffusivity (RD) –
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Fig. 9.1 Signiﬁcant differences in diffusion properties between SCA2 patients and HC using
TBSS. (a) Decreased fractional anisotropy in patients compared with HC (cold color). (b) Increased
mean diffusivity in patients compared with HC (warm color). https://doi.org/10.1371/journal.pone.
0135449 [36]

the rate of diffusion in the transverse direction [19]. Decreased FA in the brainstem
correlated with cognitive dysfunction [21], while ataxia severity correlated negatively with FA values in a network comprising frontal, thalamic, brainstem, and left
cerebellar WM [20]. Yet, WM abnormalities seem to be more widespread, involving
not just the previously described structures but the bilateral frontal, parietal, temporal, and occipital lobes as well [20]. The greater number of diffusion parameters
measured in the later study rendered more robust and a more detailed analysis [20].
TBSS has successfully identiﬁed affected areas with decreased FA not previously
detected in SCA7, such as the deep cerebral WM and corpus callosum [25]. In
FRDA, symmetrical FA decrement was found in the ICP bilaterally and
corticospinal tracts in the ventral medulla (pyramids). Increased MD and decreased
FA demonstrated a correlation with clinical severity in the left SCP supporting its
important role in FRDA pathophysiology [29, 37].
Despite the few number of available neuroimaging studies on autosomal recessive spastic ataxia of Charlevoix-Saguenay (ARSACS), patients with this disease
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had extensive alterations in supra- and infratentorial WM, compatible with the wide
range of its clinical manifestations [38].

Tractography
Tractography is used to segment WM based on the preferred diffusion direction in
order to determine speciﬁc tracts. This is called deterministic tractography (DT). A
matrix containing the relationship between every pair of voxels can be built from the
tracts to illustrate homogeneous connectivity – a process called probabilistic
tractography (PT) [39].
DT isolated the ICP, MCP, and SCP in subjects with SCA1, MSA-C, and other
ataxias. For all patients, PT revealed decreased FA in the three tracts and correlated
with severity of ataxia and decreased asymmetrically in patients with marked ataxia
asymmetry. Differences in FA values in the analyzed tracts enabled the differentiation between SCA1 and MSA-C patients as well as other types of ataxia [9].
In ARSACS, tractography showed thickening of the transverse pontine ﬁbers,
which displaced and compressed the corticospinal tract with relative thinning of the
midbrain and medulla. The corticospinal tract showed lower FA and increased RD
and MD, consistent with the TBSS ﬁndings and supporting demyelination, while
transverse pontine ﬁbers showed higher FA, lower RD, and higher AD which might
be attributed to hypertrophy or hypermyelination processes [38].
In ataxia-telangiectasia (AT), a complex autosomal recessive syndrome, corticoponto-cerebellar, cerebellar-thalamo-cortical, somatosensory, and lateral
corticospinal tracts were extracted and analyzed using tractography. FA in AT
patients was lower than in controls in all the tracts observed. Anterior tracts showed
higher MD, while in cerebellar peduncles it was reduced. The authors suggested that
areas such as the thalamus and pre- and postcentral gyri are likely to be affected in
young AT patients [40].

FreeSurfer
FreeSurfer performs an automated segmentation of images providing information
about volume and area of cortical and subcortical structures. Its major advantage is
the accurate measure of the cerebral cortex thickness that is obtained from native
space making it less susceptible to errors [4].VBM results measured as a function of
volume are actually obtained from the interaction between surface area and cortical
thickness, which are genetically and phenotypically independent measures. Thus,
cortical thickness determined by FreeSurfer is a more direct and preferred parameter
for genetically determined diseases [41].
SCA3 subjects displayed reduced cortical thickness in the paracentral cortex,
middle frontal gyrus, superior and transverse temporal gyri, left lateral occipital
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cortex, and right supramarginal gyrus. The major novelty was the bilateral hippocampal atrophy, never previously reported ([42]). Three-dimensional fractal dimension thought to identify altered patterns in cortical regions demonstrated an
important GM cortical atrophy mainly in the posterior lobe of cerebellum but also
in other 32 areas distributed in subcortical areas and the frontal, parietal, and limbic
lobes [43].
Further studies using surface analysis techniques as FreeSurfer should be
performed for a better characterization of cortical abnormalities in ataxias including
disruptions in the brain surface and folds.

fMRI
Resting-state functional MRI (rs-fMRI)
rs-fMRI detects blood-oxygen level dependence ﬂuctuations that correspond to
neuronal activity and translates them into patterns. Simultaneous and related activation in anatomically separated brain areas reﬂects a measure of functional connectivity (FC) [44]. While structural studies are important to detect neurodegeneration,
functional studies are valuable to characterize the impact of such degeneration on
functional integration of the remaining tissue by the analysis of the pattern of activity
in FC [36].
In SCA2 a disruption in the cerebellar FC is a common ﬁnding [36, 45]. Nonetheless,
there is no consensus about the pattern of FC changes between studies, mostly
regarding the default mode network (DMN) [36, 45]. SCA2 can assume different
phenotypes, including a parkinsonism-predominant form. Within this variety, both
asymptomatic carriers and parkinsonian ones demonstrated reduced FC in the basal
ganglia-thalamus-cortical loop compared to controls. While the asymptomatic group
showed an increased connectivity in networks involving the cerebral cortex and
motor areas, the symptomatic group showed decreased FC. The increased connectivity in those motor areas in the asymptomatic group may be a compensatory
mechanism due to the disruption in the basal ganglia-thalamus-cortical loop. In
parallel, the decreased connectivity in the same areas observed in the symptomatic
group reveals a failure in maintaining these compensatory mechanisms, culminating
in parkinsonism [46].
In a seed-based fMRI analysis, seeds were anchored in atrophic GM areas
previously determined by VBM, thereafter the FC coming from these speciﬁc
areas were estimated. Twenty-six genetically determined SCA7 patients compared
with HC showed reduced FC between the cerebellum and the middle and superior
frontal gyri and between the visual and motor cortices. An increased functional
interaction was detected between the cerebellum and a range of visual cortical areas
[47]. A whole-brain investigation of intrinsic networks in SCA7 showed 19 abnormal
functional connections when compared to controls. There was decreased connectivity between the right cerebellar lobule crus II and the left middle frontal gyrus and
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increased connectivity between the left superior temporal pole and the right inferior
frontal gyrus. Interestingly, the authors used measurements of FC in determined
brain areas to distinguish patients from HC reaching an accuracy of 92.3%,
supporting fMRI as a powerful tool as a biomarker in SCA7 [48].
A similar seed-based design was used to study SCA17. Seeds were allocated in
altered areas found in previous VBM studies: the anterior lobe bilaterally and the left
posterior lobe. The anterior seed revealed stronger connectivity to lobules V, VI, and
to some extent I–IV, while the posterior seed connected to the posterior lobules VI–
IX. Moreover, the anterior seed reported stronger FC with motor, premotor, and the
primary somatosensory cortex compared with the posterior seed. These results are in
line with previous structural and functional evaluations of the cerebellum that had
described a dichotomization of this structure in which the anterior lobe is linked to
motor functions, while the posterior lobe has predominantly cognitive and emotional
roles [49].
Task-Based fMRI
Task-based fMRI or just fMRI measures brain activity during different tasks and
stimuli in order to better understand how the brain is organized and to identify
conditions in which this organization is disrupted.
Hand tasks were the most tested in SCAs patients. In an alternated pronation and
supination task, for example, while the HC group showed activation in a network
comprised by the sensorimotor cortex, supplementary motor area, cingulate motor
area, putamen, and cerebellum, SCA1 patients demonstrated a large absence of
activation in the cerebellum with an additional activity in contralateral cortices and
thalami supporting a disruption of the cortico-cerebellar pathways in SCA1 [50].
Cerebellar activation was altered in SCA3 patients while performing hand movements. Yet, the results were no longer signiﬁcant when the analysis was restricted to
the cerebellar cortex or to the cerebellar nuclei. Conversely, in SCA6 and FRDA, the
reduced cerebellar activation was still signiﬁcant when the analysis was restricted to
both cerebellar cortex and nuclei [51].
Subjects with SCA6 performed a visual task based on smooth-pursuit movement.
A shift in activation was found in the vermis of presymptomatic individuals
extending to the lateral cerebellum in moderate-to-severe subjects. Cerebrocerebellar connectivity demonstrated highest effectiveness in moderate cases,
while it disappeared in severe cases, supporting, respectively, the compensatory
and failure of compensatory mechanisms of FC in the progression of neurodegenerative disorders [52].
In SCA17, task-based analyses were performed using the same seeds, anchored in
the RS analyses described. While the anterior lobe had showed FC with motor and
sensorimotor areas during RS, the task-based evaluation revealed connectivity
between the posterior seed and fronto-temporo-parietal areas and the insula and
the thalamus, corroborating the hypothesis of a cerebellar dichotomy in anteriormotor and posterior-cognitive roles of the cerebellum [49].
FRDA is the most commonly fMRI studied ataxia. Non-visually cued hand
tapping and writing of “8” ﬁgure tasks revealed hypoactivation of the left primary
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sensorimotor cortex and the right cerebellum compared with HC. Reduced activation
was detected in the left thalamus and right dorsolateral prefrontal cortex during hand
tapping only. The writing of “8” led to a hyperactivation of the right parietal and
precentral cortex and in the lentiform nucleus. The activation increased with disease
severity in the right parietal, anterior cingulum and lentiform nucleus [53].
FDRA patients demonstrated some degree of higher activation in mostly the
parietal and sensorimotor areas during visually cued regular and irregular single
ﬁnger tapping, self-paced regular ﬁnger tapping, and multi-ﬁnger tapping tasks when
compared to controls. The highest discrepancy was found during the self-paced
regular ﬁnger tapping task in which higher activation was found in the cerebellar
crus I/II lobules of FRDA patients, while a widespread hyperactivation was found
across cerebellar and cerebral regions in the HC group, suggesting remarkable
disruptions in the cortico-striatal and cortico-cerebellar loops in FRDA patients
[54]. Finally, Simon effect task showed higher Simon effect, which stands for the
tendency to be faster and more accurate when the stimulus matches some response
feature and is calculated by incongruent minus congruent stimuli, in FRDA patients
compared with HC and a reduced functional activation throughout a range of
cortical, subcortical, and cerebellar regions supporting that cortico-cerebellar loops
are probably disrupted in FRDA as well as attention areas are less responsive [55].
AT patients that received a 10-day course of betamethasone showed FC changes
in motor areas following improvement in performance in a pronation-supination
task. The longitudinal comparison showed a higher number of activated voxels
within motor cortex after the end of the steroid cycle compared with baseline in
the two AT patients who completed the study protocol [56].
Task-based fMRI is able to evaluate language, executive function, and memory.
An interesting study recruited 15 symptomatic FXTAS subjects, 15 asymptomatic
FXTAS carriers, and 12 HC and performed a verbal working memory task to
identify whether areas in the prefrontal cortex were impaired in FXTAS. Reduced
activation in the right ventral inferior frontal cortex and left premotor/dorsal inferior
frontal cortex was found in premutation carriers compared with HC. Hypoactivation
in the right premotor/dorsal inferior frontal cortex was detected in the symptomatic
FXTAS group only. Activity in the right ventral inferior frontal cortex was negatively correlated with the levels of fragile X mental retardation 1 gene [57].

Magnetic Resonance Spectroscopy (MRS)
MRS is an MRI-combined technique that provides semiquantitative (ratios) and
quantitative (concentrations) measurements of brain metabolites. Many nuclei can
be explored for quantiﬁcation, but protons nuclei (H-MRS) are easier, less expensive
and provide a higher signal-to-noise ratio compared with other nuclei. The most used
proton metabolites are the N-acetylaspartate (NAA, a marker of neuronal density and
function), creatine/phosphocreatine (Cr, energy metabolism marker), choline
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compounds (Cho, marker of synthesis and degradation of cell membranes), and
myoinositol (mI, found in glial tissue) [6].
In SCA1, NAA/Cr and Cho/Cr ratios reductions were detected in the basis pontis
in symptomatic subjects and in the cerebellar hemisphere of SCA1 carriers
[58, 59]. A quantitative study observed lower concentrations of total NAA
(N-acetylaspartate + N-acetylaspartylglutamate, tNAA) and glutamate but higher
concentrations of glutamine, mI, and total creatine (creatine + phosphocreatine, tCr)
in the SCA1 group compared to HC. These ﬁndings are in line with neuronal
dysfunction, gliosis, and alterations in glutamate-glutamine cycling and energy
metabolism. Interestingly, patients could be differentiated from controls by their
NAA/mI ratio of their individual spectra (100% speciﬁcity and sensitivity) [60].
In a study comparing the metabolic proﬁles in SCA1 and SCA2, both showed
lower concentrations of NAA in the pons and cerebellum but preserved Cr and Cho
concentrations. Only SCA1 showed a lactate peak in the pons and a correlation
between NAA concentration and the Inherited Ataxia Clinical Rating Scale (IACRS)
[33]. Conversely, more recent and larger studies described a lactate peak in the pons
of SCA2 patients as well [61, 62]. NAA/Cr and Cho/Cr ratios were decreased
[58, 61–64], while mI was detected in higher concentrations in the pons and
cerebellum of SCA2 patients [65].
In SCA3, there was decreased NAA/Cr and Cho/Cr ratios but to a milder extent
compared with SCA2 and MSA-C patients [58, 63]. Vermal NAA/Cr ratio correlated
with SARA which increased progressively with age and disease duration; hence,
authors support the use of MRS to predict disease onset [64]. Different neuronal
markers ratios as NAA + N-acetyl-aspartate-glutamate to total creatine
(NAA + NAAG/Cr + PCr) and glutamate + glutamine to total creatine (Glx/Cr + PCr)
were decreased in the cerebellum of SCA3 patients using a large spectra of metabolites. These metabolites showed correlation with cognitive tests, suggesting that
cerebellar dysfunction associates with executive function [21]. NAA/Cr ratio reduction in the deep white matter suggested a far more extensive neuronal dysfunction
than thought at the time [66].
NAA/Cr reduction was present in SCA6 patients but less prominently than in
SCA2 and MSA-C [58, 61, 63]. In contrast to SCA2 and SCA3 patients, the
cerebellar hemispheric NAA/Cr ratio correlated better with SARA than vermal
NAA/Cr [64]. Despite the discrete changes, SCA6 could be distinguished from
other SCA by a higher lactate level and lack of pontine involvement [67].
A patterned study protocol for pontine and vermal MRS evaluation was applied in
SCA1, SCA2, SCA3, and SCA7. It found lower concentrations of tNAA and
glutamate but higher mI and tCr in all groups [67, 68]. Interestingly, tNAA and
glutamate were inversely correlated with mI and tCr, suggesting an attempt by the
glial cells to repair and to compensate for the neuronal injuries. Moreover, neurochemical proﬁle plots with speciﬁc compounds allowed the distinction between
SCA2 and SCA3 from HC [68]. Likewise, vermal mI, hemispheric mI, tNAA,
glutamate and glutamine, and pontine mI, tNAA, and glutamate, when systematically combined, were capable of differentiating SCA1, SCA2, SCA6, and MSA-C.
Therefore MRS may eventually be used as a biomarker for ataxias [67].
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Longitudinal and retrospective studies have also assessed SCAs in order to
investigate the use of MRS measurements and markers of disease progression
[58, 63, 64]. The NAA/Cr ratio in the vermis and cerebellar hemispheres decreased
progressively with increasing age in SCA2, SCA3, and SCA6. The association
between the vermal ratio and the age of the patients was successfully used to
retrospectively predict the age of clinical onset in SCA2 and SCA3 as reported by
the subjects. Moreover, the vermal ratio correlated better than the hemispheric with
clinical severity score (SARA) in SCA2 and SCA3, while the hemispheric ratio
correlated better in SCA6 patients [64]. SCA2 and MSA-C patients showed a
progressive reduction in NAA/Cr ratio during spectra assessments culminating in a
lower ratio when compared with SCA1, SCA3, SCA6 patients [58, 63]. Lower
vermal NAA/Cr ratio at initial assessments and lower hemispheric NAA/Cr at late
assessments were found in MSA-C patients compared with SCA2 [63] Fig. 9.2.
In autosomal recessive disorders, FRDA showed decreased NAA/Cr ratio with
normal Cho/Cr ratio in the pons, deep cerebellar hemispheres, and cerebral WM
[30, 69]. The concentration of Cho itself, however, was decreased compared with
controls [65]. Higher levels of mI and glutamine were detected in the vermis, while
tCr was elevated in the cerebellar hemispheres [70].
Two studies evaluated AT patients in both cerebral and cerebellar areas of
interest. Metabolic dysfunction was not found in basal ganglia or the parietooccipital WM [71, 72]. In the cerebellum, dentate nucleus showed decreased
NAA/Cho but increased Cho/Cr, suggesting an increase in Cho signal [72]. Vermal
quantitative analysis, however, demonstrated profound reduction of NAA and
Cho [71].
Ataxia with oculomotor apraxia type 2 (AOA2), a rare autosomal recessive form
of ataxia, showed reduction of NAA in the vermis and cerebellar hemispheres and of
glutamate in the vermis compared with HC. Vermal and pontine mI were found
elevated indicating gliosis. Gluten ataxia (GA), the most common neurological
manifestation of gluten sensitivity, showed decreased NAA/Cr ratio, NAA/Cho
ratio, and NAA concentration with elevated Cho/Cr ratio in the right dentate nucleus
at long time echo (TE ¼ 135 ms) compared with HC. For short time echo
(TE ¼ 20 ms) only NAA demonstrated signiﬁcant reduction. There was no correlation between atrophy and cerebellar metabolic status suggesting that NAA abnormalities are independent of structural changes [10].Two studies, involving a total of
four patients, evaluated FXTAS [73, 74]. Thus larger samples are needed to better
characterize its neurochemical proﬁle.
31P-MRS measures phosphorus-derived metabolites such as phosphocreatine,
adenosine triphosphate, and inorganic phosphate, but it requires larger voxels than
H-MRS. Episodic ataxia type 2 (EA2), characterized by paroxysmal attacks of
ataxia, vertigo, and nauseas [75], demonstrated reduction in high-energy phosphate
ratios. A higher pH was found in the cerebellum, which extended to the occipital
lobes. Lactate peaks were found in half of the patients’ group [76]. Decreased Cr
concentration was detected in the vermis and deep cerebellar hemispheres [77]. All
these neurometabolic abnormalities are consistent with the pathology involved in
EA2 [76, 77]. An altered energy state was also detected in childhood ataxia with

Fig. 9.2 Representative cerebellar proton magnetic resonance spectra (H-MRS). (a) (Upper panels)
planes of the cerebellar hemispheres and vermis in a normal subject at which the MRS signal was
acquired; (lower panels) corresponding MR spectra with green arrow (creatine [Cr]), red arrow (N-acetyl
aspartate [NAA]), blue arrow (choline [Cho]), and yellow arrow (myoinositol [MI]). (b) (upper panels)
planes of the cerebellar hemispheres and vermis in a patient with spinocerebellar ataxia (SCA) at which
the MRS signal was acquired; (lower panels) corresponding MR spectra with green arrow (Cr), red arrow
(NAA), blue arrow (Cho), and yellow arrow (MI). https://doi.org/10.1371/journal.pone.0118828 [43]

228

C. C. Piccinin and A. D’Abreu

hypomyelination evaluation [78]. NAA, Cho, and Cr signals were diminished along
the WM of all patients, and lactate excess was detected in half of them [79].

Conclusion
Modern MRI imaging acquisition and analysis have become widespread in the
evaluation of ataxias, and despite the low prevalence of certain subtypes, some
studies have analyzed a substantial number of subjects. The results have brought
to light the advantages of such methods. These new techniques clariﬁed many
aspects of the pathophysiology of these disorders, generating valuable insights on
new regions of interest to be investigated, new methods to be applied, and hopefully
on the development of treatments. fMRI and MRS ﬁndings were successful in
distinguishing patients from controls with accuracies of 92.3% and 100%, respectively [48, 60]. The correlation between imaging parameters and clinical data such as
severity scores, cognitive tests, motor clinical scores, or trinucleotide repeat length
demonstrates the potential use of these techniques as biomarkers and surrogate
markers. The combination of different measurements within a certain methodology,
as FA and MD in DTI or different chemical compounds in MRS, was used to clarify
different degenerative processes, and multimodal studies have contributed to the
better characterization of ataxias syndromes.
However, there still are many limitations on the application of those MRI
techniques to determine the diagnosis of ataxias due to the lack of speciﬁcity of
the ﬁndings in most of them. Moreover, some studies have reported conﬂicting
results, making it difﬁcult to establish a speciﬁc pattern of cerebral involvement for
an ataxia subtype. Further studies should address the issues remaining so that
imaging analysis becomes a more effective tool in diagnosis, clinical progression
evaluation, and prognosis as well as monitoring individual treatment response in a
variety of ataxia subtypes.
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Chapter 10

Recent Insights from fMRI Studies into
the Neural Basis of Reciprocal Imitation
in Autism Spectrum Disorders
Yuko Okamoto and Hirotaka Kosaka

Background
Autism spectrum disorder (ASD) is a neurodevelopmental disorder characterized by
the Diagnostic and Statistical Manual of Mental Disorders, ﬁfth edition (DSM-5) as
(1) the presence of deﬁcits in social communication and social interaction and
(2) restricted, repetitive patterns of behavior, interests, or activities [1]. ASD was
ﬁrst reported in the early 1940s [2, 3], yet the exact pathophysiology of ASD remains
elusive. As a result, the diagnosis of ASD is still based on behavioral features rather
than on physiological clinical ﬁndings, almost 70 years after the ﬁrst reported case.
To elucidate the pathophysiology of ASD, many researchers have tried to associate the characteristic behavioral symptoms of ASD with brain activity patterns
using functional magnetic resonance imaging (fMRI). Indeed, the number of
published research papers using MRI (Fig. 10.1a) and published research papers
using MRI of individuals with ASD (Fig. 10.1b) has gradually increased over the
past two decades (i.e., from 1995 to 2015). The ratio of MRI-based publications on
ASD to all MRI-based publications has also increased during this period
(Fig. 10.1c). These trends express a growing interest in the role of altered brain
function in ASD.
Individuals with ASD have various social dysfunctions related to both verbal and
nonverbal communication. With regard to nonverbal communication, abnormal
imitative exchanges are one remarkable social deﬁcit found in ASD patients
[4, 5]. Because preverbal children are considered to acquire various social skills
such as theory of mind and turn taking through imitative interaction with their
caregivers [4, 6], it is reasonable to hypothesize that altered brain activation during
reciprocal imitation (i.e., imitation of others’ actions and being imitated by another
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Fig. 10.1 Numbers of magnetic resonance imaging (MRI) papers published on autism spectrum
disorder (ASD), by year. (a) Number of papers found by searching on “MRI.” (b) Number of papers
found by searching on “MRI and autism.” (c) Ratio of number of MRI papers associated with
autism to all MRI papers, calculated as B/A. (These searches were conducted in PubMed on
2016.8.26)

person) is a basic pathophysiology of ASD. Several fMRI studies have examined the
neural mechanisms underlying impairments in reciprocal imitation and, more speciﬁcally, imitation deﬁcits in ASD [7–10], as well as atypical social responses to
being imitated [11, 12]. However, these fMRI studies were conducted under simple
and well-controlled conditions that did not well represent imitative difﬁculties
observed in daily life, which can be complex and vary hour-to-hour. For example,
imitative tendencies are signiﬁcantly affected by social context ([13]; see also the
review by [14]); however, no study to date has considered the effects of social
modulation on imitative interaction. Furthermore, no studies have examined brain
activation when the participants communicate with a real person using reciprocal
imitation. Therefore, the complete picture of abnormal imitative interactions in
individuals with ASD has yet to be revealed.
In this chapter, we will review fMRI studies examining the neural basis of the
characteristic reciprocal imitation deﬁcits in individuals with ASD. We will further
describe the limitations of present studies and suggest further approaches to a better
understanding of the neural substrates of reciprocal imitation in ASD.

The Neural Basis of Imitation Deﬁcits in ASD
In typically developing (TD) children, imitation plays an important role in the
development of social skills as well as in the acquisition of new skills such as
language [4, 6]. Under the assumption that the observation and execution of actions
are innately coupled, Meltzoff [6] proposed that newborn children learn to understand the thoughts and intentions of others through imitation. For example, he
observed that neonates could imitate facial movements such as tongue protrusion.
After birth, infants learn to associate their own bodily states with speciﬁc mental
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states; when an infant observes the actions of another individual, the infant projects
the associated mental state onto the other individual [6]. Imitation is also important
for interpersonal communication in adulthood; during conversation, adults frequently imitate the actions or facial expressions of others in an unconscious manner.
These implicit imitative interactions lead to the development of friendship and
rapport among interacting people [15].
In contrast, individuals with ASD exhibit difﬁculties in imitating others
[5, 16]. Williams and co-workers [5] systematically reviewed 21 well-controlled
studies examining imitation deﬁcits in individuals with ASD and concluded that
children with ASD perform poorly in imitative tasks, especially tasks involving the
imitation of non-meaningful gestures. Based on these facts, they proposed that the
imitation difﬁculties are potentially associated with deﬁcits in self-other mapping for
actions, which relies on integration of visual and motor modalities.
The neural basis of self-other mapping during imitation of another’s actions was
in part deciphered with the discovery of mirror neurons. Mirror neurons respond to
both the performance and the observation of a given action (e.g., grasping) and were
originally identiﬁed in the monkey ventral premotor [17–19] and parietal brain
regions [20, 21]. Thereafter, several fMRI studies conﬁrmed the presence of similar
activations in the frontal and parietal regions of the human brain [22–26]. From a
functional perspective, mirror neurons automatically activate the corresponding
motor representation of a given action to facilitate imitation in the absence of speciﬁc
motor information. Therefore, the discovery of mirror neurons resolved the correspondence problem [27], which refers to the fact that, when observing the actions of
another person, we cannot see the patterns of muscle activation required for successful imitation.
The frontal and parietal regions have reciprocal connections with the lateral
occipitotemporal cortex (LOTC) [28]. This area includes the extrastriate body area
(EBA), which is sensitive to viewing body parts [29], and the posterior superior
temporal sulcus, which is sensitive to viewing biological motion [30]. The frontal
region, the parietal region, and the LOTC comprise the human mirror neuron system
(MNS). A meta-analysis of TD individuals demonstrated the involvement of the
MNS in imitation [31]. From a computational perspective, the MNS comprises an
internal model with forward and inverse components [28, 32]. Of note, although the
internal model was originally proposed as a computational model for motor control,
the same model can also be used to explain social interactions. For application of the
internal model to imitation, an inverse model that describes the representation of
visual information about an observed action is available in the LOTC, and the
transmission of this information to the frontal MNS enables the planning of selfactions (Fig. 10.2a). By contrast, a forward model available in the frontal MNS
generates a copy of motor commands (i.e., the efference copy) and sends this copy to
the LOTC to (1) compare executed and observed actions and (2) to calculate the
similarity or divergence of these actions (Fig. 10.2b). Both mechanisms are relevant
for imitation and lead to the hypothesis that imitation deﬁcits in individuals with
ASD are associated with abnormal function of the internal model of the MNS.
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Fig. 10.2 Internal models within the mirror neuron system (MNS). (a) Pathway of control by
inverse model. (b) Pathway of control by forward model; LOTC, lateral occipitotemporal cortex

The ﬁrst report of altered brain activation during imitation in children with ASD
was published by Dapretto and colleagues [7]. In this study, nine children with ASD
and nine TD children were instructed to imitate photographs of emotional facial
expressions during MRI scanning. Dapretto and colleagues found that activation in
the inferior frontal gyrus (IFG) was weaker in children with ASD compared with TD
children. Furthermore, in children with ASD, activation in the interior frontal gyrus
was signiﬁcantly correlated with the social subscales of the Autism Diagnostic
Interview-Revised (ADI-R) and the Autism Diagnostic Observation ScheduleGeneric (ADOS-G) [7]. The results suggested that MNS dysfunction might underlie
imitation impairments and other social deﬁcits in children with ASD. Following this
study, several other fMRI experiments identiﬁed ASD-related abnormalities in brain
activation during the imitation of others’ actions [8–10]. Williams and co-workers
[10] measured brain activation during the imitative ﬁnger-tapping task developed by
Iacoboni and co-workers [33] in 16 adolescents with ASD and in 15 age- and
IQ-matched TD control participants. No atypical activation of the inferior frontal
gyrus was observed; instead, the authors reported decreased activation in the right
inferior parietal lobule and right LOTC during the imitation condition relative to the
rest condition in ASD participants versus TD participants. Taken together, the above
ﬁndings suggested that the observation of abnormalities in brain activation in ASD
depends on the type of action imitated. Poulin-Lord and co-workers [9] performed
fMRI on 23 adolescent ASD patients and 22 TD adolescents during an imitation task
involving ﬁnger gestures, to evaluate differences in spatial (topological) variability
in brain activation. The authors found that spatial variability in the superior parietal
cortex and associated visual regions (Brodmann areas 18 and 19) was higher in the
ASD group than in the TD group; that is, individuals with ASD showed greater
individual variations in the location of task-evoked activation than did TD individuals. Based on these results, it was speculated that individuals with ASD might use
more variable and unique strategies to perform imitation than do TD individuals
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[9]. Jack and Morris [8] used fMRI to examine alterations in functional connectivity
during an imitative ﬁnger-tapping task in 15 adolescents with ASD and 15 TD
adolescents. During imitation, the inferior frontal gyrus and LOTC were more
strongly activated in TD individuals than in ASD individuals. Furthermore, a
psychophysiological interaction analysis revealed that stronger connectivity
between the posterior superior temporal sulcus (a region in the LOTC) and Crus I
of the neocerebellum was associated with greater mentalizing ability among adolescents with ASD. Recent resting-state fMRI studies have conﬁrmed the presence of
connectivity alterations between brain regions associated with imitation
[34, 35]. Using resting-state fMRI, Nebel and co-workers [35] evaluated relationships between resting-state brain activity and imitation as well as social skills in
50 children with ASD and in 50 TD children. An independent components analysis
was used to extract temporally coherent brain networks from the fMRI data. Functional connectivity between the LOTC and the lateral upper limb areas within the
precentral and postcentral gyri was found to be impaired in children with ASD
relative to TD children. In the ASD group, functional connectivity between the
above areas was correlated with social skill but not with imitation skill [35]. This
suggested that children with ASD might acquire imitation skills by recruiting
compensatory networks; however, it remains unclear whether reduced resting-state
network synchrony contributes to imitation deﬁcits in ASD. In summary, although
different studies have highlighted different regions of interest as neurological bases
for imitation deﬁcits in ASD, reduced activation of the inferior frontal gyrus, inferior
parietal lobule, and LOTC were most commonly identiﬁed. These ﬁndings partially
support the hypothesis that imitation deﬁcits in ASD are related to dysfunction of the
internal model within the MNS.
However, in addition to impaired imitation ability, some individuals with ASD
demonstrate excessive imitation behaviors such as echolalia. If the observed action
never automatically maps onto the frontoparietal MNS in ASD, excessive imitation
such as echolalia should not occur; the “broken mirror theory” above cannot account
for this. Recently, a theoretical account of the observations that provides an alternative to the “broken mirror theory” has been proposed [14, 36]; the existence of a
top-down neural modulation of imitation was posited, which would determine
whether a given observed action is imitated or not. Furthermore, this modulation
effect was proposed to be dependent on social context. For example, automatic
mimicry is more common when TD individuals interact with a familiar person than
with an unfamiliar person [15]. Cook and co-workers [14] conducted a behavioral
study to examine the effects of social context on imitative tendencies in individuals
with ASD. ASD and TD participants were asked to press a key based on a visually
presented number cue. At the same time, the researchers presented a moving ﬁnger
indicating a key that was compatible or incompatible with the participant’s correct
action. Generally, participants’ ﬁnger movements tend to be lured toward the
observed action; reaction time is therefore expected to be longer in the incompatible
condition than in the compatible condition. Thus, tendency to imitate was determined by subtracting the reaction time in the incompatible condition from that in the
compatible condition. Social context was further manipulated using a priming task
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before the imitation task, wherein participants rearranged a series of words to form a
grammatically correct sentence. For half of the participants in each group, the
sentence included pro-social words such as “friend” and “sociable” (i.e., the social
condition), whereas for the other half, the sentence included nonsocial words such as
“selﬁsh” and “alone” (i.e., the nonsocial condition). TD individuals in the social
condition showed enhanced imitative tendency relative to those in the nonsocial
condition. In contrast, there were no differences between the social and nonsocial
conditions for individuals with ASD [13]. These ﬁndings suggested that TD individuals were better able to alter their imitative tendencies according to social context,
whereas individuals with ASD did not use social context to modulate imitative
tendency. Cook and co-workers [14] proposed a role for the dorsal prefrontal cortex
in modulating connectivity within the MNS and suggested that individuals with
ASD might exhibit abnormalities in this area. A recent meta-analysis of fMRI
studies on action observation and imitation in ASD, which focused on activation
likelihood estimation, has provided evidence in support of this perspective
[37]. Yang and colleagues identiﬁed altered activation in the anterior inferior parietal
lobule, LOTC, and dorsolateral prefrontal cortex as common observations in various
imitation and observation of action fMRI studies of ASD. Altered brain activation in
the anterior inferior parietal lobule and LOTC could result from dysfunction of the
internal model of the MNS; however, the dorsolateral prefrontal cortex is thought to
play a role in the top-down control of imitation [38]. Therefore, altered activation in
the dorsolateral prefrontal cortex suggests that behavioral abnormalities in imitation
in individuals with ASD can also result from abnormal top-down control of the
internal model.
In summary, although recent fMRI studies provide important evidence informing
our thinking on the neural substrates of imitation deﬁcits in individuals with ASD,
the complete pathological picture underlying these abnormalities remains unclear.
An important issue is whether imitation deﬁcits result from altered top-down control
of the MNS. If the hypotheses of Cook and co-workers [14] and Hamilton [36] are
true, connectivity within the MNS should be modulated by the dorsal prefrontal
cortex according to social context in TD individuals, and therefore the dorsal
prefrontal cortex should be an area of dysfunction in ASD. In addition, a better
understanding of imitation deﬁcits in different task contexts is required to determine
whether abnormal top-down modulation of the MNS depends in patients with ASD
on the action to be imitated.

The Neural Basis of Atypical Responses to Being Imitated
in ASD
Children with ASD also exhibit abnormal behaviors when they are imitated by other
people [4, 39, 40]. For example, when imitated, TD children frequently change their
actions and look at the person with which they are interacting to test the intentions of
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the imitator. In contrast, most children with ASD do not display these behaviors [4],
and social responses to being imitated in children with ASD were less frequent
compared with TD children [39]. These ﬁndings suggest that children with ASD
may be less sensitive to or less aware of imitators than TD children.
To provide a theoretical basis for imitation recognition, Gergely and Watson [41]
proposed the existence of a contingency detection module (CDM) that establishes
the primary representation of the bodily self as well as later orientations toward
reactive social objects. In CDM theory, this module is innately set to explore
preferentially perfect response-contingent stimulations such as visual feedback of
one’s own actions. At around 3 months of age, the CDM is thought switch toward a
preference for less-than-perfectly contingent actions, such as the actions of others
engaged in imitation [41, 42]. Children with ASD are thought to fail to switch their
preference from perfect to less-than-perfect contingency during this developmental
period. As a result, ASD children become less sensitive to less-than-perfectly
contingent situations and spend more time in repetitive motor activity to satisfy a
preference for self-related, perfect contingency [40].
Based on the above theory, we formulated the following hypotheses: (1) in
normal individuals, the neural substrates of CDM are differently activated when
observed and executed actions are congruent versus incongruent; and (2) individuals
with ASD show atypical brain activation during congruent versus incongruent
conditions. To test these hypotheses, we performed fMRI on ASD and TD individuals during reciprocal imitation of ﬁnger gestures [12]. In TD individuals, EBA,
which is a component of the LOTC, was strongly activated during reciprocal
imitation compared with a non-imitation condition [12]. An important question
stemming from this observation is whether the EBA is a neural substrate of the
CDM. The EBA was originally identiﬁed as a brain region activated in response to
viewing non-face body parts such as the hand or foot [43]. Subsequently, Astaﬁev
and co-workers [44] found that the EBA also responded to motor action planning
and execution in the absence of visual feedback, indicating that an efference copy of
the executed action was sent to the EBA. Based on these properties, the EBA was
proposed to play a role in detecting perfect contingency [45], and this role was
conﬁrmed by subsequent fMRI and transcranial magnetic stimulation studies
[46, 47]. Because our study showed that the EBA was also involved in detecting
less-than-perfect contingency [12], it is reasonable to hypothesize that the EBA
subserves the CDM in TD individuals.
In the second part of our study, we explored whether EBA activation was
different in ASD versus TD individuals. We observed attenuation of the contingency
effect in the EBA of ASD individuals during the congruent condition [12]. Therefore,
it is reasonable to propose dysfunction of the EBA (i.e., the CDM) as a pathological
substrate of decreased imitation sensitivity in ASD. Areas of the LOTC including the
EBA are thought to receive efference copy from the frontal MNS, communicating
the forward component of the internal model [28]. Therefore, reduced activation in
the EBA might also relate to abnormalities in the internal model.
Research has only begun to address the question of why children with ASD have
difﬁculty detecting imitation. At present, it is unclear whether atypical responses to
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being imitated are due to dysfunction of the forward model itself. Cook and
co-workers [14] argued that top-down modulation is relevant for both action imitation and social perception and that both of these aspects are dysfunctional in ASD
patients. Similarly, in this case, reduced activation in the EBA might result from
abnormal control of the internal model. If this theory is true, the attenuated congruency effect in the EBA should depend on social context. This hypothesis should be
carefully addressed in future fMRI studies.

Brain Regions Mediating Social Responses to Imitation
in ASD
Berger and Ingersoll [39] found that social responses to being imitated were correlated with imitation skill and with symptom severity in ASD. This suggests that
imitation might have utility as an intervention tool to improve social deﬁcits in
individuals with ASD. To this end, some studies have indicated that children with
ASD show more social behavior when they are repeatedly imitated by another
person ([48, 49]; see review by [50]). Escalona and co-workers [48] explored the
social effects of being imitated in persons with ASD, by examining differences in the
reactions of children with ASD to adults who were either imitating them or
interacting with them normally. They found that children with ASD spent more
time touching (i.e., attempting to initiate an interaction with) adults when the adult
was imitating them [48]. Accordingly, imitation appears to facilitate afﬁliative
behavior in children with ASD.
The neural mechanisms of the abovementioned behavioral phenomenon were
recently explored by Delaveau et al. [11], who investigated neural responses to being
imitated using fMRI to study six high-functioning male adults with ASD. This
experiment consists with the following three steps. At ﬁrst, the participants
conducted an fMRI task where participant hand movements were imitated by an
experimenter. After that, they participated in behavioral task, where participant
action was imitated by experimenter outside MR scanner. Again, they performed
fMRI task same as initially performed. Thus, examining difference of brain activation between second and ﬁrst MR session arrow to elucidate changes of awareness of
being imitated through the experience that one’s own action was imitated by another
person, which is exposed in behavioral task. As a result, the authors identiﬁed
enhanced activation in the insula and reduced activation in the precuneus and
inferior parietal lobe (part of the default mode network) in second MR session
relative to ﬁrst MR session. The insula is part of the salience network, which detects
and integrates behaviorally relevant stimuli; thus, these ﬁndings suggest that being
imitated may increase the salience of social signals through modulation of strategic
brain regions involved in self- and other-processing [11]. Although the above
ﬁnding is interesting, the study suffered from several methodological weaknesses.
For example, the sample size was limited, and the statistical threshold was not
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sufﬁciently strict. Furthermore, the study did not have a control group of individuals
who were not imitated, in contrast to other behavioral studies examining the social
effects of being imitated [48, 49]. Therefore, it is possible that the observed changes
in activity were related to MRI session repetition (i.e., learning or adaptation). Even
so, the authors’ paradigm should be improved and replicated in future studies using a
larger sample size and more strictly controlled conditions, to connect neuroimaging
and behavioral intervention studies.

Summary and Future Perspectives of fMRI Studies
Examining the Neural Substrates of Reciprocal Imitation
in ASD
In this chapter, we introduced recent fMRI studies examining the neural substrates of
imitative exchanges in individuals with ASD, which includes both imitating
another’s action [7–10] and recognizing that one is being imitated by another person
[12]. Overall, the deﬁcit in imitative exchanges seen in individuals with ASD is
likely explainable by an abnormality in an internal model represented in the MNS.
However, as we described above, it is unclear whether reduced activation in the
MNS is due to dysfunction of the internal model itself or to aberrant top-down
modulation of the internal model induced by different activation levels within the
MNS. To test these possibilities, we should ask whether reduced activation in the
MNS is consistently observed in ASD in various social situations. If aberrant
activation in the MNS depends on the social context, we should provide supporting
evidence that aberrant top-down modulation of the internal model is the core
pathophysiology of abnormal imitative interaction in individuals with ASD.
Recently, a new fMRI technique has been developed, namely, “hyper-scanning,”
which measures the brain activation of two interacting persons. For instance, Tanabe
and co-workers [51] have used this method to examine the neural basis of eye
contact and joint attention in individuals with ASD. In this study, the brain activation
of two people was measured when they interacted. The researchers compared brain
activations when TD participants interacted with TD participants and when TD
participants interacted with ASD participants. They found relatively reduced occipital pole activation for TD/ASD interactions, which should be associated with
abnormal detection of another’s gaze. In addition, enhanced activation was found
in bilateral occipital cortex and in the right prefrontal area for TD/ASD interactions.
The authors proposed that this reﬂects compensatory workload. Furthermore, intrabrain functional connectivity in the right IFG and superior temporal sulcus for
TD/ASD pairing was reduced compared with TD/TD pairing. In this way, hyperscanning allows us to address how the characteristics of two people (e.g., individual
characteristics like ASD or social ability or the nature of the relationship, such as
friend or family) affect brain activation and how the brain activations of two people
are related. Thus, research is needed to provide further insight into the neural
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substrates of imitative exchanges in ASD under more naturalistic interaction
conditions.
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Chapter 11

Functional Connectivity in Dementia
Hugo Botha and David T. Jones

Introduction
The human brain is organized on many different but interdependent levels
(Fig. 11.1). Novel structural and functional techniques have allowed in vivo analysis
of large, distributed brain networks. Probing the systems or network level has been
of particular interest in the ﬁeld of neurodegenerative disease as it has become
increasingly clear that degenerative diseases target large-scale brain networks, with
most dementias having distinct network-level signatures [1]. In this regard, largescale networks or systems are typically identiﬁed and their integrity assessed by
evaluating the functional connectivity between regions or subsystems. Functional
connectivity generally refers to measures of temporal correlation of a signal among
two or more spatially distinct regions. The signal of interest should be a surrogate for
neural activity and may be obtained via electrophysiologic means, as in EEG or
MEG, or through neuroimaging, such as the BOLD signal in fMRI. Task-free
functional MRI (TF-fMRI) is a particularly appealing technique since it is safe,
requires minimal patient cooperation (important in diseased populations), can be
performed on most commercial MRI machines, and results in data that can be shared
between centers easily [2]. It is little surprise that it has emerged as the modality of
choice to study functional connectivity in dementia. Because of this, it will be the
primary focus of this review of functional connectivity as it pertains to dementia. In
the ﬁrst section, we will provide a brief introduction to TF-fMRI, including the
principles underlying the BOLD signal, image preprocessing, and data analysis.
Next, we review age-related connectivity changes before moving on to Alzheimer’s
disease, which will be our primary focus within the dementias. We then brieﬂy
review alterations in function connectivity in non-Alzheimer’s dementias. Finally,
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Fig. 11.1 Bidirectional hierarchical multiscale organization of the brain. Micro level phenomena
give rise to macro level manifestations in a bottom-up manner (e.g., risk factor genes resulting in
abnormal proteins, neuronal dysfunction, and eventual memory loss), but at the same time, macro
level phenomena alter the micro-environment (e.g., stress resulting in system-level dysfunction and
eventually altered genetic expression). Abbreviations: APOE apolipoprotein E, APP amyloid
precursor protein, DMN default mode network, GWAS genome-wide association study, LTP
long-term potentiation, MRI magnetic resonance imaging, PET positron emission tomography,
STM short-term memory

we discuss the future of functional connectivity in neurodegenerative research and
clinical practice.

Overview of Task-Free fMRI
A detailed discussion of task-free functional fMRI (TF-fMRI) data acquisition,
preprocessing, and analysis is beyond the scope of this chapter. However, some
familiarity with the process is necessary to appreciate the connectivity literature, and
as such we have provided a brief overview of the process and point out aspects that
may inﬂuence measures of connectivity, particularly in older or impaired subjects.

The BOLD Signal and Task-Free fMRI
The principle underlying fMRI is the relationship between neuronal activity and the
blood-oxygen-level dependent (BOLD) signal, a direct result of neurovascular
coupling. In essence, the sequence used in fMRI is sensitive to changes in the
decay of transverse magnetization, which results from molecular interactions and
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local inhomogeneities in the magnetic ﬁeld (together represented by the time constant T2*). Deoxygenated blood is paramagnetic, and a change in its ratio to
oxygenated blood, which is diamagnetic, will result in a measurable change in the
T2*. By virtue of neurovascular coupling, increased neural activity results in a rise in
oxygenated blood that exceeds the increase in deoxygenated blood from the change
in activity. The reduction in paramagnetic deoxyhemoglobin results in less signal
loss or an increase in the measured MRI signal, which can then be localized spatially.
Unsurprisingly many other factors also result in changes in this signal, and a
complex set of preprocessing steps (see below) are required to extract the signal
changes thought to result from local neuronal activity.
Early fMRI work tended to use task-based designs, where the differences in
BOLD signal between volumes during the task and those at rest represented the
task-related neural activity. Several spatially distributed networks were identiﬁed
using such designs. However, in the mid-1990s, Bhrat Biswal and colleagues
observed that changes in the BOLD signal occurring at rest, at low frequency
(0.01–0.1 Hz), were correlated between functionally related areas [3]. Subsequent
work showed that this signal can be used to recapitulate the networks found in taskrelated designs [4]. This important realization – that correlated activity in specialized
networks was present at all times – leads to the rise of “resting state” or “task-free”
fMRI designs (TF-fMRI), from which “intrinsic connectivity networks” (ICNs) were
derived [5]. Among its many beneﬁts, the fact that TF-fMRI work could be done
without the need for MRI-compatible task-related equipment and required minimal
cooperation from subjects were especially helpful, particularly as it allowed for
multicenter collaborative studies on cognitively impaired subjects. With the emergence of open-source software packages for preprocessing and analysis of fMRI
data, TF-fMRI rose to the most widely implemented imaging modality for evaluating functional connectivity in humans.

Preprocessing
Preprocessing refers to the series of steps that are undertaken prior to image analysis,
usually aimed at reducing contamination of the BOLD signal by non-neuronal
sources. For example, subject motion, cardiac and respiratory cycle-related changes,
changes in the magnetic ﬁeld, and non-neuronal intracranial sources of signal such as
white matter and CSF need to be accounted for.
There is no single, universally accepted preprocessing pipeline, and a discussion
of the trade-offs and controversies regarding particular approaches are beyond the
scope of this article. Furthermore, although some preprocessing steps are nearly
always performed it is important to realize that the order of steps affect the ﬁnal
results too. With that in mind, we will only touch on the most common aspects of
preprocessing and what these steps try to address.
The ﬁrst few volumes of a series are usually removed, since it takes a while to
reach steady-state magnetization, and the initial volumes are more contaminated.
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Although not universally applied, despiking of the time series of each voxel can
improve realignment and reduce motion artifacts [6]. The sequential and interleaved
nature of MRI acquisition results in the later slices in volumes being acquired
signiﬁcantly later than the ﬁrst slices and signiﬁcant discrepancies in acquisition
time between adjacent slices. Slice time correction addresses this by temporal
interpolation, by which the signal at a speciﬁc time point (usually the middle slice
in interleaved acquisition) is estimated from nearby time points at each voxel. Of
note, performing either of these steps prior to estimating motion will tend to reduce
motion estimates [7].
Motion correction or realignment tools usually assume that only head positional
changes (as opposed to size and shape) need to be accounted for, so called “rigged
body transformation.” As such these methods cannot account for disruption of image
intensity that may occur if motion happens during the acquisition phases. Although
motion can be measured directly, it is usually estimated from the fMRI signal.
Motion correction usually involves selecting a target image (e.g., the middle
image) and then estimating the relative displacement (e.g., right-left, anterior-posterior, superior-inferior, pitch, roll, and yaw) between a given time point and the
reference image.
There are several options for addressing non-neuronal physiologic variables, such
as artifacts from the respiratory and cardiac cycles. Some involve additional monitoring, such as pulse oximetry, in a manner that is time locked with the MR
acquisition. Others involve creating a “noise ROI” consisting of white matter and
CSF and regressing out the signal from this ROI [8]. Increasingly, exploratory data
analysis tools such as independent component analysis (ICA) are used to detect
artifacts which can then be removed from the data [9]. For example, a component
that changes signiﬁcantly between slices may represent motion, given the interleaved nature of most acquisitions, as may a component time course with large
spikes. Nuisance variables can also be identiﬁed using these methods and then
regressed out, for example, physiological sources of motion or alterations in the
magnetic ﬁeld induced by the cardiac and respiratory cycles.
Spatial normalization allows for individual scans to be aligned (subject space)
and to be transformed to a reference image (template space) to allow for comparison
between subjects. This is crucial for group analyses, since it reduces individual
variability and also allows for inter-study comparisons when standard coordinate
systems are used (standard space). Spatial smoothing can increase the signal-to-noise
ratio and reduce between subject mismatches. Because TF-fMRI primarily involves
the analysis of low-frequency ﬂuctuations, band-pass ﬁltering is usually applied
(e.g., 0.009–0.08 Hz).
There are several other possible steps and alternative techniques for addressing
the abovementioned issues that we have not discussed, including distortion correction, silencing of volumes that contain motion beyond a speciﬁed degree, regression
of the “global signal,” and so on and so forth (Fig. 11.2).
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Fig. 11.2 The task-negative network (TNN), shown in the top panel, and the task-positive network,
shown in the bottom panel, identiﬁed with both seed-based and low-dimensional ICA in a group
analysis of 341 elderly healthy control subjects. (Adapted from [10])

Data Analysis
In order to assess the system-level changes in aging and disease, the fourdimensional preprocessed fMRI sequences have to be analyzed within a particular
framework, which usually result in temporal information (e.g., a particular time
course), spatial information (e.g. maps of a particular network), and/or summary
metrics of network topology (as in graph theory) that can be correlated with clinical
metrics or compared between groups. As will become clear later, it is important to
note that the control group used in such analyses should be age matched as aging is
associated with several network-level changes.

250

H. Botha and D. T. Jones

Seed-Based/Model-Based
The simplest and most widely used analysis methods involve placing a seed, or
multiple seeds, at a particular location and then extracting the time series from all the
voxels in the seed. The average time series can then be compared to the time series at
a different seed (seed-to-seed), with some measure of similarity (usually correlation)
taken as surrogate for functional connectivity. Alternatively, the time series from the
seed can be regressed against the signal from the rest of the voxels in the brain (seedto-brain), yielding a spatial map of voxels that have similar time series. These spatial
maps can be compared between groups, or used in a model with clinical variables.
Seed based analyses usually depend on a model, in that the regions have to be
selected at the outset. This may be based on activation loci from task-based fMRI
studies or atrophy patterns from volumetric imaging for example.

Data-Driven/Model-Independent
In contrast, several data-driven methods do not require the a priori selection of
regions or seeds. The most widely used method, which will be our focus here, is
independent component analysis (ICA). ICA is a modality independent method to
separate a multivariate signal into statistically independent subcomponents. Given
the multivariate nature of the BOLD signal, where even the portion that is the result
of neural activity is the summation of activity in several networks, ICA is ideally
suited for TF-fMRI analysis. Typically, the ICA is run on group level, either in the
population being studied or an independent group, which results in spatial maps for
independent networks. These are then used in a spatial-temporal dual regression to
back-construct subject level spatial maps for each network and to extract the mean
time series for the network. The spatial maps can be compared between groups, or
correlated with clinical measures, and often these are converted to z-scores which
allow for easy analysis of the clinical correlates of group differences. The time series
can be used to assess the between-network connectivity. There are ICA toolboxes
available for most imaging analysis platforms (e.g., the Group ICA Toolbox from
MIALAB available at https://www.nitrc.org/projects/gift/), and there are populationbased connectivity atlases containing the spatial maps from ICA in large cohorts of
cognitively normal subjects (e.g., the Mayo Clinic Study of Aging Functional
Connectivity Atlas [11]).

Graph Theory
Graph theory is a branch of mathematics that is central to much of the modern
“network neuroscience.” It is premised on representing a system or network as a
collection of nodes, with the interaction between these represented by edges. From
its origin in the eighteenth century with Euler’s solution to the Bridges of
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Königsberg problem, it has been applied to many systems, across numerous disciplines. For instance, the so-called 6 degrees of separation observed by Travers and
Milgram [12] during their famous experiment in the 1960 was formalized mathematically using graph theory by Watts and Strogatz [13]. The resulting network
revealed the now famous small-world phenomenon – that is, a high clustering
coefﬁcient (local regularity) but short average path length as a result of hubs
connecting the clusters, resulting in efﬁcient information transfer. Brain networks
have been shown to exhibit these properties, and based on the network degeneration
that is central to neurodegenerative disease, graph theory metrics are increasingly
being used to study these disorders.
A particularly appealing aspect of graph theory is the relative ease with which
summary metrics of network organization and function can be derived. This simpliﬁes the task of comparing the complex, multidimensional activity of the human
brain among subjects. With regard to network construction, brain regions are
typically used as nodes or vertices and the Pearson correlation coefﬁcient of the
time series as the edges between them. A limitation of correlation-based metrics not
discussed above is “transitive closure,” whereby temporal correlation as a result of
indirect connections is typically represented as direct edges between nodes, resulting
in networks that are denser, more modular, and with a higher clustering coefﬁcient
than expected based on the underlying anatomy.
A network can be represented as an adjacency matrix, where the rows and
columns represent nodes and the values in the cells represent the edges between
them. Further analyses may involve thresholding the network, maintaining only
edges above a certain cut point, which may then be binarized or left in a weighted
state. It is typically recommended to explore the graph properties of interest across a
range of thresholds. Alternatively, graph metrics can be calculated on the fully
connected network, which may offer advantages. Commonly, global metrics are
calculated, such as characteristic path length (mean shortest path between all pairs of
nodes), global efﬁciency (inverse of characteristic path length), or measures of
modularity, although there are indices calculated within a module or even at the
nodal level, such as betweenness centrality (proportion of shortest paths that pass
through the node). The resulting graph properties should be compared to appropriate
null models. These measures can also be compared between groups or correlated
with clinical data. There are also statistical frameworks for comparing networks in
their entirety in a t-test or ANOVA design (e.g., the Network Based Statistics
Toolbox from Andrew Zalesky available at https://www.nitrc.org/projects/nbs/).
Despite the impressive growth of “network neuroscience,” its application to
degenerative disease is still in its infancy, and many unresolved theoretical and
methodological issues remain. These are beyond the scope of this chapter, but the
interested reader is directed to the recently published Fundamentals of Brain Network Analysis [14].
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Age-Related Connectivity Changes
There have been hundreds of studies using TF-fMRI to study “normal aging,” using
seed-based, data-driven, and graph theoretical analyses (for recent reviews, see [15]
and [16]). One ongoing issue is the deﬁnition of “normal aging” and separating this
from preclinical degenerative disorders or untreated psychiatric disease. Most studies have focused on adults across a range of ages, with no evidence of cognitive
impairment and no history of psychiatric diagnoses, often reporting a diffuse
increase in predominantly inter-network correlation with increasing age
[17, 18]. In keeping with this, others have shown that networks that are functionally
independent in younger adults have more inter-network or inter-module connections
[19, 20], and may even merge, in older subjects [18]. Work in this area also suggests
a decrease in complexity with older age [21]. Some have proposed a “dedifferentiation” process that occurs in the aging brain [22, 23]. In addition to increases in
positive correlations, there are reductions in negative correlations (anticorrelations)
between networks in the aging brain, most notably between the DMN and the
attentional network(s) [17, 24, 25]. Interestingly, this loss of anticorrelation between
the task-negative DMN and task-positive networks is a reversal of an important
neurodevelopmental stage occurring in late adolescence or early adulthood [26].
In contrast to the abovementioned between-network changes, aging is typically
associated with decreases in positive correlations within networks, especially the
DMN, salience, and executive control networks [27, 17]. Functional integration
(represented by positive correlations) and segregation (represented by
anticorrelations) are both required for optimal information processing [28–30] and
are both dependent on structural integrity. As such, it may be that the changes
discussed above result from age-related brain “disconnectivity” [24], although it
should be noted that the changes remain signiﬁcant after correcting for atrophy (e.g.,
[17] and several others). Other factors often implicated include neurotransmitter
deﬁcits, especially dopamine, loss of white matter integrity, and amyloid deposition
or preclinical Alzheimer’s more generally. This latter possibility is important to
consider, since a limitation in many of the studies on aging is the fact that subjects
are usually not screened with Alzheimer’s disease biomarkers such as amyloid PET.
Some have argued that a large proportion of the connectivity changes involving the
DMN and dorsal attention networks observed as part of “normal” aging is in fact
driven by preclinical Alzheimer’s pathology [31], but an alternative interpretation
would be that preclinical and early Alzheimer’s, marked by amyloid accumulation,
results in accelerated changes seen in aging [32] (discussed below). It has also been
suggested that changes in some networks, such as the executive control and sensorimotor networks, and the interaction between the DMN and the dorsal attention
network are more independent of AD-related changes [31]. A further area of
controversy relates to the cause of the age-related changes – whether or not is due
to network reorganization or the result of, for instance, injury or vascular insults. The
former seems to be favored, but numerous models have been proposed to account for
these changes, such as hemispheric asymmetry reduction in older adults (HAROLD)
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[33], compensation-related utilization of neural circuits (CRUNCH) [34], and posterior-anterior shift with aging (PASA) [35]. With age being the single greatest risk
factor for neurodegenerative disease, and a major driver of phenotype within a given
degenerative disease, it is clear that a better understanding of age-related changes is
needed.

Alzheimer’s Disease
First described by Alois Alzheimer in 1906, Alzheimer’s disease is a neurodegenerative disease characterized by progressive cognitive decline leading to dementia
and is associated with accumulation of amyloid plaques and neuroﬁbrillary tangles
consisting of tau. Terminology in this area can be confusing, as Alzheimer’s disease
is at times used to refer to cases with autopsy-conﬁrmed accumulation of amyloid
and tau, while it is also used to refer to a clinical presentation of amnestic cognitive
impairment leading to dementia. We will use Alzheimer’s disease dementia to refer
to the typical clinical presentation characterized by early amnesia, medial temporal
atrophy, and posterior cingulate and lateral temporoparietal hypometabolism, which
progresses over time to involve other cognitive faculties with associated
temporoparietal and frontal atrophy and hypometabolism. Atypical Alzheimer’s
disease dementia will refer to the group of phenotypes that do not follow this pattern,
such as the language variant (logopenic progressive aphasia), dysexecutive variant
(usually early onset), and visual variant (posterior cortical atrophy). Alzheimer’s
disease will refer to the disease process, necessitating the presence of amyloid and
tau, conﬁrmed either through molecular imaging or post mortem examination. These
distinctions are far from trivial, since the phenotype is closely linked to the spatial
distribution of connectivity changes and systems affected, and the clinical diagnosis
of Alzheimer’s disease dementia is associated with Alzheimer’s disease pathology
or positive AD biomarkers in only 75–80% of cases. Mild cognitive impairment
refers to objective evidence of cognitive impairment but not meeting criteria for
dementia owing to minimal impairment in activities of daily living. Amnestic MCI
refers to the subset with memory impairment, either in isolation or with other
domains, and represents an early stage of cognitive impairment through which
patients with Alzheimer’s disease dementia pass. While Alzheimer’s disease is by
no means the only cause of amnestic MCI among older subjects, for our purposes,
we will consider it as a prodromal stage of Alzheimer’s disease dementia.

Amnestic MCI and Alzheimer’s Disease Dementia
Since the seminal observation that the DMN is affected in Alzheimer’s disease
dementia [36], it has been the primary focus for connectivity work in the ﬁeld,
with earlier studies analyzing the network as a single system and later studies
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breaking it into sub-components. Viewing the DMN as made up of smaller networks
makes sense, given the different cognitive functions attributed to the different
components, but is also crucial to capture the changes that occur over the course
of aging and Alzheimer’s disease dementia [37]. Changes in DMN connectivity in
amnestic MCI and early Alzheimer’s disease closely resemble those seen in the
aging brain [32]. However, the decrease in functional connectivity between anterior
and posterior portions of the DMN is more severe, as is the decreased within network
connectivity in the posterior DMN. The early connectivity literature was discordant
regarding primarily frontal lobe and anterior DMN connectivity, with some
reporting increased connectivity and some reporting decreased connectivity.
As it turns out, these results are not incompatible. Subsequent work has shown
that networks might undergo phases of increased and decreased connectivity over
the course of normal aging or disease. Studies that split amnestic MCI into mildmoderate or early and moderate-severe or late groups have shown that the milder
stage is associated with increased DMN connectivity, which declines in the more
severe phase [38, 39]. This is consistent with longitudinal work, showing an initial
increase in hippocampal connectivity to the posterior DMN, declining later, and an
ongoing decline in posterior connectivity in MCI with increased anterior connectivity over a 3-year follow-up [40, 41]. The Alzheimer’s disease dementia literature is
consistent with this sequence of events. There is ongoing posterior and anterior
disconnection, with longitudinal decline in posterior DMN integrity and a biphasic
connectivity pattern in the anterior DMN, where increased connectivity is seen
earlier and decreased connectivity later [42]. The subsequent decline in frontal
connectivity may indicate a failure in compensation, or failure of a region
overloaded by processing demands from the original failing network, signaling
impending clinical deterioration [43] (see “Connectivity based models” below).
Several studies have shown convincingly that these DMN connectivity changes
can differentiate patients from controls and that connectivity metrics correlate with
clinical symptoms [44–46]. In addition, a decline in angular gyrus connectivity was
shown to predict conversion from aMCI to dementia [47], as did the severity of
decrease DMN connectivity [48], arguing that connectivity measures may serve as
biomarkers (see “Biomarkers” below).

Atypical Alzheimer’s Disease Dementia
While this focus on the DMN in typical, late-onset, amnestic Alzheimer’s disease
dementia seems justiﬁed, there are several atypical phenotypes. As expected, the
network disruptions and changes over time differ based on phenotype. The posterior
DMN remains vulnerable and is involved in these variants too, but other speciﬁc
networks, depending on the phenotype, are involved early [49, 50]. Early-onset
Alzheimer’s disease dementia, often characterized clinically by executive and working memory dysfunction, is associated with disruptions in the salience and executive
control networks [51, 52]. Logopenic progressive aphasia is associated with
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disrupted language network connectivity, although younger subjects also have left
working memory involvement, which correlates with clinical measures [53]. Posterior cortical atrophy results in early primary and higher order visual network
disruption [49, 54]. More longitudinal studies are needed in atypical phenotypes to
determine if there are phases of increased connectivity involving some of these
non-DMN networks and to determine candidate biomarkers.

Preclinical and At-Risk Populations
In anticipation of the fact that disease-modifying therapies are likely to be most
effective if instituted early in the disease course, and ideally before cognitive
impairment, much of the biomarker literature has focused on early identiﬁcation.
There are several options for studying preclinical Alzheimer’s. Although rare,
autosomal dominant Alzheimer’s disease can result from mutations in presenilin
(PS) or the amyloid precursor protein (APP) genes. Mutation carriers can be
identiﬁed decades before symptoms. There are also risk-modifying polymorphisms,
the most common of which is the APOE E4 allele, which confers an increased risk
for Alzheimer’s disease. Even in the absence of any of these known genetic markers,
families with a large burden of late-life Alzheimer’s disease can highlight potentially
undiscovered polymorphisms or lifestyle and environmental factors. Finally, biomarkers such as PET imaging of amyloid, and more recently tau, allow for an in vivo
diagnosis of Alzheimer’s disease long before symptom onset. Connectivity has been
assessed in all of these populations.
A recent cross-sectional study showed that posterior DMN connectivity changes
were present in asymptomatic APOE E4 allele carriers before any molecular (e.g.,
amyloid PET) abnormalities were detected [55]. Mirroring the Alzheimer’s dementia results discussed above, both increased and decreased connectivity between the
hippocampus and the precuneus/posterior cingulate (posterior DMN) and medial
prefrontal cortex/anterior cingulate has been documented in asymptomatic E4 allele
and PS/APP mutation carriers [56–58]. Presumably the same pattern of increased
connectivity followed by a decline will be found in longitudinal studies, since
connectivity appears to decline in APP/PS mutation carriers as the time of expected
disease onset approaches [59]. Cognitively normal subjects with a family history of
Alzheimer’s disease dementia, and were APOE E4 negative, have been shown to
have reduced posterior cingulate to medial temporal connectivity compared to
age-matched controls [60].
Finally, with regard to biomarker-based preclinical populations, a longitudinal
study found that incident amyloid PET-positive subjects, meaning subjects that
became amyloid positive during the study, had increased posterior DMN connectivity at baseline [61]. More recently, researchers have used amyloid and tau PET in
cognitively normal subjects to show that amyloidosis in the absence of signiﬁcant
tau is associated with increased DMN connectivity, whereas tau is associated with
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Fig. 11.3 The cascading network failure model of Alzheimer’s disease. (Permission pending from
[43])

decreased connectivity, supporting the sequence of hyper- and hypo-connectivity
discussed earlier [62–64].

Connectivity-Based Models of Alzheimer’s Disease
Recently, Jones et al. [43] proposed a model for Alzheimer’s disease at the systems
level based on a cross-sectional study of DMN connectivity patterns across the
various stages of the disease. The authors suggest that connectivity changes follow
a predictable pattern, starting with the highly connected pDMN and progressing,
through phases of increased connectivity, along a posterior-anterior gradient. Furthermore, the network changes mirror the clinical, structural imaging and glucose
PET imaging trajectories mentioned above (See Fig. 11.3). This framework, termed
the cascading network failure model, can incorporate much of the abovementioned
literature on network changes in aging, at risk individuals, aMCI and ADD, and the
transient phases of increased connectivity followed by connectivity decline spreading through various systems may explain some of the discordant results mentioned
previously. For example, prior longitudinal work has conﬁrmed that the decline in
pDMN connectivity is initially accompanied by increased connectivity in the anterior and ventral DMN, both of which then decline during follow-up as these subsystems fail under increased load. Cross-sectional studies of the early phase would
report increased connectivity, while those in the latter stage will report decline. The
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model also relates network changes to the molecular and cellular pathophysiology of
AD in a way that can account for the spatial and temporal discrepancies between
amyloid and tau. Several prior studies have shown that amyloid deposition as
measured by amyloid PET occurs primarily in hubs of high connectivity, most
notably the pDMN. In fact, increased connectivity in the pDMN predicted incident
amyloidosis in a large cohort [61]. The authors of the cascading network model
argued that tau deposition patterns are associated with distinct connectivity proﬁles
in different phases of the disease, with the relationship being mediated by amyloid
especially early on [62, 65]. Advances in our understanding of the connectivity
changes in AD have led to connectivity-based biomarkers discussed further below.

Non-Alzheimer’s Dementias
A detailed discussion of all the non-Alzheimer’s dementias is beyond the scope of
this chapter. We will brieﬂy review signiﬁcant ﬁndings for three groups of disorders:
the typical and atypical parkinsonian disorders with associated dementia, the progressive aphasias and apraxia of speech, and ﬁnally the behavioral variant
frontotemporal dementia. It is worth noting, however, that connectivity changes
have been documented in many diseases not covered here, such as clinical and
preclinical Huntington’s disease, vascular dementia, et cetera.

The Parkinsonian Dementia Syndromes
Parkinson’s disease and dementia with Lewy bodies (DLB) are both characterized
pathologically by intra-neuronal inclusions of alpha-synuclein. While DLB subjects
have dementia by deﬁnition, only a subset of Parkinson’s disease subjects is
diagnosed with dementia at some point. However, some degree of cognitive impairment is seen in most subjects at some point over the course of the disease.
Parkinson’s disease subjects have been shown to have reduced posterior DMN
connectivity in the absence of cognitive impairment, whereas those with impairment
had reduced connectivity in the frontoparietal control network [66]. DLB subjects
had reduced connectivity of dorsal and ventral attention networks [67], with left
frontoparietal connectivity associated with the frequency and severity of ﬂuctuation
[68]. Parkinson’s disease subjects with dementia had similar but less severe functional connectivity disruptions as DLB subjects, except for the motor system where
connectivity was more disrupted in Parkinson’s disease [69]. Some studies have
reported increased connectivity in DLB compared to controls, involving the posterior cingulate [70].
As for atypical parkinsonian disorders, progressive supranuclear palsy (PSP),
characterized by parkinsonism, vertical gaze paresis, and early falls, often with
associate neuropsychological or behavioral deﬁcits resembling frontotemporal
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dementia, has been evaluated using TF-fMRI in a few studies. Reduced connectivity
involving the prefrontal cortex, supplementary motor area, insula, deep gray nuclei,
midbrain, and cerebellum has been reported [71–73], with some of these ﬁndings
correlating with cognitive and motor impairment. Increased connectivity has also
been reported between the midbrain and thalamus [71] and the dentate and subcortical structures [74].

Progressive Aphasia and Apraxia of Speech
Using the area of peak atrophy in patients as a seed for a seed-to-brain functional
connectivity analysis has been popular in PPA. There is signiﬁcant overlap between
the overall atrophy pattern and the spatial map in controls for the semantic and
agrammatic variants [75, 76]. In addition, functional connectivity differences
between subjects with agrammatic PPA and controls may be evident before changes
in gray matter volume [77]. Connectivity measures have also been linked to clinical
severity, with the core deﬁcits in semantic dementia being associated with reduced
degree centrality of the left anterior hippocampus and reduced connectivity between
it and the left temporal pole, insula and left middle frontal gyrus [78] and connectivity within the language network negatively correlated with semantic task accuracy
[79]. Progressive apraxia of speech, a disorder of motor planning sparing language
function for several years, was linked to reduced connectivity between the supplementary motor area and the rest of the speech and language network [80].

Behavioral Variant Frontotemporal Dementia
The earliest network affected in behavioral variant frontotemporal dementia
(bvFTD) appears to be the salience network [1, 81, 82]. Researchers have shown
that connectivity in the salience network correlate with psychologic and behavioral
measures in controls, and several of the core neuropsychological and neuropsychiatric deﬁcits in bvFTD have been linked to connectivity changes [83]. For example,
baseline salience network connectivity predicted subsequent behavioral changes
[84], global network properties were shown to correlate with executive dysfunction
[85], and prefrontal hyperconnectivity has been associated with apathy [86]. In fact,
it has been argued that distinct subtypes of bvFTD results from different patterns of
network disruption [87]. Unsurprisingly, some studies have found increased connectivity too, most notably in parts of the DMN, the dorsal attention network and
regions within the prefrontal lobe [88, 86, 89].
The three most common causes of genetic bvFTD are mutations in progranulin
(GRN) and microtubule-associated protein tau (MAPT) and hexanucleotide repeat
expansions in C9orf72. Connectivity changes mimicking those in the symptomatic
phase have been found in preclinical mutation carriers, much like was the case for
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Alzheimer’s disease [90]. Asymptomatic MAPT mutation carriers were found to
have decreased connectivity in the temporal and anterior DMN regions and
increased connectivity in posterior DMN regions [82]. Symptomatic C9orf72 carriers had disruption of salience and sensorimotor networks similar to those seen in
non-carriers [91], with similar but less severe changes found in the presymptomatic
phases [92]. Preclinical GRN mutation carriers had frontal and parietal connectivity
changes decades before expected symptom onset [93].

Future of TF-fMRI and Functional Connectivity
Technical Advances
The ﬁeld of connectomics has grown exponentially over the past decade. Software
and hardware advances continue to expand the use of MRI in general and fMRI in
particular. Multiband imaging, where several slices are excited and acquired simultaneously, is increasingly being used, which allows for a much higher temporal and
spatial resolution. Higher-strength (7 T) MR scanners have advanced the spatial
resolution at which we can probe the brain. Graph metrics that were originally
calculated on static, thresholded networks can now be computed on unthresholded,
multilayer, and multimodel networks. Advances in cortical parcellation and imaging
analyses pipelines that resulted from the human connectome project will be applied
to large cohorts of Alzheimer’s and frontotemporal dementia subjects in the near
future.

Connectivity-Based Biomarkers
Given the association between clinical measures and connectivity metrics, discussed
above, and the ability for TF-fMRI to differentiate patients from controls before
structural MR abnormalities are evident, connectivity-based biomarkers are an active
area of research. In the case of Alzheimer’s disease, the “network failure quotient”
was recently proposed [94]. This is deﬁned as the ratio between posterior to anterior
dorsal and posterior to ventral DMN (numerator) divided by the intrinsic connectivity in the posterior and ventral DMN (denominator). It performed well when
Alzheimer’s disease patients were compared to controls and other disorders and
correlated well with numerous clinical measures. Although more work is needed in
this area, there is a real possibility that connectivity-based biomarkers will form part
of subsequent trial designs.
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Challenges
Despite the advances, several challenges remain. Firstly, most connectivity metrics
have been deﬁned at group level, whereas any clinical application will need singlesubject resolution. Secondly, the lack of standardized and generalizable connectivity
analyses, both due to hardware and software constraints, has made multicenter
studies harder to complete. Thirdly, most current connectivity studies in disease
start with clinically phenotyped subjects, which may limit the information that can
be garnered from the data. It may be helpful to start with the imaging data and use
data-driven approaches to group subjects. Lastly, there are several statistical pitfalls
that plague fMRI research.

Conclusions
In this chapter, we brieﬂy reviewed the principles behind functional connectivity
analysis and discussed some of the important ﬁndings in normal aging, Alzheimer’s
disease dementia and non-Alzheimer’s dementias. Although the application of
TF-fMRI to neurodegenerative disease is still relatively new, several important
studies have established that connectivity measures have the potential to aid the
early diagnosis, longitudinal progression tracking, and phenotyping of these disorders. Future work will have to identify robust biomarkers for the various disorders
and phenotypes, standardize the analysis techniques to allow for multicenter studies,
and bring connectivity measures to the single subject level.
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Chapter 12

MRI Neuroimaging and Psychiatry
Laura Hatchondo

Introduction
Neuroimaging techniques have greatly been developed over the past 10 years,
allowing access to brain anatomy, function, and metabolism in vivo. The last
20 years have seen a signiﬁcant and constant increase of the number of studies
using these techniques to explore psychiatric diseases. Indeed, human neuropsychology studies and experimental animal neurophysiology studies have led to a main
hypothesis that there would be an anatomical and/or functional and/or metabolism
substratum to psychiatric disorders.
Therefore, neuroimaging studies have helped us so far to gradually better understand pathophysiological mechanisms underlying psychiatric disorders. Some studies were able to make link between clinical symptoms and brain abnormalities or to
show changes of brain features before and after treatment. But it is still a research
tool in this area, whereas it is daily used in clinical routine for brain tumors, for
instance.
There is still a long way to go for neuroimaging techniques to take the same place
for psychiatric disorders. Nevertheless, it is worth it as it could hold some potential
roles for diagnosis, therapeutic choice, and treatment follow-up, the ultimate goal
being to provide the patient better care.
As it is a broad topic, the following chapter will only present a non-exhaustive
review of the contribution of MRI neuroimaging in psychiatry. MRI is a very
interesting imaging technique as it allows access to the anatomic, functional, and
metabolic features of an in vivo brain, without exposing the body to ionizing
radiation.
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We decided to focus our work on the three main psychiatric diseases: bipolar
disorder (BD), schizophrenia, and obsessive-compulsive disorder (OCD). The last
part will be dedicated to the effects of treatments (antidepressants, antipsychotics,
and electroconvulsive therapy ECT). Each part will be divided in the same three
axes: structural MRI techniques (VBM, DTI), functional MRI techniques (fMRI),
and metabolic MRI techniques (MRS).
As a reminder:
• Voxel-based morphometry (VBM) is a neuroimaging analysis technique that
allows investigation of focal volume differences in brain anatomy.
• Diffusion tensor imaging (DTI), at the macrostructural level, makes it possible to
3D model white matter ﬁber tracts and explore the interconnectivity between
different brain regions. At the microstructural level, this technique makes it
possible to measure the rate and the direction of diffusion of the water molecules
of the brain, which is constrained by the presence of the axons. The measurement
of fractional anisotropy (FA) gives an indication of the integrity of the white
substance for each voxel. Elevated FA values are observed in highly myelinated
beams, whereas low FA values indicate neuronal loss or demyelination. Therefore, it makes it possible to evaluate the organization and coherence of white
matter ﬁber tracts.
• Functional magnetic resonance imaging (fMRI) measures brain activity by
detecting changes associated with blood ﬂow using the blood oxygen leveldependent (BOLD) contrast. The ultimate goal of this technique is to detect
correlations between brain activation and rest or a task performance (cognitive
states, such as memory and recognition, emotional states)
• Magnetic resonance spectroscopy (MRS) is a noninvasive imaging technique that
provides biochemical information on the composition of the tissues explored.
Indeed, human biological tissues are composed of metabolites whose concentration varies between the physiological and pathological state. There are many
different MRS sequences, the main ones being proton (MRS-1H) and phosphorus
(MRS-31P).

Bipolar Disorder
Bipolar disorder (BD) is a mood disorder characterized by unusual shifts in mood,
energy, and activity levels. Schematically, it leads to alternative mood changes
between depressive episodes and manic episodes. Less severe manic periods are
known as hypomanic episodes. There are two main types [1, 2]:
• BD type I (BD-1), deﬁned by manic episodes that last at least 7 days or by manic
symptoms that are so severe that the person needs immediate hospital care.
Usually, depressive episodes occur as well, typically lasting at least 2 weeks
• BD type II (BD-2), deﬁned by a pattern of depressive episodes and hypomanic
episodes, but not the full-blown manic episodes described above
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This psychiatric disease is a real public health issue as it causes an important
disability among young people, leading to cognitive and functional impairment and
raised mortality, particularly death by suicide.
Treatments are mainly based on mood stabilizers, atypical antipsychotics, antidepressants, psychotherapy, cognitive behavioral therapy (CBT), and electroconvulsive therapy (ECT).
Neuroimaging studies on BD patients have made it possible to advance in the
knowledge of the physiopathology, in particular in the conceptualization of certain
neurocircuit abnormalities mainly involving the genesis and regulation of emotions
(e.g., fronto-limbic network).

Structural Imaging
VBM
Many morphometric studies have been performed so far and mainly have focused on
the amygdala, considering its role in the emotional regulation. Unfortunately, the
results remain contradictory and inconsistent conﬁrmed by Hajek et al. meta-analysis
which showed signiﬁcant smaller left amygdala in children and bipolar adolescents,
whereas it was tendentially larger in bipolar adults [3]. This lack of overall differences in amygdala volumes could be related to the heterogeneity of studies included
and a potential patient subgroups factor.
Another meta-analysis found contradictory results with an association between
BD and gray matter reduction in left rostral anterior cingulate cortex (ACC) and right
fronto-insular cortex whereas the ACC volume tended to enlarge with the illness
duration [4]. No volume modiﬁcation was found in patients with their ﬁrst episode
of BD.
Nevertheless, these gray matter variations mainly occurred in anterior limbic
regions that the authors relate to executive control and emotional-processing abnormalities in BD patients.
Ellison-Wright and Bullmore meta-analysis found gray matter reduction in insula
and ACC, particularly in the pregenual region which seems to differentiate BD
patients from schizophrenic ones [5]. Again, this work showed abnormalities in
paralimbic regions implicated in emotional processing.
Moreover, according to Birur et al. review, decrease of cortical gray matter is
more pronounced and extended in schizophrenia rather than in BD [6].
Finally, Lee et al. used region-of-interest (ROI) voxel-based morphometry analysis in patients with BD-I compared to healthy control subjects [7]. They found a
decrease in gray matter volumes in the left ventromedial prefrontal cortex (VMPFC),
left dorsomedial prefrontal cortex (DMPFC), and left ventrolateral prefrontal cortex
(VLPFC) in patients with BD-I. Those volume abnormalities localized in the rewardprocessing neural circuitry could support its role in the pathophysiology of BD-I.
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DTI
White matter abnormalities are known to be extended to many brain regions in
BD. Throughout the studies, both types of DTI analysis, ROI or whole brain, have
shown a decrease in FA in the anterior commissure [8]; ACC and posterior cingulum
[9]; prefrontal, subcortical, and thalamic regions [10–14]; and corpus callosum,
cortical, and thalamic associative ﬁbers [15, 16], in BD patients compared to healthy
control subjects.
Linke et al. focused on BD-I patients and their healthy ﬁrst-degree relatives
[17]. The results showed that both groups had lower FA in the right anterior limb
of the internal capsule and right uncinate fasciculus. Only BD-I patients had reduced
white matter integrity in corpus callosum. The very interesting point of this study is
the signiﬁcant correlations between, on one hand, lower FA values in uncinate
fasciculus and higher risk-taking rank and, on the other hand, lower FA values in
anterior limb of the internal capsule and higher number of errors during set shifting
and increased risk-taking. Then, those results could be a ﬁrst step toward deﬁning
vulnerability marker of BD-I and disease marker.
Nortje et al. meta-analysis, based on 15 DTI studies in BD, showed reduced FA in
the majority of tracts compared to healthy control subjects. Despite these widespread
abnormalities, they found three clusters of lower FA in BD: right posterior
temporoparietal, left posterior middle cingulate gyrus, and left anterior cingulate
gyrus [18].
In ﬁrst episode BD patients, only one study showed decreased FA in the cingulum, internal capsule, and posterior brain regions, whereas nothing signiﬁcant was
found in ﬁrst-episode schizophrenia [19]. Regarding those results, the authors
suggested that BD and schizophrenia present different pathophysiological mechanisms, with a potential structural disorganization in ﬁber tract coherence or myelin
alteration in BD.
Finally and very recently, a study examined longitudinal differences (2 years
apart) in white matter integrity in youth at high familial risk for BD compared to
healthy control subjects [20]. The results showed a signiﬁcant and widespread
decrease in FA in all the groups leading to no conclusion concerning potential
vulnerability markers or longitudinal preclinical traits in BD.

Functional Imaging
To help physicians to better understand links between clinical symptoms and
underlying unobservable pathophysiology, fMRI is one the best neuroimaging
sequence.
First of all, we will focus on the studies which used the resting-state functional
connectivity magnetic resonance imaging. Resting-state network is the default mode
network, a large-scale brain network that is more active at rest and has been

12

MRI Neuroimaging and Psychiatry

271

implicated in self-referential thinking. A review study found variations among the
studies’ results, but it appeared that all, in a way or another, implied modiﬁcation of
the connectivity in the medial prefrontal cortex and ACC with limbic-striatal structures, therefore supporting the cortico-limbic hypothesis [21].
A more recent review showed several interesting results on the default mode
network modiﬁcations in BD: on one hand, reduced connectivity to the hippocampus, the fusiform gyrus, the medial prefrontal cortex, the ACC, and the posterior
cingulate cortex and, on the other hand, increased connectivity to primary visual
cortex, fronto-temporal cortex, and mesolimbic regions. The last two were speciﬁc
of BD compared to healthy controls and schizophrenia [6].
Another study examined the resting-state fMRI connectivity impairment in
schizophrenia and BD [22]. Their results showed lower global connectivity in
schizophrenia patients compared to healthy control subjects, whereas BD patients
had intermediate global connectivity strength that differed signiﬁcantly from both
schizophrenia and healthy controls, leading to support the hypothesis of a continuum
of brain global dysconnectivity between schizophrenia and BD.
fMRI can also examine the brain connectivity during emotional or cognitive task.
More than a decade ago, fMRI studies of BD have found abnormally high
amygdala activity in response to emotional stimuli [23, 24]. More recently, a
meta-analysis using facial affect processing paradigms in BD patients versus healthy
control subjects showed signiﬁcant higher activity in parahippocampal gyrus and
amygdala, bilaterally, and lower activity in the ventrolateral prefrontal cortex in
BD [25].
Moreover, in their synthesis work on neuroimaging and BD, Brooks and Vizueta
found interesting results ﬁrst in bipolar depression state and then in bipolar mania
state [26]. Thus, they found evidence suggesting an increased activity in amygdala
during BD-I depression and during mania. On the contrary, they found a decreased
activity in the dorsolateral and orbitofrontal regions of prefrontal cortex in BD-I and
BD-II patients, regardless of mood states. As the authors tried to ﬁnd potential
predictive biomarker, they considered the prefrontal cortex activation abnormalities
as a potential trait of BD.
Another study observed a signiﬁcant bilateral decreased activity in the ventrolateral and dorsolateral prefrontal cortex, ACC, posterior cingulate cortex, and medial
frontal gyrus during emotion downregulation in BD-I patients [27]. They also found
decreased functional connectivity between the ventrolateral prefrontal cortex and the
amygdala during the treatment of positive and negative emotions and emotional
regulation tasks in BD patients.
In working memory tasks, most studies observed abnormal connectivity and
activation in prefrontal networks, known to be involved in working memory
[28]. Thus, McKenna et al. found a decreased activation of prefrontal cortex,
caudate, thalamus, and posterior visual regions during the encoding interval
[29]. BD patients also showed deﬁcits in task accuracy compared to healthy control
subject, and the level of brain activation in the prefrontal cortex was higher with
greater medication load.
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Another study reported an increased activation of dorsolateral prefrontal cortex in
euthymic BD patients during working memory tasks, with the greater BOLD signal
in BD-I patients and an intermediate pattern for BD-II patients, both compared to
healthy control subjects [30]. The authors suggested that their results could be linked
to working memory-processing impairments in BD patients.
Finally, other fMRI studies have focused on the reward system. Most of them
observed abnormal activities in the ventral striatum, the prefrontal cortex, and the
amygdala during the reward process. But the results remain heterogeneous. Indeed,
some studies found a signiﬁcant decreased activation of frontal regions: ACC in
depressed patients with BD-I during reward expectancy and dorsolateral prefrontal
cortex in adolescents with BD during both target anticipation and feedback anticipation [31, 32], while there was a signiﬁcant increased activation in the left ventrolateral prefrontal cortex during anticipation phases in depressed patients with
BD-I [31].
Trost et al. showed a decreased activation in the ventral striatum during reward
stimulus [33], whereas a very recent study found an increased connectivity between
the ventral striatum and both orbitofrontal cortex and amygdala [34]. This last study
is very interesting as it proposed potential mechanisms to the elevated reward
sensitivity in BD by making the difference in their analysis between reward receipt
and reward omission phases.
At last, Berghorst et al. focused their work on the impact of stress on rewardrelated neural functioning in BD [35]. They found that stress had a real impact on the
amygdala activation as it increased during the no-stress condition and decreased
during stress condition, compared to healthy control subjects.

Metabolic Imaging
Numerous studies have been conducted so far to explore potential brain metabolism
modiﬁcations in BD. Despite heterogenous results, some major trends seem to be
emerging.
In 1H-MRS, one meta-analysis and recent studies have shown a signiﬁcant
decrease of NAA levels in the frontal lobe (e.g., medial prefrontal cortex), basal
ganglia, left Heschl’s gyrus, and parietal cortex [36–38]. Those results suggest
potential neuronal suffering and/or dysfunction in these regions.
Besides, other studies found increased levels of Glx (a combination of glutamate
and glutamine) in frontal regions and ACC, of glutamine in ACC and left basal
ganglia, and of the glutamine to glutamate ratio (Gln/Glu) in ACC [38–40]. Those
results support the hypothesis of aberrant glutamate neurotransmission in the pathophysiology of BD.
But some studies did not ﬁnd such results and, on the contrary, have concluded to
a decrease of glutamate level in the left Heschl’s gyrus [37] or to no alteration of
NAA and Glx levels in the hippocampus, speciﬁcally in early stages of BD
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[41]. This last point suggests a potential neuroprogression of BD with an interesting
potentially early window to target for therapeutic interventions.
31
P-MRS studies in BD have shown some results that seem consistent with
decreased mean of PME/PDE ratio over the brain [42] and decreased of
glycerophosphocholine + phosphocholine (GPC + PC) in parietal cortex relative to
healthy control subjects [38]. These data suggest a potential altered phospholipid
membrane turn over in BD.
Moreover, Li et al. found lower phosphocreatine + creatine (PCr + Cr) levels in
parietal cortex suggesting a potential alteration in cellular energy buffering and
energy transport in neurons [43].

Schizophrenia
Schizophrenia (SZ) is a severe psychiatric disorder characterized by positive symptoms such as hallucinations, delusions, and thought disorder; negative symptoms
such as reduced expression of emotions, difﬁculty beginning and sustaining activities, and reduced speaking; and cognitive symptoms such as poor executive functions, trouble on focusing or paying attention, and alteration of working memory.
Those symptoms typically come on gradually, begin in young adulthood, and last a
long time. It affects approximately 1% of the population [2, 44].
Treatments are based on antipsychotic medications and psychosocial treatments.
A large number of neuroimaging studies have been published on schizophrenia so
far. They have supported the hypotheses of an imbalance of the brain chemicals or
neurotransmitters (dopamine, glutamate, and serotonin) and abnormalities of brain
connectivity, though variability in results has not allowed deﬁning a consensus on
neural alterations correlated with schizophrenia.

Structural Imaging
VBM
Neuroimaging studies have early focused their research on gray matter in psychiatric
illnesses.
Several brain regions have mainly been explored in schizophrenia using a wholebrain analysis with voxel-based morphometry (VBM), a volumetric MRI technique.
VBM have made possible to quantify more precisely the regional changes in volume
and density at work in schizophrenia. Many authors defend the hypothesis of diffuse
structural anomalies in schizophrenia, mainly involving the heteromodal associative
cortex.
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Gray and white matter deﬁcits in patients with schizophrenia were reported in
many brain regions. The most consistent ﬁndings were deﬁcits in the left superior
temporal gyrus and the left medial temporal lobe [45].
Recently, a meta-analysis of VBM studies in schizophrenia reports deﬁcits of
gray matter in frontal, temporal, cingulate, and insular cortex and thalamus and
increased gray matter in the basal ganglia [5].
Even if most studies have found diffuse structural anomalies, deﬁcits in the
temporal gyrus seem to emerge more often. The upper left temporal gyrus, and
more particularly its posterior part, is a central region for two main functions:
hearing and language. This is consistent with Tim Crow’s theory that schizophrenia
is related to a failure in the establishment of hemispheric dominance for the language
[46]. Rajarethinam et al. have also found a correlation between the volume decrease
of the left superior temporal gyrus and the intensity of hallucinations and thought
disorders [47].
A recent longitudinal review allows us to have a global perception of the
structural brain changes in schizophrenia at different stages of illness [48]. The
results showed a greater cortical gray matter loss in anterior regions in patients with
schizophrenia who later made transition to psychosis or in patients with chronic
schizophrenia and poor outcome.
Moreover, Sumner et al. performed a systematic review of structural neuroimaging studies exploring thought disorder (TD), a syndrome observed in many schizophrenia patients [49]. They found evidence that implicate the left superior temporal
gyrus implication but also anterior and medial cerebral regions (e.g., orbitofrontal
cortex, nucleus accumbens, amygdala).

DTI
Growing evidence of white matter abnormalities, related to a disturbance in connectivity between different brain regions, has been reported so far in patients with
schizophrenia. This hypothesis puts forward the responsibility of an abnormal
connectivity rather than abnormalities within separate regions.
The review of Wheeler et al. led to some interesting results. They showed notably
an altered structural integrity of white matter in frontal and temporal brain regions
and tracts such as the cingulum bundles, uncinate fasciculi, internal capsule, and
corpus callosum, associated with the illness. Those results suggest that not one but
multiple brain circuits are impaired in schizophrenia [50].
An activation likelihood estimation meta-analysis identiﬁed decreased FA in the
white matter of the right deep frontal and left deep temporal lobes in ﬁrst-episode
schizophrenia compared to healthy controls [51]. They also provide evidence of the
lack of connection in the fronto-limbic circuitry at the early stages of the disease.
Finally, a recent systematic review of MRI literature in schizophrenia and bipolar
disorder found decreased FA in similar regions between those two diseases such as
the inferior fronto-occipital fasciculus, uncinate fasciculus, corona radiata, anterior
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limb of the internal capsule, anterior and posterior thalamic radiation, and corpus
callosum [6].

Functional Imaging
fMRI is a very interesting technique allowing the investigation of the cerebral
activity and behavior relationships which can help us to better understand the neural
substrates of negative and positive symptoms and thought disorder in schizophrenia.
A review on task-related fMRI studies found meaningful small to moderate
associations between speciﬁc symptom dimensions and regional brain activity
[52]. Nevertheless, it seems that ventrolateral prefrontal cortex and ventral striatum
are related to negative symptoms, while medial prefrontal cortex, amygdala, and
hippocampus are related to positive symptoms (persecutory ideation). Dorsolateral
prefrontal cortex is related to disorganization symptoms.
Recently, Mwansisya et al. conducted a systematic literature review on fMRI
studies, distinguishing resting state and cognitive task, in ﬁrst-episode schizophrenia
[53]. In resting state, they found decreased signal or functional connectivity in the
prefrontal cortex and increased signal or functional connectivity in the DLPFC,
whereas increased or decreased signal or functional connectivity were observed in
the temporal lobe. In response to cognitive task, the decreased brain activity was
found in prefrontal cortex and associated with word ﬂuency, eye movement, color
word Stroop and AX continuous performance tasks, explicit emotion discrimination
task, drum beats, and working memory cognitive tasks. On the contrary, the
increased brain activity was found in the VLPFC and was associated with the
working memory cognitive task.
Therefore, this recent review showed very interesting results with a convergent
brain dysfunction during task and resting states within the fronto-temporal pathway
with convergence in the DLPFC, the orbital frontal cortex, and the left STG. Those
results support the fronto-temporal hypothesis of schizophrenia and proposed the
disruption in prefrontal and STG as the pathophysiology of schizophrenia disorder at
a relatively early stage.
Birur et al. showed in their comparative review between schizophrenia and BD an
activation of the ventral striatum during reward anticipation in schizophrenia but not
in BD patients in a manic state [6]. This result is interesting since it leads to the
striatal dopamine dysfunction hypothesis, which could be clinically expressed as
anhedonia.
Finally, Poels et al. suggest that imaging genetic studies are an effective and
productive methodology for fMRI [54–56]. Indeed, a translational approach is more
than likely to provide consistent results to better understand and cure psychiatric
diseases.
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Metabolic Imaging
Spontaneously, the hypothesis of metabolic modiﬁcations underlying the fMRI
abnormalities in schizophrenia has been proposed. Thereby, magnetic resonance
spectroscopy (MRS) has become widely used.
Many studies using proton magnetic resonance spectroscopy (1H-MRS) have
been conducted so far to compare schizophrenia metabolism to the one of healthy
control. The main results show reduced NAA in frontal, medial temporal, and basal
ganglia regions. No changes in Cho or Cr concentrations have been found [36, 57,
58].
Other 1H-MRS studies have examined glutamatergic and GABA abnormalities.
The glutamate hypothesis in schizophrenia is based on impairment of N-methyld-aspartate (NMDA) subtypes of glutamate receptors that can cause schizophrenialike symptoms in healthy individuals and exacerbate symptoms in individuals with
schizophrenia.
The review of Poels et al. suggests elevated levels of glutamatergic concentration
in medial prefrontal cortex, striatum, and hippocampus in medication-naïve or
medication-free patients. Clinical and neuropsychological correlations did not lead
to consistent results, except for in hippocampus/medial temporal lobe in which
elevated glutamate levels are related to worse executive functioning and global
clinical state [54].
On the other hand, Taylor et al. focused their review on GABA abnormalities in
schizophrenia [59]. Unfortunately, results remain inconsistent probably due to
medication status as a confounding factor. With that in mind, two studies have
found increased GABA in the medial prefrontal cortex [60] and reduced GABA in
occipital cortex [61] in unmedicated patients. Nevertheless, it seems too early to
conclude on regional variations in GABA concentrations.
Studies comparing brain metabolism between schizophrenia and BD patients
only used single voxel 1H-MRS placed in cortical areas and on medicated patients
[6]. The main results showed decreased NAA/Cr in dorsolateral prefrontal cortex
greater in schizophrenia than BD and decreased Glu, NAA, and inositol concentrations in the left Heschl’s gyrus in BD but not in schizophrenia.
Finally, last but not least, many phosphorus MRS (31P-MRS) studies have been
conducted so far in schizophrenia. Yuksel et al. reviewed 52 studies but found
heterogenic results [62]. One of the more consistent was a decrease in PDE in
chronic patients in subcortical structures. The authors then recommend that future
studies should have a more rigorous methodology.
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Obsessive-Compulsive Disorder
Obsessive-compulsive disorder (OCD) is a common disease with a lifetime prevalence between 1.2% and 2.4% [63–65]. The age of onset of the disease has a bimodal
distribution with a peak around puberty that includes most patients (12–14 years)
and a later one (20–22 years) [66]. The symptoms of this disease are heterogeneous
and classiﬁed in obsession (grouped according to their themes) and compulsion
(grouped according to the nature of the behavior) dimensions (DSM-V).
OCD is a chronic disease with usually phases of symptomatic exacerbation
interspersed with periods of remission and, in general, progressively worsening
symptoms over time [67, 68]. These recurrent obsessions and compulsions are
severe enough to cause a loss of time of more than 1 h per day or signiﬁcantly
interfere with the patient’s usual activities, work, and family life [63, 69].
Recommended ﬁrst-line treatment is based on cognitive behavioral therapy
(CBT) combined with antidepressant treatments (primarily serotonin reuptake inhibitor SRI antidepressants). However, 40–60% of OCD patients exhibit drug resistance, leaving them with a major handicap in everyday life [70]. It is therefore
essential to better understand the anatomical substrates and neurophysiopathologic
mechanisms of OCD.

Structural Imaging
Structural anomalies associated with OCD can be sought either by the speciﬁc study
of a given region (region of interest [ROI]) or by a whole-brain analysis with voxelbased morphometry (VBM).

Volumetric Structural MRI
The results of studies measuring the volume of certain brain regions, between
patients with OCD and controls, appeared to be highly discordant from one study
to another. A meta-analysis of volumetric MRI studies in OCD has been carried out
to provide quantitative and objective information on this seemingly discordant
literature [71]. Data were collected from 21 studies that included 371 patients with
OCD and 407 controls. Five brain regions were regularly evaluated in OCD: the
orbitofrontal cortex (COF), anterior cingulate cortex (CCA), thalamus, putamen, and
caudate nucleus.
The results showed a decrease in bilateral COF volume as well as an increase in
bilateral thalamus volume in OCD. The left CCA tends to be decreased in volume.
There is no signiﬁcant difference for other brain regions, including the striatum. The
heterogeneity of the results for the CCA, probably explained by the great variability
of the anatomical deﬁnitions used, does not make it possible to clearly conclude in
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favor of a change in the volume of the CSF in the OCD. In conclusion, this metaanalysis of the volumetric MRI data in the OCD showed that there is a consistency of
the results concerning structural anomalies involving COF and thalamus and that it is
more difﬁcult to conclude concerning possible anomalies concerning the CCA or
striatum.

VBM
The meta-analysis of Radua et al. (2010) demonstrated the existence of a bilateral
decrease in the volume of the cortex: orbitofrontal and anterior cingulate, as well as a
bilateral increase of that of the caudate nucleus [22]. In addition, the mean volume of
the hippocampus and the amygdala is decreased in patients with OCD [72, 73]. Moreover, the severity of the OCD would be related to an increase in the volumes of gray
matter at the level of the central gray nuclei. No effect of antidepressant treatments
on cerebral volumes has been found [74]. Finally, the meta-analysis of Piras et al.
(2013) has found a reduction in the volume of the prefrontal cortex (dorsomedial,
ventrolateral, and fronto-polar) and temporo-parieto-occipital associative areas
[75]. These broad morphometric changes suggest that a wider network is involved
in OCD and this could explain the clinical and pathophysiological heterogeneity.

DTI
Tractography (DTI) is a special MRI technique that determines the trajectory of
white matter beams in a noninvasive and in vivo manner, in order to detect the
microstructural abnormalities of the latter.
Anomalies of structural connectivity (diffusion tensor) between the basal ganglia,
the orbitofrontal cortex, and the cingulate cortex have been demonstrated in several
studies and meta-analyses [76, 77]. Two trends are observed:
• Hypo-connectivity, linked to changes in DTI indices in favor of structural
alteration, at several structures: cingulate, lower fronto-occipital beam, uncinate
beam, and lower and upper longitudinal beam
• Hyper-connectivity, linked to changes in DTI indices in favor of structural
reinforcement, at the level of the anterior and posterior arm of the internal
capsule, the thalamus, and the knee of the corpus callosum
Those results have been broadly conﬁrmed by Gan et al. lately using a tract-based
spatial statistics (TBSS) approach [78]. They found lower fractional anisotropy
(FA) values, therefore hypo-connectivity, in the corpus callosum, left anterior corona
radiata, left superior corona radiata, and left superior longitudinal fasciculus, and on
the other hand, a higher radial diffusivity, therefore hyper-connectivity, in the genu
and body of corpus callosum.
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Functional Imaging
fMRI provided the most interesting results in terms of activation and functional
connectivity. Studies have shown bilateral hyperactivation in patients with OCT in
the COF, anterior cingulate cortex (CAB), striatum (caudate nucleus and putamen),
and amygdala [76, 79]. Recently, Jung et al. (2013) demonstrated an abnormal
modulation of cerebral interactions between the nucleus accumbens (NA) and
medial and lateral COF in the resting state and between the NA and the limbic
system (especially the amygdala) during a reward task [80]. To this is added a
correlation between the severity of the symptoms (evaluated by the Y-BOCS) and
the strength of the functional connection between the NA and the orbitofrontal
regions.
In addition, it was mainly with fMRI that the dimensional aspect of cortical and
parietal activations could be highlighted and the debate on the physiopathological
model of OCD [76]. Indeed, in-depth analysis of neuropsychological studies and
multimodal neuroimaging revealed the involvement of other regions, notably the
dorsolateral prefrontal cortex (DLPFC) and the parietal cortex [76].
Moreover, recent studies, based on the realization of neuropsychological tasks
during an fMRI, revealed the existence of correlations between neuropsychological
dysfunctions and the clinical symptoms of OCD [79].

Metabolic Imaging
Magnetic resonance spectroscopy (MRS) is a noninvasive technique that can
assess biochemical alterations in the brain in vivo [81, 82]. A dramatic increase
of metabolic knowledge in psychiatric disorders has led to focus on the potential
ability of spectroscopy to provide “in vivo” insights on this topic. In a speciﬁc way,
proton (1H) MRS can detect several metabolites implicated in neuronal viability
and glial functions. First, N-acetylaspartate (NAA), is a quantitative marker of
neuronal suffering; then creatine (Cr) is a marker of cellular energy metabolism;
myo-ionositol (mI) is a marker for glial density; the glutamatergic complex (Glx)
divided into glutamate (excitation neurotransmitter), glutamine (derived from
glutamate), and gamma-amino butyric acid (GABA) (inhibitory neurotransmitter);
and ﬁnally, choline (Cho) is a marker of membrane metabolism. Increased choline
levels have been associated with either increased synthesis or degradation of the
metabolism of cell membrane in Alzheimer and multiple sclerosis [83, 84].
Considering CSTC network dysfunction, several studies using 1H-MRS have
found changes in neural metabolite concentrations among OCD patients in this area.
NAA is considered to be a quantitative marker of neuronal suffering. Even if
some of its functions in the central nervous system remain unclear, it seems to be an
indirect measure of neuronal integrity and synaptic abundance [85]. Concentration
changes of NAA are not speciﬁc to a particular disorder and can be found in
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Alzheimer’s disease [86], Parkinson’s disease [87], bipolar disorder [88], and
schizophrenia [89]. The NAA rate seems to vary according to the structural and
functional status of neuronal cells.
The main results showed increased concentrations of N-acetylaspartate (NAA) in
frontal white matter (FWM) [90] and decreased NAA concentrations in ACC [91–
94], striatum [95, 96], thalamus [97, 98], and hippocampus [99] in OCD patients.
Hatchondo et al. (2017) found a signiﬁcant decrease of the NAA/Cr ratio only in the
striatum, in OCD patients compared to healthy controls ( p ¼ 0.035) [100].
These metabolite changes could therefore reﬂect not a deﬁnitive neuronal loss but
rather a potentially reversible alteration. Therefore, decreased NAA in the CSTC
circuit could indicate suffering involving neural structures.
Cho is a membrane turnover marker involved in the metabolism of the phospholipid membrane structure (phosphatidylcholine and sphingomyelin); increased concentrations of Cho may be due to an increased membrane turnover related to a
greater need for membrane renewal due to alteration/destruction or membrane
proliferation.
Smith et al. [101] and Weber et al. [90] described signiﬁcantly increased Cho
concentrations in left and right medial thalamic and right prefrontal white matter,
respectively, but only in pediatric OCD patients. More recently, Fan et al. [102]
found higher Cho concentrations in the thalamus in OCD patients, especially
compared to Tourette’s disorder patients and to a lesser extent compared to healthy
controls. Hatchondo et al. [100] showed signiﬁcantly increased concentrations of
Cho between OCD patients and healthy controls in the ACC, the striatum, and the
thalamus (Fig. 12.1). This is associated with the facts that Cho/Cr ratio signiﬁcantly
increased in the ACC and that NAA/Cho ratio signiﬁcantly decreased in the striatum,
signaling a metabolic imbalance in these ROIs in OCD patients.
The other 1H-MRS studies that found increased ratios of Cho/Cr have dealt with
neurodegenerative diseases such as Alzheimer’s disease [103] and Huntington’s
disease [104]. This suggests a potential link between Cho and neuronal membrane
degradation before neuronal loss. Furthermore, multiple sclerosis (MS) patients
exhibit increased concentrations of Cho, particularly in the active demyelination
plaques [105–107], thereby suggesting an association between the Cho increase and

Fig. 12.1 Hatchondo et al. (2017) [100]: Illustration of the increased concentration of choline
especially in the striatum between an OCD patient and a healthy control. Respective spectra are
shown on the side and respective Cho cartography in the middle. The red color shows the
localization of the highest levels of Cho, whereas blue color shows the lowest, respectively, for
the OCD patient and the healthy control
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the demyelination phenomenon. The Cho increase in OCD may consequently reﬂect
alteration of the myelin and/or cell membrane instability [108]. This interpretation is
reinforced by the ﬁndings of white matter abnormalities in patients with OCD
[77, 109] and by the potential association between this disorder and the genes
involved in myelination [110]. Given that Cho is a membrane turnover marker
involved in the metabolism of the phospholipid membrane structure (phosphatidylcholine and sphingomyelin), increased concentrations of Cho may be due to an
increased membrane turnover related to a greater need for membrane renewal due to
alteration/destruction or membrane proliferation.
Few other studies have yielded similar results. The most interesting one showed
NAA/Cr decrease in the right striatum and Cho/Cr increase in the right thalamus, in
OCD patients with SRI treatment resistance, similar to the patients in our study
[111]. Other studies have found NAA/Cr decrease in OCD patients: in the hippocampus [99] and in the left ACC [93]. Two studies have found Cho increase in
pediatric OCD patients, respectively, in medial thalamus and right prefrontal white
matter [90, 101]. The low number of concurring studies in the literature can be
explained by small sample sizes (<20 patients) [90, 92, 99, 112, 113], less efﬁcient
techniques preferably using 1.5 T MRI [93, 114–116], or that are not reproducible
because they provide no visual information [96].
Glutamate complex (Glx) variations in the caudate nucleus have been observed
after treatment (SSRIs or CBT) [92, 97, 116–118]. More recently, Simpson et al.,
using high spatial resolution at 3.0 T, found no signiﬁcant differences in glutamate
levels between unmedicated OCD patients and healthy control subjects in three
striatal subregions [119].
Nevertheless, the results of those numerous previous studies remain inconsistent
[108, 120, 121]. Methodological issues may need to be considered in view of
improving data acquisition and post-processing. First, magnetic ﬁeld strength
plays an important role in the quality of MRS data, as the spatial resolution of MR
spectra and the signal-to-noise ratio of the metabolites increase linearly with magnetic ﬁeld strength. Second, as relaxation times (both T1 and T2) and magnetic
susceptibility are highly sensitive to the calibration of experimental parameters, it is
important to apply a robust protocol and to perform the totality of a study on a high
ﬁeld magnet (3 T). This is a major issue with regard to MRSI. All of these
considerations should be taken into account to allow experimental time to be
minimized, a crucial factor in clinical settings. Third, the choice of post-processing,
leading to accurate quantiﬁcation of the data, is of equally paramount importance.

Conclusion
Based on phenomenology and neuropsychology results, structural and functional
neuroimaging studies have shown the involvement of the cortico-striato-thalamocortical (CSTC) network in OCD including the frontal cortex with the orbitofrontal
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cortex (OFC), the anterior cingulate cortex (ACC) and the dorsolateral prefrontal
cortex (DLPFC), and basal ganglia (striatum and thalamus) [76, 79, 122, 123].

MRI Neuroimaging and Treatments
Neuroimaging, and more speciﬁcally MRI neuroimaging, is a very interesting tool to
better understand, in vivo, the mechanisms of action of psychiatric treatments (drug
or others). The ﬁnal aim of these studies is to incorporate the use of neuroimaging
into the daily clinical practice to evaluate which treatment could be the best for one
patient and/or to assess as early as possible the treatment effectiveness at a preclinical stage, before the improvement of symptoms.
For this chapter, we decided to focus our review on functional and metabolic
imaging.

Functional Imaging
fMRI studies have been broadly conducted for years to examine the effects of
treatments and how the neural networks change after treatment in almost all psychiatric diseases.
In unipolar depression, fMRI studies have shown modiﬁcation of neural activation correlated to mood improvement after drug treatment. Indeed, Arnone et al.
found an abolishment of the abnormal amygdala response to the sad faces task after
8 weeks of citalopram intake (i.e., antidepressant), without altering responses to
fearful faces [124]. In the same way, another study found that 2 months of
venlafaxine treatment (i.e., antidepressant) induced increased activation of nucleus
accumbens and fronto-striatal connectivity, correlated to mood improvement [125].
Moreover, a recent literature review on brain functional effects of psychopharmacological treatment in major depression (MD) found that selective serotonin
reuptake inhibitors (SSRI) induced a decreased limbic activation (mainly amygdala)
in response to aversive stimuli in healthy and depressed individuals, whereas
noradrenalin reuptake inhibitors (NRI) seemed to facilitate processing to positive
information (e.g., memory for positive events) and reward [126]. The authors also
showed that MD patients speciﬁcally had a decreased activation of ACC and that this
could be relevant as neural marker of clinical response.
Another review showed that response to transcranial magnetic stimulation (TMS)
was consistently predicted by subcallosal cortex connectivity and that electroconvulsive therapy (ECT) treatment induced an increased connectivity between the
posterior default mode and left dorsolateral prefrontal cortex in responding patients
[127]. ECT also seemed to modulate the level of activity in the left subgenual ACC
and its networks that negatively correlated the reduction of depressive
symptoms [128].
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In bipolar disorder (BD), a very interesting study investigated the effects of
8 weeks of mindfulness-based cognitive therapy (MBCT) in a controlled fMRI
study [129]. After MBCT treatment, they found a signiﬁcant increased activation
in the medial prefrontal cortex during the mindfulness task and signiﬁcant improvements in measures of mindfulness, anxiety, and cognitive tasks performances.
In anxious adolescent with a familial history of bipolar disorder, MBCT has also
shown signiﬁcant effects on modulating the activity of structures involved in
interoception and processing of internal stimuli (insula, lentiform nucleus, thalamus,
left ACC), correlated to the improvement of these functions [130].
Brooks and Vizueta review on neuroimaging in BD reported that risperidone
treatment was associated with increased insula activity during affective task and that
lamotrigine treatment induced decreased amygdala activation during negative stimuli in adolescents with bipolar depression [26].
Regarding lithium treatment, a very recent resting-state fMRI study revealed
increased connectivity between amygdala and medial orbitofrontal cortex after
8 weeks of treatment, relative to healthy control subjects, with a positive correlation
to clinical improvement [131].
In schizophrenia, a review on neuroimaging ﬁndings in treatment-resistant
schizophrenia patients reported that clozapine decreases prefrontal cortex and
basal ganglia activity, while it increases occipital, cingulate, and insular cortices
activity [132]. The correlation to clinical improvement has remained inconsistent
throughout the studies reviewed. Nevertheless, it seemed that clozapine responders
had higher BOLD signal in prefrontal cortex, basal ganglia, and thalamus than
non-responders before treatment, and those who had higher metabolic activity in
the dorsolateral prefrontal cortex were more likely to improve negative symptoms
after clozapine treatment.
Another recent review examined the effect of cognitive remediation therapy on
brain functioning through neuroimaging in schizophrenia patients [133]. The authors
reported that cognitive remediation improves brain activation, mainly in the prefrontal and thalamic regions.
Studies on antipsychotic treatment in antipsychotic-naïve or antipsychotic-free
schizophrenia patients have reported the normalization of BOLD signal in some
neural regions (e.g., reduction of impairments in dorsal cortical attention networks,
suggesting a beneﬁcial effect on neural systems for attention) but with potential
adverse effects as a denormalization of other regions activity, mainly prefrontal
functions [134, 135].

Metabolic Imaging
Even if MRS is more and more used to explore in vivo brain metabolism in
psychiatric diseases, the number of studies evaluating the effects of treatments is
more limited.
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In major depression (MD), some studies have reported modiﬁcation in Cho levels
and its ratios after treatment. Indeed, one study found an increase of Cho/Cr ratio in
basal ganglia after 8 weeks of ﬂuoxetine treatment, 20 mg/day in responder patients
relative to non-responders or placebo [136]. Likewise, another study showed an
increase of total choline concentration in the left dorsolateral prefrontal cortex in
responders after 10 days of high-frequency (20 Hz) rTMS [137].
Other studies have reported, in responder depressive patients, an increase of Glx,
of glutamate (Glu) in the dorsolateral prefrontal cortex after ECT or rTMS treatment
[137, 138], and of GABA levels in occipital cortex after ECT or SSRI treatment
[139, 140].
Finally, it seems that antidepressant medication induced an increase of NAA
levels in medial frontal cortex suggesting a potential neurotrophic effect [141, 142].
In BD, some 1H-MRS studies have focused on the effects of lithium therapy.
Bustillo review reported no consistent clues of metabolic changing. Nevertheless, it
seems that lithium could induce an increase of NAA levels and a decrease of Glx and
myo-inositol levels. Recent studies used innovative approaches to explore the effects
of lithium therapy. The ﬁrst one used 7Li-MRS to evaluate brain lithium levels after
6 weeks of lithium therapy and the correlation to plasma lithium concentrations
[143]. They found a signiﬁcant association between central and peripheral lithium
levels only in remitters, suggesting that non-remitters may not transport lithium
properly to the brain, which may underlie treatment resistance to lithium in BD. The
other study used 1H-MRS to evaluate cingulate cortex (CC) lactate concentrations
during acute depressive episodes in BD and the possible effects induced by lithium
monotherapy. Their results showed higher lactate levels at baseline (relative to
healthy control subjects) which signiﬁcantly decreased after 6 weeks of lithium
treatment (relative to baseline). Lactate levels in cingulate cortex were also associated with family history of mood disorders and plasma lithium levels.
Regarding other pharmaceutical treatments, studies have described changes in
Glu concentrations in the left ventrolateral prefrontal cortex related to the degree of
symptomatic improvement after divalproex treatment [144], a trend to decreased
NAA levels in ACC after quetiapine therapy [145], and signiﬁcant increase of NAA
in cingulate gyrus and decrease of Cr and Cho/Cr in left basal ganglia after lovastatin
therapy [146]. These studies have also proposed some metabolic features to predict
the treatment response: low Glx levels may predict successful treatment of mania
with divalproex, whereas high NAA concentration in right ventrolateral prefrontal
cortex may predict successful response to quetiapine [144, 145].
In schizophrenia, Bustillo review reported no consistent results concerning the
impact of antipsychotic medications on NAA brain concentration [58]. Furthermore,
two literature reviews have shown that medication-naïve or medication-free patients
had higher glutamatergic indices (mainly in prefrontal cortex and basal ganglia) at
baseline and that antipsychotics may reduce or normalize glutamatergic indices
[54, 58]. Again, those results may lead to possible use of noninvasive brain imaging
such as 1H-MRS to assess treatment response rather than only rely on clinical
assessment.
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Finally, a recent review focused on 31P-MRS studies in schizophrenia [62]. This
type of MRS sequence is very interesting as it allows in vivo measurement of
multiple functionally important phosphorus-containing metabolites divided in two
main groups: cell membrane-related phospholipids and energy-related metabolites.
Unfortunately, the results remain inconsistent concerning the effects of antipsychotics on phosphorus brain metabolism. Nevertheless, it seems that the strongest
pattern is related to phosphodiester (PDE) changes after antipsychotic therapy. Four
studies have found similar results as increased PDE levels after antipsychotic
treatment (e.g., risperidone, olanzapine), in frontal regions (mainly, dorsolateral
prefrontal cortex) [147–150].
In OCD, MRS studies conducted after drug (citalopram) or cognitive behavioral
therapy (CBT) treatment have shown normalization of NAA concentrations in the
prefrontal cortex, FWM, ACC, and caudate nucleus [91, 151]. These modiﬁcations
may therefore reﬂect not deﬁnitive neuronal loss but rather a potentially reversible
alteration.

References
1. NIMH. Bipolar Disorder [Internet] (2016) Available from: https://www.nimh.nih.gov/health/
topics/bipolar-disorder/index.shtml#part_152505
2. Association AP (2013) DSM-5 : diagnostic and statistical manual of mental disorders, 5th edn.
American Psychiatric Pub. 1629 p
3. Hajek T, Kopecek M, Kozeny J, Gunde E, Alda M, Höschl C (2009) Amygdala volumes in
mood disorders — meta-analysis of magnetic resonance volumetry studies. J Affect Disord
115(3):395–410
4. Bora E, Fornito A, Yücel M, Pantelis C (2010) Voxelwise meta-analysis of gray matter
abnormalities in bipolar disorder. Biol Psychiatry 67(11):1097–1105
5. Ellison-Wright I, Bullmore E (2010) Anatomy of bipolar disorder and schizophrenia: a metaanalysis. Schizophr Res 117(1):1):1–1)12
6. Birur B, Kraguljac NV, Shelton RC, Lahti AC (2017) Brain structure, function, and neurochemistry in schizophrenia and bipolar disorder—a systematic review of the magnetic resonance neuroimaging literature. NPJ Schizophr [Internet]. 2017 Apr 3;3. Available from:
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5441538/
7. Lee J, Choi S, Kang J, Won E, Tae W-S, Lee M-S et al (2017) Structural characteristics of the
brain reward circuit regions in patients with bipolar I disorder: a voxel-based morphometric
study. Psychiatry Res Neuroimaging 269:82–89
8. Adler CM, Holland SK, Schmithorst V, Wilke M, Weiss KL, Pan H et al (2004) Abnormal
frontal white matter tracts in bipolar disorder: a diffusion tensor imaging study. Bipolar Disord
6(3):197–203
9. Wang F, Jackowski M, Kalmar JH, Chepenik LG, Tie K, Qiu M et al (2008) Abnormal
anterior cingulum integrity in bipolar disorder determined through diffusion tensor imaging.
Br J Psychiatry J Ment Sci 193(2):126–129
10. Haznedar MM, Roversi F, Pallanti S, Baldini-Rossi N, Schnur DB, LiCalzi EM et al (2005)
Fronto-thalamo-striatal gray and white matter volumes and anisotropy of their connections in
bipolar spectrum illnesses. Biol Psychiatry 57(7):733–742
11. Bruno S, Cercignani M, Ron MA (2008) White matter abnormalities in bipolar disorder: a
voxel-based diffusion tensor imaging study. Bipolar Disord 10(4):460–468

286

L. Hatchondo

12. Mahon K, Wu J, Malhotra AK, Burdick KE, DeRosse P, Ardekani BA et al (2009) A voxelbased diffusion tensor imaging study of white matter in bipolar disorder.
Neuropsychopharmacol Off Publ Am Coll Neuropsychopharmacol 34(6):1590–1600
13. Sussmann JE, Lymer GKS, McKirdy J, Moorhead TWJ, Maniega SM, Job D et al (2009)
White matter abnormalities in bipolar disorder and schizophrenia detected using diffusion
tensor magnetic resonance imaging. Bipolar Disord 11(1):11–18
14. Zanetti MV, Jackowski MP, Versace A, Almeida JRC, Hassel S, Duran FLS et al (2009) Statedependent microstructural white matter changes in bipolar I depression. Eur Arch Psychiatry
Clin Neurosci 259(6):316–328
15. Barysheva M, Jahanshad N, Foland-Ross L, Altshuler LL, Thompson PM (2013) White matter
microstructural abnormalities in bipolar disorder: a whole brain diffusion tensor imaging
study. Neuroimage Clin 2(Supplement C):558–568
16. Emsell L, Leemans A, Langan C, Van Hecke W, Barker GJ, McCarthy P et al (2013) Limbic
and Callosal white matter changes in euthymic bipolar I disorder: an advanced diffusion
magnetic resonance imaging Tractography study. Biol Psychiatry 73(2):194–201
17. Linke J, King AV, Poupon C, Hennerici MG, Gass A, Wessa M (2013) Impaired anatomical
connectivity and related executive functions: differentiating vulnerability and disease marker
in bipolar disorder. Biol Psychiatry 74(12):908–916
18. Nortje G, Stein DJ, Radua J, Mataix-Cols D, Horn N (2013) Systematic review and voxelbased meta-analysis of diffusion tensor imaging studies in bipolar disorder. J Affect Disord
150(2):192–200
19. Lu LH, Zhou XJ, Keedy SK, Reilly JL, Sweeney JA (2011) White matter microstructure in
untreated ﬁrst episode bipolar disorder with psychosis: comparison with schizophrenia.
Bipolar Disord 13(0):604–613
20. Ganzola R, Nickson T, Bastin ME, Giles S, Macdonald A, Sussmann J et al (2017) Longitudinal differences in white matter integrity in youth at high familial risk for bipolar disorder.
Bipolar Disord 19(3):158–167
21. Vargas C, López-Jaramillo C, Vieta E (2013) A systematic literature review of resting state
network—functional MRI in bipolar disorder. J Affect Disord 150(3):727–735
22. Argyelan M, Ikuta T, DeRosse P, Braga RJ, Burdick KE, John M et al (2014) Resting-state
fMRI connectivity impairment in schizophrenia and bipolar disorder. Schizophr Bull
40(1):100–110
23. Blumberg HP, Kaufman J, Martin A, Whiteman R, Zhang JH, Gore JC et al (2003) Amygdala
and hippocampal volumes in adolescents and adults with bipolar disorder. Arch Gen Psychiatry 60(12):1201–1208
24. Lawrence NS, Williams AM, Surguladze S, Giampietro V, Brammer MJ, Andrew C et al
(2004) Subcortical and ventral prefrontal cortical neural responses to facial expressions
distinguish patients with bipolar disorder and major depression. Biol Psychiatry
55(6):578–587
25. Delvecchio G, Fossati P, Boyer P, Brambilla P, Falkai P, Gruber O et al (2012) Common and
distinct neural correlates of emotional processing in bipolar disorder and major depressive
disorder: a voxel-based meta-analysis of functional magnetic resonance imaging studies. Eur
Neuropsychopharmacol 22(2):100–113
26. Brooks JO, Vizueta N (2014) Diagnostic and clinical implications of functional neuroimaging
in bipolar disorder. J Psychiatr Res 57(Supplement C):12–25
27. Townsend JD, Torrisi SJ, Lieberman MD, Sugar CA, Bookheimer SY, Altshuler LL (2013)
Frontal-amygdala connectivity alterations during emotion down-regulation in bipolar I disorder. Biol Psychiatry 73(2):127–135
28. Cremaschi L, Penzo B, Palazzo M, Dobrea C, Cristoffanini M, Dell’Osso B et al (2013)
Assessing working memory via N-back task in euthymic bipolar I disorder patients: a review
of functional magnetic resonance imaging studies. Neuropsychobiology 68(2):63–70

12

MRI Neuroimaging and Psychiatry

287

29. McKenna BS, Sutherland AN, Legenkaya AP, Eyler LT (2014) Abnormalities of brain
response during encoding into verbal working memory among euthymic patients with bipolar
disorder. Bipolar Disord 16(3):289–299
30. Dell’Osso B, Cinnante C, Giorgio AD, Cremaschi L, Palazzo MC, Cristoffanini M et al (2015)
Altered prefrontal cortex activity during working memory task in bipolar disorder: a functional
magnetic resonance imaging study in euthymic bipolar I and II patients. J Affect Disord
184:116–122
31. Chase HW, Nusslock R, Almeida JR, Forbes EE, LaBarbara EJ, Phillips ML (2013) Dissociable patterns of abnormal frontal cortical activation during anticipation of an uncertain
reward or loss in bipolar versus major depression. Bipolar Disord 15(8):839–854
32. Urošević S, Luciana M, Jensen JB, Youngstrom EA, Thomas KM (2016) Age associations
with neural processing of reward anticipation in adolescents with bipolar disorders.
Neuroimage Clin 11:476–485
33. Trost S, Diekhof EK, Zvonik K, Lewandowski M, Usher J, Keil M et al (2014) Disturbed
anterior prefrontal control of the mesolimbic reward system and increased impulsivity in
bipolar disorder. Neuropsychopharmacology 39(8):1914–1923
34. Dutra SJ, Man V, Kober H, Cunningham WA, Gruber J (2017) Disrupted cortico-limbic
connectivity during reward processing in remitted bipolar I disorder. Bipolar Disord 19:661
35. Berghorst LH, Kumar P, Greve DN, Deckersbach T, Ongur D, Dutra S et al (2016) Stress and
reward processing in bipolar disorder: an fMRI study. Bipolar Disord 18(7):602–611
36. Kraguljac NV, Reid M, White D, Jones R, den Hollander J, Lowman D et al (2012)
Neurometabolites in schizophrenia and bipolar disorder – a systematic review and metaanalysis. Psychiatry Res 203(2–3):111–125
37. Atagün Mİ, Şıkoğlu EM, Can SS, Karakaş-Uğurlu G, Ulusoy-Kaymak S, Çayköylü A et al
(2015) Investigation of Heschl’s gyrus and planum temporale in patients with schizophrenia
and bipolar disorder: a proton magnetic resonance spectroscopy study. Schizophr Res
161(2):202–209
38. Li H, Xu H, Zhang Y, Guan J, Zhang J, Xu C et al (2016) Differential neurometabolite
alterations in brains of medication-free individuals with bipolar disorder and those with
unipolar depression: a two-dimensional proton magnetic resonance spectroscopy study. Bipolar Disord 18(7):583–590
39. Chitty KM, Lagopoulos J, Lee RSC, Hickie IB, Hermens DF (2013) A systematic review and
meta-analysis of proton magnetic resonance spectroscopy and mismatch negativity in bipolar
disorder. Eur Neuropsychopharmacol 23(11):1348–1363
40. Kubo H, Nakataki M, Sumitani S, Iga J, Numata S (2017) Kameoka N, et al. 1H-magnetic
resonance spectroscopy study of glutamate-related abnormality in bipolar disorder. J Affect
Disord 208(Supplement C):139–144
41. Silveira LE, Bond DJ, MacMillan EL, Kozicky J-M, Muralidharan K, Bücker J et al (2017)
Hippocampal neurochemical markers in bipolar disorder patients following the ﬁrst-manic
episode: a prospective 12-month proton magnetic resonance spectroscopy study. Aust N Z J
Psychiatry 51(1):65–74
42. Shi X-F, Carlson PJ, Sung Y-H, Fiedler KK, Forrest LN, Hellem TL et al (2015) Decreased
brain PME/PDE ratio in bipolar disorder: a preliminary 31P magnetic resonance spectroscopy
study. Bipolar Disord 17(7):743–752
43. Andres RH, Ducray AD, Schlattner U, Wallimann T, Widmer HR (2008) Functions and
effects of creatine in the central nervous system. Brain Res Bull 76(4):329–343
44. NIMH (2016) Schizophrenia [Internet]. Available from: https://www.nimh.nih.gov/health/
topics/schizophrenia/index.shtml
45. Honea R, Crow TJ, Passingham D, Mackay CE (2005) Regional deﬁcits in brain volume
in schizophrenia: a meta-analysis of voxel-based morphometry studies. Am J Psychiatry
162(12):2233–2245
46. Crow TJ (1997) Is schizophrenia the price that Homo sapiens pays for language? Schizophr
Res 28(2–3):127–141

288

L. Hatchondo

47. Rajarethinam RP, DeQuardo JR, Nalepa R, Tandon R (2000) Superior temporal gyrus in
schizophrenia: a volumetric magnetic resonance imaging study. Schizophr Res 41(2):303–312
48. Dietsche B, Kircher T, Falkenberg I (2017) Structural brain changes in schizophrenia at
different stages of the illness: a selective review of longitudinal magnetic resonance imaging
studies. Aust N Z J Psychiatry 51(5):500–508
49. Sumner PJ, Bell IH, Rossell SL (2017) A systematic review of the structural neuroimaging
correlates of thought disorder. Neurosci Biobehav Rev [Internet]. Available from: http://www.
sciencedirect.com/science/article/pii/S0149763417301252
50. Wheeler AL, Voineskos AN (2014) A review of structural neuroimaging in schizophrenia:
from connectivity to connectomics. Front Hum Neurosci [Internet]. Available from: https://
www.ncbi.nlm.nih.gov/pmc/articles/PMC4142355/
51. Yao L, Lui S, Liao Y, Du M-Y, Hu N, Thomas JA et al (2013) White matter deﬁcits in ﬁrst
episode schizophrenia: an activation likelihood estimation meta-analysis. Prog NeuroPsychopharmacol Biol Psychiatry 45:100–106
52. Goghari VM, Sponheim SR, MacDonald AW (2010) The functional neuroanatomy of symptom dimensions in schizophrenia: a qualitative and quantitative review of a persistent question.
Neurosci Biobehav Rev 34(3):468
53. Mwansisya TE, Hu A, Li Y, Chen X, Wu G, Huang X, et al (2017) Task and resting-state
fMRI studies in ﬁrst-episode schizophrenia: A systematic review. Schizophr Res [Internet].
[cited 2017 Nov 17];0(0). Available from: http://www.schres-journal.com/article/S0920-9964
(17)30115-9/fulltext
54. Poels EMP, Kegeles LS, Kantrowitz JT, Javitt DC, Lieberman JA, Abi-Dargham A et al
(2014) Glutamatergic abnormalities in schizophrenia: a review of proton MRS ﬁndings.
Schizophr Res 152(0):325–332
55. Egan MF, Goldberg TE, Kolachana BS, Callicott JH, Mazzanti CM, Straub RE et al (2001)
Effect of COMT Val108/158 met genotype on frontal lobe function and risk for schizophrenia.
Proc Natl Acad Sci U S A 98(12):6917–6922
56. Meyer-Lindenberg A, Kolachana B, Weinberger DR, Buckholtz J, Ding J, Callicott JH et al
(2006) Impact of complex genetic variation in COMT on human brain function. Mol Psychiatry 11(9):867
57. Steen RG, Hamer L (2005) Measurement of brain metabolites by 1H magnetic resonance
spectroscopy in patients with schizophrenia: a systematic review and meta-analysis.
Neuropsychopharmacology 30(11):1949
58. Bustillo JR (2013) Use of proton magnetic resonance spectroscopy in the treatment of
psychiatric disorders: a critical update. Dialogues Clin Neurosci 15(3):329–337
59. Taylor SF, Tso IF (2015) GABA abnormalities in schizophrenia: a methodological review of
in vivo studies. Schizophr Res 167(0):84–90
60. Kegeles LS, Mao X, Stanford AD, Girgis R, Ojeil N, Xu X et al (2012) Elevated prefrontal
cortex γ-aminobutyric acid and glutamate-glutamine levels in schizophrenia measured in vivo
with proton magnetic resonance spectroscopy. Arch Gen Psychiatry 69(5):449–459
61. Kelemen O, Kiss I, Benedek G, Kéri S (2013) Perceptual and cognitive effects of antipsychotics in ﬁrst-episode schizophrenia: The potential impact of GABA concentration in the
visual cortex. Prog Neuro-Psychopharmacol Biol Psychiatry 47(Supplement C):13–19
62. Yuksel C, Tegin C, O’Connor L, Du F, Ahat E, Cohen BM et al (2015) Phosphorus magnetic
resonance spectroscopy studies in schizophrenia. J Psychiatr Res 68:157–166
63. Karno M, Golding JM, Sorenson SB, Burnam M (1988) THe epidemiology of obsessivecompulsive disorder in ﬁve us communities. Arch Gen Psychiatry 45(12):1094–1099
64. Robins LN, Helzer JE, Orvaschel H, Anthony JC, Blazer DG, Burnam A, et al (1985) 8 - The
diagnostic interview schedule. In Kessler WWEG, editor. Epidemiologic ﬁeld methods in
psychiatry [Internet]. San Diego: Academic Press; [cited 2014 Oct 6]. pp 143–70. Available
from: http://www.sciencedirect.com/science/article/pii/B9780080917986500129

12

MRI Neuroimaging and Psychiatry

289

65. Ruscio AM, Stein DJ, Chiu WT, Kessler RC (2010) The epidemiology of obsessivecompulsive disorder in the National Comorbidity Survey Replication. Mol Psychiatry
15(1):53–63
66. Rasmussen SA, Eisen JL (1992) The epidemiology and clinical features of obsessive compulsive disorder. Psychiatr Clin North Am 15(4):743–758
67. Rasmussen SA, Tsuang MT (1984) The epidemiology of obsessive compulsive disorder. J
Clin Psychiatry 45(11):450–457
68. Skoog G, Skoog I (1999) A 40-year follow-up of patients with obsessive-compulsive disorder
[see comments]. Arch Gen Psychiatry 56(2):121–127
69. Koran LM, Thienemann ML, Davenport R (1996) Quality of life for patients with obsessivecompulsive disorder. Am J Psychiatry 153(6):783–788
70. Jaafari N, Daniel M-L, Lacoste J, Bacconnier M, Belin D, Rotge J-Y (2011) Insight, obsession
et vériﬁcation dans le trouble obsessionnel-compulsif. Ann Méd Psychol Rev Psychiatr
169(7):453–456
71. Rotge J-Y, Guehl D, Dilharreguy B, Tignol J, Bioulac B, Allard M et al (2009) Meta-analysis
of brain volume changes in obsessive-compulsive disorder. Biol Psychiatry 65(1):75–83
72. Atmaca M, Yildirim H, Ozdemir H, Ozler S, Kara B, Ozler Z et al (2008) Hippocampus and
amygdalar volumes in patients with refractory obsessive-compulsive disorder. Prog NeuroPsychopharmacol Biol Psychiatry 32(5):1283–1286
73. Atmaca M (2011) Review of structural neuroimaging in patients with refractory obsessivecompulsive disorder. Neurosci Bull 27(3):215–220
74. Radua J, Mataix-Cols D (2009) Voxel-wise meta-analysis of grey matter changes in
obsessive–compulsive disorder. Br J Psychiatry 195(5):393–402
75. Piras F, Piras F, Chiapponi C, Girardi P, Caltagirone C, Spalletta G Widespread structural
brain changes in OCD: a systematic review of voxel-based morphometry studies. Cortex
[Internet]. [cited 2014 Aug 4]; Available from: http://www.sciencedirect.com/science/article/
pii/S0010945213000464
76. Menzies L, Chamberlain SR, Laird AR, Thelen SM, Sahakian BJ, Bullmore ET (2008)
Integrating evidence from neuroimaging and neuropsychological studies of obsessivecompulsive disorder: the orbitofronto-striatal model revisited. Neurosci Biobehav Rev
32(3):525–549
77. Piras F, Piras F, Caltagirone C, Spalletta G Brain circuitries of obsessive compulsive disorder:
a systematic review and meta-analysis of diffusion tensor imaging studies. Neurosci Biobehav
Rev [Internet]. [cited 2013 Nov 8]; Available from: http://www.sciencedirect.com/science/
article/pii/S0149763413002327
78. Gan J, Zhong M, Fan J, Liu W, Niu C, Cai S et al (2017) Abnormal white matter structural
connectivity in adults with obsessive-compulsive disorder. Transl Psychiatry 7(3):e1062
79. Nakao T, Okada K, Kanba S (2014) Neurobiological model of obsessive-compulsive disorder:
evidence from recent neuropsychological and neuroimaging ﬁndings. Psychiatry Clin
Neurosci 68(8):587–605
80. Jung WH, Kang D-H, Kim E, Shin KS, Jang JH, Kwon JS (2013) Abnormal corticostriatallimbic functional connectivity in obsessive–compulsive disorder during reward processing and
resting-state. Neuroimage Clin 3:27–38
81. Keshavan MS, Stanley JA, Pettegrew JW (2000) Magnetic resonance spectroscopy in schizophrenia: methodological issues and ﬁndings--part II. Biol Psychiatry 48(5):369–380
82. Stanley JA (2002) In vivo magnetic resonance spectroscopy and its application to neuropsychiatric disorders. Can J Psychiatry 47(4):315–326
83. McClure RJ, Kanfer JN, Panchalingam K, Klunk WE, Pettegrew JW (1994) Alzheimer’s
disease: membrane-associated metabolic changes. Ann N Y Acad Sci 747:110–124
84. Tartaglia MC, Narayanan S, De Stefano N, Arnaoutelis R, Antel SB, Francis SJ et al (2002)
Choline is increased in pre-lesional normal appearing white matter in multiple sclerosis. J
Neurol 249(10):1382–1390

290

L. Hatchondo

85. Maier M, Ron MA, Barker GJ, Tofts PS (1995) Proton magnetic resonance spectroscopy: an
in vivo method of estimating hippocampal neuronal depletion in schizophrenia. Psychol Med
25(6):1201–1209
86. Kantarci K (2013) Magnetic resonance spectroscopy in common dementias. Neuroimaging
Clin N Am 23(3):393–406
87. Nie K, Zhang Y, Huang B, Wang L, Zhao J, Huang Z et al (2013) Marked N-acetylaspartate
and choline metabolite changes in Parkinson’s disease patients with mild cognitive impairment. Parkinsonism Relat Disord 19(3):329–334
88. Frye MA, Thomas MA, Yue K, Binesh N, Davanzo P, Ventura J et al (2007) Reduced
concentrations of N-acetylaspartate (NAA) and the NAA–creatine ratio in the basal ganglia
in bipolar disorder: a study using 3-tesla proton magnetic resonance spectroscopy. Psychiatry
Res Neuroimaging 154(3):259–265
89. Bertolino A, Callicott JH, Mattay VS, Weidenhammer KM, Rakow R, Egan MF et al (2001)
The effect of treatment with antipsychotic drugs on brain N-acetylaspartate measures in
patients with schizophrenia. Biol Psychiatry 49(1):39–46
90. Weber AM, Soreni N, Stanley JA, Greco A, Mendlowitz S, Szatmari P et al (2014) Proton
magnetic resonance spectroscopy of prefrontal white matter in psychotropic naïve children
and adolescents with obsessive–compulsive disorder. Psychiatry Res Neuroimaging
222(1–2):67–74
91. Jang J, Kwon J, Jang D, Moon W-J, Lee J-M, Ha T et al (2006) A proton MRSI study of brain
N-acetylaspartate level after 12 weeks of citalopram treatment in drug-naive patients with
obsessive-compulsive disorder. Am J Psychiatry 163(7):1202–1207
92. O’Neill J, Gorbis E, Feusner JD, Yip JC, Chang S, Maidment KM et al (2013) Effects of
intensive cognitive-behavioral therapy on cingulate neurochemistry in obsessive–compulsive
disorder. J Psychiatr Res 47(4):494–504
93. Tükel R, Özata B, Öztürk N, Ertekin BA, Ertekin E, Saruhan Direskeneli G (2014) The role of
the brain-derived neurotrophic factor SNP rs2883187 in the phenotypic expression of
obsessive-compulsive disorder. J Clin Neurosci 21(5):790–793
94. Yücel M, Harrison BJ, Wood SJ, Fornito A, Wellard RM, Pujol J et al (2007) Functional and
biochemical alterations of the medial frontal cortex in obsessive-compulsive disorder. Arch
Gen Psychiatry 64(8):946
95. Bartha R, Stein MB, Williamson PC, Drost DJ, Neufeld RWJ, Carr TJ et al (1998)
A short Echo 1H spectroscopy and volumetric MRI study of the Corpus striatum in patients
with obsessive- compulsive disorder and comparison subjects. Am J Psychiatry
155(11):1584–1591
96. Ebert D, Speck O, König A, Berger M, Hennig J, Hohagen F (1997) 1H-magnetic resonance
spectroscopy in obsessive-compulsive disorder: evidence for neuronal loss in the cingulate
gyrus and the right striatum. Psychiatry Res Neuroimaging 74(3):173–176
97. Fitzgerald KD, Moore GJ, Paulson LA, Stewart CM, Rosenberg DR (2000) Proton spectroscopic imaging of the thalamus in treatment-naive pediatric obsessive–compulsive disorder∗.
Biol Psychiatry 47(3):174–182
98. Rosenberg DR, Amponsah A, Sullivan A, MacMillan S, Moore GJ (2001) Increased medial
thalamic choline in pediatric obsessive-compulsive disorder as detected by quantitative in vivo
spectroscopic imaging. J Child Neurol 16(9):636–641
99. Atmaca M, Yildirim H, Ozdemir H, Koc M, Ozler S, Tezcan E (2009) Neurochemistry of
the hippocampus in patients with obsessive–compulsive disorder. Psychiatry Clin Neurosci
63(4):486–490
100. Hatchondo L, Jaafari N, Langbour N, Maillochaud S, Herpe G (2017) Guillevin R, et al. 1H
magnetic resonance spectroscopy suggests neural membrane alteration in speciﬁc regions
involved in obsessive-compulsive disorder. Psychiatry Res Neuroimaging 269:48–53
101. Smith EA, Russell A, Lorch E, Banerjee SP, Rose M, Ivey J et al (2003) Increased medial
thalamic choline found in pediatric patients with obsessive-compulsive disorder versus major

12

MRI Neuroimaging and Psychiatry

291

depression or healthy control subjects: a magnetic resonance spectroscopy study. Biol Psychiatry 54(12):1399–1405
102. Fan S, Cath DC, van den Heuvel OA, van der Werf YD, Schöls C, Veltman DJ et al (2017)
Abnormalities in metabolite concentrations in tourette’s disorder and obsessive-compulsive
disorder—a proton magnetic resonance spectroscopy study. Psychoneuroendocrinology
77:211–217
103. Meyerhoff DJ, MacKay S, Constans JM, Norman D, Van Dyke C, Fein G et al (1994) Axonal
injury and membrane alterations in Alzheimer’s disease suggested by in vivo proton magnetic
resonance spectroscopic imaging. Ann Neurol 36(1):40–47
104. Jenkins BG, Koroshetz WJ, Beal MF, Rosen BR (1993) Evidence for impairment of energy
metabolism in vivo in Huntington’s disease using localized 1H NMR spectroscopy. Neurology
43(12):2689–2695
105. Arnold DL, Matthews PM, Francis GS, O’Connor J, Antel JP (1992) Proton magnetic
resonance spectroscopic imaging for metabolic characterization of demyelinating plaques.
Ann Neurol 31(3):235–241
106. Hattingen E, Magerkurth J, Pilatus U, Hübers A, Wahl M, Ziemann U (2011) Combined 1H
and 31P spectroscopy provides new insights into the pathobiochemistry of brain damage in
multiple sclerosis. NMR Biomed 24(5):536–546
107. Zaaraoui W, Audoin B, Pelletier J, Cozzone PJ, Ranjeva J-P (2010) Advanced magnetic
resonance imaging techniques to better understand multiple sclerosis. Biophys Rev 2(2):83–90
108. Brennan BP, Rauch SL, Jensen JE, Pope HG Jr (2013) A critical review of magnetic resonance
spectroscopy studies of obsessive-compulsive disorder. Biol Psychiatry 73(1):24–31
109. Atmaca M, Onalan E, Yildirim H, Yuce H, Koc M, Korkmaz S (2010) The association of
myelin oligodendrocyte glycoprotein gene and white matter volume in obsessive–compulsive
disorder. J Affect Disord 124(3):309–313
110. Stewart SE, Platko J, Fagerness J, Birns J, Jenike E, Smoller JW et al (2007) A genetic familybased association study of OLIG2 in obsessive-compulsive disorder. Arch Gen Psychiatry
64(2):209–214
111. Mohamed MA, Smith MA, Schlund MW, Nestadt G, Barker PB, Hoehn-Saric R (2007)
Proton magnetic resonance spectroscopy in obsessive-compulsive disorder: a pilot investigation comparing treatment responders and non-responders. Psychiatry Res Neuroimaging
156(2):175–179
112. Bédard M-J, Chantal S (2011) Brain magnetic resonance spectroscopy in obsessive–compulsive disorder: the importance of considering subclinical symptoms of anxiety and depression.
Psychiatry Res Neuroimaging 192(1):45–54
113. Yücel M, Wood SJ, Wellard RM, Harrison BJ, Fornito A, Pujol J et al (2008) Anterior
cingulate glutamate–glutamine levels predict symptom severity in women with obsessive–
compulsive disorder. Aust N Z J Psychiatry 42(6):467–477
114. Ohara K, Isoda H, Suzuki Y, Takehara Y, Ochiai M, Takeda H et al (1999) Proton magnetic
resonance spectroscopy of lenticular nuclei in obsessive–compulsive disorder. Psychiatry Res
Neuroimaging 92(2):83–91
115. Sumitani S, Harada M, Kubo H, Ohmori T (2007) Proton magnetic resonance spectroscopy
reveals an abnormality in the anterior cingulate of a subgroup of obsessive–compulsive
disorder patients. Psychiatry Res Neuroimaging 154(1):85–92
116. Whiteside SPH, Abramowitz JS, Port JD (2012) Decreased caudate N-acetyl-l-aspartic acid in
pediatric obsessive-compulsive disorder and the effects of behavior therapy. Psychiatry Res
Neuroimaging 202(1):53–59
117. Bolton J, Moore GJ, MacMillan S, Stewart CM, Rosenberg D (2001) Case study: caudate
glutamatergic changes with paroxetine persist after medication discontinuation in pediatric
OCD. J Am Acad Child Adolesc Psychiatry 40(8):903–906
118. Moore GJ, MacMaster F, Stewart CM, Rosenberg D (1998) Case study: caudate glutamatergic
changes with paroxetine therapy for pediatric obsessive-compulsive disorder. J Am Acad
Child Adolesc Psychiatry 37(6):663–667

292

L. Hatchondo

119. Simpson HB, Kegeles LS, Hunter L, Mao X, Van Meter P, Xu X et al (2015) Assessment of
glutamate in striatal subregions in obsessive-compulsive disorder with proton magnetic
resonance spectroscopy. Psychiatry Res 232(1):65–70
120. Aoki Y, Aoki A, Suwa H (2012) Reduction of N-acetylaspartate in the medial prefrontal cortex
correlated with symptom severity in obsessive-compulsive disorder: meta-analyses of
1H-MRS studies. Transl Psychiatry 2(8):e153
121. O’Neill J, Lai TM, Sheen C, Salgari GC, Ly R, Armstrong C et al (2016) Cingulate and
thalamic metabolites in obsessive-compulsive disorder. Psychiatry Res 254:34–40
122. Aouizerate B, Guehl D, Cuny E, Rougier A, Bioulac B, Tignol J et al (2004) Pathophysiology
of obsessive–compulsive disorder: A necessary link between phenomenology, neuropsychology, imagery and physiology. Prog Neurobiol 72(3):195–221
123. Pauls DL, Abramovitch A, Rauch SL, Geller DA (2014) Obsessive-compulsive disorder: an
integrative genetic and neurobiological perspective. Nat Rev Neurosci 15(6):410–424
124. Arnone D, McKie S, Elliott R, Thomas EJ, Downey D, Juhasz G et al (2012) Increased
amygdala responses to sad but not fearful faces in major depression: relation to mood state and
pharmacological treatment. Am J Psychiatry 169(8):841–850
125. Heller AS, Johnstone T, Light S, Peterson MJ, Kolden GG, Kalin NH et al (2013) Relationships between changes in sustained Fronto-striatal connectivity and positive affect with
antidepressant treatment in major depression. Am J Psychiatry 170(2):197–206
126. Wessa M, Lois G (2015) Brain functional effects of psychopharmacological treatment in major
depression: a focus on neural circuitry of affective processing. Curr Neuropharmacol
13(4):466–479
127. Dichter GS, Gibbs D, Smoski MJ (2015) A systematic review of relations between restingstate functional-MRI and treatment response in major depressive disorder. J Affect Disord
172:8–17
128. Liu Y, Du L, Li Y, Liu H, Zhao W, Liu D, et al Antidepressant effects of electroconvulsive
therapy correlate with subgenual anterior cingulate activity and connectivity in depression.
Medicine (Baltimore) [Internet]. 2015 13 [cited 2017 Dec 17];94(45). Available from: https://
www.ncbi.nlm.nih.gov/pmc/articles/PMC4912303/
129. Ives-Deliperi VL, Howells F, Stein DJ, Meintjes EM, Horn N (2013) The effects of
mindfulness-based cognitive therapy in patients with bipolar disorder: a controlled functional
MRI investigation. J Affect Disord 150(3):1152–1157
130. Strawn JR, Cotton S, Luberto CM, Patino LR, Stahl LA, Weber WA et al (2016) Neural
function before and after mindfulness-based cognitive therapy in anxious adolescents at risk
for developing bipolar disorder. J Child Adolesc Psychopharmacol 26(4):372–379
131. Altinay M, Karne H, Anand A (2018) Lithium monotherapy associated clinical improvement
effects on amygdala-ventromedial prefrontal cortex resting state connectivity in bipolar
disorder. J Affect Disord 225:4–12
132. Nakajima S, Takeuchi H, Plitman E, Fervaha G, Gerretsen P, Caravaggio F et al (2015)
Neuroimaging ﬁndings in treatment-resistant schizophrenia: a systematic review. Schizophr
Res 164(0):164–175
133. Penadés R, González-Rodríguez A, Catalán R, Segura B, Bernardo M, Junqué C (2017)
Neuroimaging studies of cognitive remediation in schizophrenia: a systematic and critical
review. World J Psychiatr 7(1):34–43
134. Abbott CC, Jaramillo A, Wilcox CE, Hamilton DA (2013) Antipsychotic drug effects in
schizophrenia: a review of longitudinal fMRI investigations and neural interpretations. Curr
Med Chem 20(3):428–437
135. Keedy SK, Reilly JL, Bishop JR, Weiden PJ, Sweeney JA (2015) Impact of antipsychotic
treatment on attention and motor learning Systems in First-Episode Schizophrenia. Schizophr
Bull 41(2):355–365
136. Sonawalla SB, Renshaw PF, Moore CM, Alpert JE, Nierenberg AA, Rosenbaum JF et al
(1999) Compounds containing cytosolic choline in the basal ganglia: a potential biological
marker of true drug response to ﬂuoxetine. Am J Psychiatry 156(10):1638–1640

12

MRI Neuroimaging and Psychiatry

293

137. Luborzewski A, Schubert F, Seifert F, Danker-Hopfe H, Brakemeier E-L, Schlattmann P et al
(2007) Metabolic alterations in the dorsolateral prefrontal cortex after treatment with highfrequency repetitive transcranial magnetic stimulation in patients with unipolar major depression. J Psychiatr Res 41(7):606–615
138. Michael N, Erfurth A, Ohrmann P, Arolt V, Heindel W, Pﬂeiderer B (2003) Metabolic changes
within the left dorsolateral prefrontal cortex occurring with electroconvulsive therapy in
patients with treatment resistant unipolar depression. Psychol Med 33(7):1277–1284
139. Sanacora G, Mason GF, Rothman DL, Hyder F, Ciarcia JJ, Ostroff RB et al (2003) Increased
cortical GABA concentrations in depressed patients receiving ECT. Am J Psychiatry
160(3):577–579
140. Sanacora G, Fenton LR, Fasula MK, Rothman DL, Levin Y, Krystal JH et al (2006) Cortical
γ-aminobutyric acid concentrations in depressed patients receiving cognitive behavioral therapy. Biol Psychiatry 59(3):284–286
141. Gonul AS, Kitis O, Ozan E, Akdeniz F, Eker C, Eker OD et al (2006) The effect of
antidepressant treatment on N-acetyl aspartate levels of medial frontal cortex in drug-free
depressed patients. Prog Neuro-Psychopharmacol Biol Psychiatry 30(1):120–125
142. Taylor MJ, Godlewska BR, Norbury R, Selvaraj S, Near J, Cowen PJ (2012) Early increase
in marker of neuronal integrity with antidepressant treatment of major depression:
1H-magnetic resonance spectroscopy of N-acetyl-aspartate. Int J Neuropsychopharmacol
15(10):1541–1546
143. Machado-Vieira R, Otaduy MC, Zanetti MV, De Sousa RT, Dias VV, Leite CC et al (2016) A
selective association between central and peripheral Lithium levels in remitters in bipolar
depression: a 3T-(7) li magnetic resonance spectroscopy study. Acta Psychiatr Scand
133(3):214–220
144. Strawn JR, Patel NC, Chu W-J, Lee J-H, Adler CM, Kim MJ et al (2012) Glutamatergic effects
of divalproex in manic adolescents: a proton magnetic resonance spectroscopy study. J Am
Acad Child Adolesc Psychiatry 51(6):642–651
145. Adler CM, DelBello MP, Weber WA, Jarvis KB, Welge J, Chu W-J et al (2013) Neurochemical effects of quetiapine in patients with bipolar mania: a proton magnetic resonance spectroscopy study. J Clin Psychopharmacol 33(4):528–532
146. Lotﬁ M, Shaﬁee S, Ghanizadeh A, Sigaroudi MO, Razeghian L (2017) A magnetic resonance
spectroscopy study of lovastatin for treating bipolar mood disorder: a 4-week randomized
double-blind, placebo- controlled clinical trial. Recent Patents Inﬂamm Allergy Drug Discov
10(2):133–141
147. Stanley JA, Williamson PC, Drost DJ, Carr TJ, Rylett RJ, Malla A et al (1995) An in vivo
study of the prefrontal cortex of schizophrenic patients at different stages of illness via
phosphorus magnetic resonance spectroscopy. Arch Gen Psychiatry 52(5):399–406
148. Volz H-P, Riehemann S, Maurer I, Smesny S, Sommer M, Rzanny R et al (2000) Reduced
phosphodiesters and high-energy phosphates in the frontal lobe of schizophrenic patients: a
31P chemical shift spectroscopic-imaging study. Biol Psychiatry 47(11):954–961
149. Smesny S, Langbein K, Rzanny R, Gussew A, Burmeister HP, Reichenbach JR et al (2012)
Antipsychotic drug effects on left prefrontal phospholipid metabolism: a follow-up 31P-2DCSI study of haloperidol and risperidone in acutely ill chronic schizophrenia patients.
Schizophr Res 138(2):164–170
150. Nenadic I, Dietzek M, Langbein K, Rzanny R, Gussew A, Reichenbach JR et al (2013) Effects
of olanzapine on 31P MRS metabolic markers in schizophrenia. Hum Psychopharmacol Clin
Exp 28(1):91–93
151. Whiteside SPH, Abramowitz JS, Port JD (2011) The effect of behavior therapy on caudate
N-acetyl-l-aspartic acid in adults with obsessive–compulsive disorder. Psychiatry Res Neuroimaging 201(1):10–16

Chapter 13

The Implications of Brain Plasticity
and Task Selectivity for Visual
Rehabilitation of Blind and Visually
Impaired Individuals
Daniel-Robert Chebat, Benedetta Heimler, Shir Hofsetter, and Amir Amedi

Introduction
The amount of cortical space devoted to each sensory modality differs substantially
among phylogenetically different species. By observing the amount of cortical space
devoted to vision among primitive mammals, and then for primates and humans, it is
possible to infer the evolution of the importance of vision across different taxonomic
groups. Pending millions of years of primate and human evolution, the portion of the
neocortex devoted to visual processing has expanded substantially in response to
environmental demands. To survive as a species, our ancestors had to develop the
use of increasingly complex tools; they also had to rely on complex navigational
strategies to hunt and gather, ﬁnd an ancient encampment, or return to an old hunting
ground during seasonal migrations. These tasks required the expansion of the visual
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cortex to allow for complex navigational behaviors, the focalization of objects in the
central visual ﬁeld, and the accurate judgment of distances with binocular vision.
Because of the high degree of consistency in terms of the loci of sensory
specializations in the human brain (visual, somatosensory, auditory, and even
olfactory specialized areas), classical theories on brain organization have conceptualized the sensory responsiveness of different brain areas as modality speciﬁc. This
notion has been strongly put into question by results obtained with sensory-deprived
populations and mainly with congenitally blind adults. It has been consistently
shown that many specialized regions in the visually deprived occipital cortex
maintain their functional specialization (i.e., responded to the same category of
stimuli) even though the input was provided through a different sensory modality
(for review see [1]). For example, the perception of objects, faces and facial
expressions, body postures, motion, and text using the tactile and auditory modalities
recruits the same brain areas as in sighted individuals for similar categories (for
review see [2–5]; see also section “Functional Brain Plasticity and Task Selectivity”
in this review). This led to the notion that the evolutionary pressures mentioned in
the previous paragraph forged an incredibly ﬂexible sensory brain capable of
adapting to many different classes of stimuli and tasks, regardless of the input
sensory modality. Thus, the organization of cortical areas might be better described
in terms of a ﬂexible task-based organization, rather than a sensory-dependent
classiﬁcation as was classically conceived (for review: [2, 5–7]).
In this review chapter, we discuss theories of task-speciﬁc adaptability, amodal
cortical processing, and plasticity using blindness as a working model. Special
emphasis will be given to results obtained in this population using sensory substitution devices. Sensory substitution devices are capable of conveying information
generally provided in one sensory modality (e.g., vision) into a different sensory
modality (e.g., touch; audition) through a speciﬁc algorithm. These devices are
typically composed of three parts: The ﬁrst part is a sensor (i.e., a camera, an infrared
laser, or a motion sensor) to pick up information from the environment. The second
part consists of a computer chip to convert the information from the sensor. The third
part is a way to convey the information to the user either through touch (e.g., a tactile
grid) or sound (e.g., using an auditory cue, or vibrations). Sensory substitution
device information can be interpreted through focused training and practice (for
review: [8–10]). One fascinating aspect of this training is the shift in processing of
this information in people who are congenitally blind. The information switches
from the modality speciﬁc area before training to task-speciﬁc areas after training.
We discuss different approaches to sensory substitution and what these approaches
have taught us about brain organization in this review. We also discuss mechanisms
of navigation in people who are blind and the neural correlates thereof. We frame the
implications of these novel results using sensory substitution to understand brain
mechanisms in terms of visual rehabilitation programs for people who are blind.
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Artiﬁcial Forms of Vision: Sight Restoration and Sensory
Substitution
There are two main approaches to rehabilitate visual functions for people who were
born blind, or lost their sight later in life, namely, invasive and noninvasive
approaches. Invasive approaches require the implantation of an electric grid directly
on the nervous surface, thus attempting to bypass the lesioned or missing sense, and
stimulate the rest of the intact visual system electronically. This grid is implanted
either on the retina, on the optic nerve, or directly on the cellular cortical surface.
Currently, these implants do not allow to entirely recover vision, but they provide
some visual “qualia” to their users such as phosphenes. Phosphenes are the perception of retinotopically organized ﬂashes of light, obtained by stimulating the receptive ﬁelds of neurons in the primary visual cortex. The second approach includes all
noninvasive methods to convey visual information through other modalities. Here
we will focus on one of the most effective forms of noninvasive approaches to visual
recovery, namely, sensory substitution devices which capture speciﬁc aspects of
visual information from different types of sensors or cameras and translate them into
either touch or sound. Certain sensory substitution devices code general aspects of
visual information (i.e., image based), while others concentrate on translating one
speciﬁc aspect of the visual information (e.g., distance or depth). While image-based
sensory substitution devices generally require many hours of supervised training in
order to learn to interpret the conveyed image, other sensory substitution devices are
more minimalistic and convey information much more intuitively, thus requiring
very little training. The following sections discuss these two approaches in greater
detail.

Sight Restoration
Sight restoration attempts to bypass the lesioned, absent, or damaged part of the
visual system causing total or partial blindness (for review see [11, 12]) by transmitting visual information provided by a camera via an electric grid innervating
visual cells of the retina, optic nerve, or occipital cortex. Some researchers have
relied on animal models to identify the most effective ways to improve this approach
[13, 14], while others have attempted this technique in humans already [15–18]. One
important aspect that needs to be understood is the criteria to help determine who is
the ideal candidate to receive these implants, and who might not be able to beneﬁt
from these implants [19], which might be inﬂuenced by mechanisms of brain
plasticity [20].
For retinal, optic nerve, or cortical prostheses, the electric grid is composed of
many tiny electrodes capable of directly stimulating neurons, mimicking neuronal
action potentials, and aiming at conveying the reconstructed neuronal information to
the next visual relay in the visual system. Several human patients, blind or with
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visual impairments, have been implanted with a grid stimulating the anterior visual
pathways [15], optic nerve [18], retina [21], or directly on the visual cortex
[16, 17]. The outcomes of these interventions are very variable, but some of these
patients report to experience visual phosphene sensations (i.e., ﬂashes of lights
retinotopically organized), and following extensive training with their new sensory
input, some patients were able to recognize also large-scale visual patterns [22].
The most widespread optical implant in humans is by far the Argus II (second
sight, Sylmar, CA) [23–25] which is designed speciﬁcally to directly stimulate the
inner surface of the retina (i.e., epiretinal implant) and is currently approved as a
commercial product. Typically, the electric grid is implanted in the worse seeing eye
of a blind patient (with some light perception in their good eye). A small video
camera is mounted on a pair of eyeglasses that are worn by the subject, or can
sometimes be implanted directly in the ocular orbit, and a video processor converts
the image into stimulation patterns that are sent to the electrode array on the retina.
After extensive training with the device, users have been shown to perform significantly better when the system is on than when it is turned off in a variety of
orientation and mobility tasks [26] and were able to learn to locate bright objects
on a screen, read very large print, and show improved visual acuity and visual ﬁeld
perimetry [23, 27–31].
In addition, reaching and grasping movements are improved after implantation of
the device [32], such as the ability to localize and apprehend objects in space
[33]. How do they do this? When sighted subjects attempt to reach for a target,
they are often guided by their eye position. When blind people who are implanted
with the Argus II attempt to reach for a target, they are guided by the information
from the camera, but these participants appear to be still inﬂuenced by their eye
positions and gaze shifts. Knowledge by the user of eye position seems particularly
important for these reaching and grasping movements in order to achieve correct
visuomotor coordination with the device [34]. Because misalignment of head and
gaze directions are observed in all subjects, it is interesting to note that participants
develop compensatory strategies in order to attenuate the impact of eye and head
misalignment. Sabbah et al. [34] observe that when using these strategies, implanted
patients are able to perform simple visually directed movements toward targets.
A recent study shows that the Argus II retinal prosthesis elicits in its users visual
BOLD responses in early visual areas and the lateral geniculate nucleus, areas
known to be involved in normal visual processing in sighted participants [35]. Speciﬁcally, after prolonged use of the Argus II, these visual responses were enhanced in
people implanted with the device, suggesting a degree of cortical plasticity enabling
participants to encode and respond to the restored sensory input.
One major limiting factor of this approach is that it can only be applied to a
speciﬁc population of visually impaired individuals, namely, people with retinitis
pigmentosa, i.e., a degenerative eye disease that causes severe vision impairment due
to the progressive degeneration of the rods and cones, photoreceptor cells in the
retina. Furthermore, despite being a very promising avenue for visual restoration, the
results are still rather poor, especially compared with noninvasive approaches of
sensory substitution (see next section on sensory substitution devices).
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A possible explanation for the reported poor outcomes may be the emergence of
adaptive experience-induced plasticity in the visual cortex of blind individuals [5]. It
has been proposed that the presence of such plasticity might actually hinder the
ability of implanted patients to effectively process visual information ([36, 37], but
see [3, 38] for a different conclusion; see also section “Visual Rehabilitation”). This
conclusion might be even more problematic when applied to the possibility of
implanting congenitally blind people. In this population, early visual areas have
been shown to be recruited during tactile and auditory tasks. For instance,
transcranial magnetic stimulation (TMS) applied to early visual areas of highly
trained congenitally blind braille readers induces somatotopically organized phosphenes in the ﬁngers used to read braille [39], and in the tongue of congenitally blind
participants trained to perceive visual information by stimulating the tongue via
sensory substitution (see next section on tactile sensory substitution methods)
[40]. Thus, it is possible to assume that it is because the primary visual areas in
people who are congenitally blind are recruited for tactile and auditory tasks,
electrical stimulation of those areas will not elicit visual qualia, but rather tactile or
auditory ones.
The main challenge with invasive approaches to sight restoration is to effectively
reconstruct the visual input, regardless of the type of implant used (retinal, optic
nerve, or cortical implants). Indeed, all these devices rely on the assumption that the
visuotopic representation of the visual ﬁeld on the retina, optic nerve, or cortical
surface is represented in the same way as the retinal image. However, the way our
visual ﬁeld is represented on the cortical surface is not simply a point-to-point
representation. Adjustments must be made in order to allow the signal produced
by the implant to reach the visual cortex in the proper arrangement.
Taken together, it appears clear that much more work is needed in order to
improve the outcomes of the invasive implants for sight restoration. Given the fast
advances in biotechnological methods, these implants as well as other approaches
such as gene therapy [41], transplantation of photoreceptors [42], and chemical
interventions [43–46] are rapidly improving and might become a successful option
in coming years. Thus, there is a real need to formulate sight restoration approaches
and be able to predict their success from the available evidence.

Sensory Substitution
Sensory substitution is rooted in the idea that it is possible to convey information
from a given modality (e.g., vision) through another modality (such as touch or
sound). Today, most sensory substitution devices attempt to restore visual functions,
but not exclusively. For example, some devices are intended for the sexual rehabilitation of men with spinal cord injuries. The information from below the waist that
can no longer be perceived is relocated to a different part of the skin via a tactile grid
to an area of skin that is still sensitive [47]. Other devices are geared toward
conveying balance information for people with vestibular loss [48, 49]. Sensory
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substitution devices can also serve as sensory augmentation devices by providing
additional information to users [50]. There are many other uses for sensory substitution or augmentation devices, but in this review we will concentrate on devices that
attempt to convey visual information for people who are blind via other sensory
modalities (typically touch or sound).
At ﬁrst, the concept of sensory substitution seems very intuitive. Everybody relies
on different sensory modalities when visual information is unavailable: we rely on
touch when fumbling for the light switch in the dark or when we use our ﬁngers to
feel the walls to ﬁnd the keyhole when attempting to open the door in the dark.
Similarly, people who are blind become experts at using tactile and auditory cues to
understand object shapes and spatial layouts. A good example of a sensory substitution system widely used by the blind community is the Braille alphabet which
codes written text through raised dots to allow reading. Visually impaired people can
learn the Braille alphabet via focused training and be able to read texts, an ability that
otherwise will be impossible for them. Another strategy often used by blind people
to replace the missing visual information includes the use of naturally produced
sounds to create echolocation in order to recognize and locate objects. These
examples are personal strategies used in order to successfully solve visual tasks.
Sensory substitution devices extend these naturally occurring strategies and abilities
developed by people who are blind by use of predetermined algorithms that people
can learn in order to interpret visual information. With the advent of
microtechnologies, more complex and sophisticated sensory substitution devices
have been conceived, the properties of which will be discussed in the next sections.
These sensory substitution devices allow visually impaired individuals to perform
many complex visual tasks such as shape recognition and navigation.
Several authors have referred to the experience of sensory substitution devices as
an “acquired synesthesia” [51]. Synesthesia is the phenomenological merging of one
or more attributes from one sensory modality to another; for example, many
synesthetes report sensing speciﬁc colors linked to speciﬁc musical tones [52–56],
or colors being associated with the imagined perception of a geometric form
[57]. The experience of sensory substitution devices has been linked to synesthesia
because of the phenomenological attribution of visual properties to tactile or auditory stimulation [58, 59]. There are certain differences, however, between synesthesia and sensory substitution perception. Synesthesia is an innate automatic process
where the individual cannot help but perceive a merging of the senses, whereas the
sensory substitution perceptual process is an active process at ﬁrst. The user must
ﬁrst learn to interpret the tactile or auditory sensory signal from the sensory substitution devices, and only after training this process becomes automatic. Sensory
substitution users who are blind often use terms such as “visualize” or report seeing
objects or movement during sensory substitution experiments. The substituted visual
information allows for the active sensing and manipulation of stimuli, for example,
during walking and avoiding obstacles [60, 61], ﬁnger maze learning [62], recognizing routes [63], navigating a maze [64], identifying the direction of motion [65],
locating and recognizing an object [66], recognizing body postures [67], and reading
words [68] and numbers [69]. Users who are blind often respond to sensory
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substitution very enthusiastically and emotionally [70–72]. There are even reports of
users which became so emotionally attached to their sensory substitution devicerelated information that removing access to it resulted in a feeling of loss [9]. In
highly trained users, the resulting embodiment of sensory substitution stimulation is
perceived as an extension of the senses, not as an outside apparatus [73]. Visual
sensory substitution devices differ from one another in terms of their respective
approaches for capturing, transforming, and sending information [9]. In the next
sections, we discuss in details two types of sensory substitution devices: imagebased that transforms whole-image visual scenes into tactile or auditory information
and minimalistic sensory substitution devices which convey only speciﬁc aspects of
visual information.

Visual-To-Tactile Image-Based Sensory Substitution Devices
In the late 1960s, Professor Paul Bach-Y-Rita started developing sensory substitution devices capable of substituting a missing or lesioned sense by another sense. In
the preface to his now famous book, Brain Mechanisms in Sensory Substitution
(1972), Paul Bach-y-Rita, who is typically considered the father of sensory substitution as a formulated ﬁeld, aimed his work at restoring visual functions in blind
people [71]. Professor Bach-Y-Rita asks whether the eyes are essential to vision and
if the ears are essential to audition. This question might seem absurd, but in reality it
is exactly the problem posed by sensory substitution. Can braille reading be qualiﬁed
as vision? Or is it rather a tactile experience that replaces vision? Bach-Y-Rita
explains that the images captured by our pupils never leave the retina. From the
retina to the brain, this information travels in the form of electric and chemical
impulses, and it is the brain that interprets this information as vision. The perception
of an image requires much more from the brain than a simple image analysis. Visual
perception is based on memory, learning, and interpretation of contextual factors
[74]. It is this phenomenological observation that doubtlessly prompted the idea of a
sensory substitution system that replaces the visual input of the eye by tactile
stimulation, and phenomenologically, the visual presence of sensory substitution
information is close to vision (for review see [9]). In 1970, Professor Paul Bach-YRita develops an apparatus capable of transmitting images on the back of users. A
camera captures an image that is transmitted to an electrode grid positioned on the
back of users to the cutaneous receptors of the skin. Case studies conducted in BachY-Rita’s laboratory demonstrate that after extensive training, it is possible to use this
device to make judgments of distance, grab objects in motion, and even recognize
novel objects. Later, this device was adapted to stimulate tongue somesthesia. The
reason for the choice of the tongue rather than the skin of the back is twofold: ﬁrstly
the tongue is embedded in a wet milieu, making possible to use much safer microcurrents for stimulation, and secondly the tongue is a much more sensitive organ
with many more receptive ﬁelds (and with higher resolution) than those on the back.
Today, the camera is the size of a webcam, and the computer that transforms the
image is portable.
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Studies show that visual-to-tactile sensory substitution device users can even
succeed in perceiving certain functional subjective aspects of vision [75], such as
optical illusions ([76]; but see also [77]). The presence of optical illusions in the
congenitally blind using sensory substitution devices hints at the fact that, at least
from a phenomenological point of view, information translated through sensory
substitution devices shares some properties with vision. This phenomenological
shift from tactile sensations to visual-like percepts has been observed and reported
in many different studies using sensory substitution device (for review see [9, 78]).

Visual-To-Auditory Image-Based Sensory Substitution Devices
Echolocation is a great example of auditory information ﬁlling in for visual information. A blind person who uses echolocation will send out a sound, tongue clicks or
even footsteps, and will listen for the echoes (reverberations) that come back.
Reverberations that come back quickly indicate objects that are very close, while
later reverberations indicate objects at a distance.
Box 13.1
Early researchers trying to understand how blind people are able to navigate
hypothesized that their other senses must be heightened, allowing them to
substitute visual information. It was believed that blind people possess a
heightened tactile facial sense enabling them to detect obstacles and discriminate between textures [79]. At the time, researchers hypothesized that congenitally blind people possessed the ability to sense atmospheric pressure
changes on their faces, which enabled them to perceive obstacles [79] and
even textures [80]. However, it was later discovered that these abilities were
not tied to somatosensory abilities at all, but rather their ability to use echolocation [81], which is the ability to sense the environment by hearing echoes.
A few clicks in the room, and a blind person will be able to detect a chair and walk
over it and sit down in front of the table. This ability seems to develop early on in the
life of certain congenitally blind individuals that are capable of echolocation.
Children can use echolocation to detect and avoid obstacles, such as small boxes
[82]. Blind people who are apt echolocators report that the quality of the sound is
different for different textures, the same way something that is hollow has a different
sound from something that is full. This ability requires much training and allows for
the collection of spatial information far beyond the reach of even the long cane. This
is the same ability used by bats, who also need to operate in the dark. In most cases,
blind and visually impaired individuals use echolocation as complementary to tactile
and other vestibular/proprioceptive information. This ability to echolocate can be
conceived as a form of visual-to-auditory sensory substitution system that requires
no external device.
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With the development of speakers, researchers were able to produce uniform
sounds in order to study human echolocation [83]. Auditory sensory substitution is
founded on these studies, which gave birth much later to the idea of sonar systems
for the blind capable of sending visual information through sound [84, 85]. These
systems use information captured by a camera and transmitted to a computer that
transform these images into soundscapes [76]. The image is coded in terms of the
amplitude and frequency of the sound. The subject can thus learn to decode an
auditory image, to eventually grasp objects and move in space. One such system is
the vOICe developed by [86], or the EyeMusic [69], which adds the element of color
to the image.

Minimalistic Sensory Substitution Devices
Minimalistic sensory substitution devices attempt to translate one speciﬁc aspect of
visual information and code it through a different modality. Minimalistic sensory
substitution devices can use either touch or sound or the combination of both
modalities to convey visuospatial information. For example, translating only distance information, or the indication of the magnetic north, is minimalistic compared
to the complex information delivered through image-based sensory substitution
devices discussed in the sections above. Minimalistic sensory substitution devices
can substitute certain functional aspects of vision in many different tasks and can be
very useful for aiding navigation. These devices have the advantage of being
extremely intuitive to use since they only code one single aspect of vision; thus
they only need very little training.
Recently, there has been an increase in the advent of technological aids (for
review see [87]) and sensory substitution devices (for review see [88]) to help blind
or visually impaired people to navigate. Research in laboratory settings has demonstrated the potential level of spatial abilities that blind people can display when using
sensory substitution devices ([9, 61, 63, 64, 89–93], for review see [9, 78]). With the
tongue display unit (TDU), a visuo-tactile image-based sensory substitution device,
congenitally blind subjects outperform sighted blindfolded participants in a highcontrast, life-sized obstacle course [61]. Results show that all participants showed
greater difﬁculty in stepping over an obstacle, than going around it [61]. Using a
depth-to-audio minimalistic sensory substitution device (the EyeCane), Buchs et al.
[60] tested obstacle navigation and reported the same difﬁculty in stepping over
obstacles in their blind subjects. Blindfolded participants using the EyeCane
performed better than another blindfolded group using a white cane, demonstrating
that sensory substitution devices can be more efﬁcient and can convey a wider
variety and more complex information than a white cane alone. Similar results
were also obtained using virtual mazes, in which participants outperformed both
the no-device and white-cane groups [88]. These studies show it is possible for blind
people to learn how to use sensory substitution devices for navigation. In both cases
of the TDU and EyeCane, results were similar, but training times were shorter in the
case of the EyeCane. For the EyeCane, participants could intuitively use the device
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with less than 5-min training. The experiment with the TDU included 15–30-min
familiarization period before testing.
The EyeCane has been also used in a real life-sized Hebb-Williams maze, and
results showed that congenitally blind, late blind, and sighted blindfolded participants could learn to navigate with a statistically similar performance level than
sighted visual control (SVC) group [64].
Minimalistic sensory substitution devices can also transfer landmark or positioning information, for example, the FeelSpace [92] or NavBelt [94, 95] indicates the
magnetic north from a compass via vibrotactile stimulations on a belt that are
updated with the wearer’s movements [50]. Researchers found that after several
weeks of training, late blind participants improved on a pointing task, maintaining a
sense of direction over long distances and ﬁnding shortcuts in familiar environments
[50]. After participants have learned the novel sensory stimulation code for the
FeelSpace device, the acquired new perception is “embodied,” which not only
helps them select more efﬁcient routes (i.e., shortcuts) during navigation but also
creates the feeling of a “new” sense [94].
Minimalistic sensory substitution devices have the objective and advantage of
being very easy to learn and require less training to interpret, but other aspects of the
visual information must be inferred indirectly. For example, the EyeCane does not
directly convey any shape information, but by scanning the environment, it is
possible to infer it. The user can use perceived distance information regarding
objects to infer shape information or the layout of a room. This demonstrates that
it is possible to learn the spatial layout of an environment from even minimalistic
sensory substitution devices coding only distance through different sensory modalities, regardless of visual experience.

Functional Brain Plasticity in the Case of Blindness
and Sensory Substitution
In the last decades, neuroimaging techniques provided crucial information for
unraveling the properties of brain organization in the case of congenital and late
sensory deprivation. Imaging techniques applied to the ﬁeld of sensory deprivation
combined with the use of psychophysical tests using sensory substitution devices
have led researchers to identify two forms of reorganization in the blind brain which
mutually inﬂuence each other, namely, amodal task selectivity [2] and experienceinduced brain plasticity [6]. In the next few sections, we discuss evidence for task
selectivity and also for brain plasticity in the congenitally blind brain. We will
further discuss the implications of functional studies as well as of volumetric
[39, 96, 97], metabolic [98, 99], and connectivity studies [39, 97, 100] in congenitally blind compared to sighted adults.

13

The Implications of Brain Plasticity and Task Selectivity for Visual. . .

305

Task Selectivity in the Perceptual “Visual” Streams
One of the ﬁrst indications of task-selective brain organization was demonstrated
using fMRI and TMS in sighted participants showing the role of visual imagery in
normal tactile detection of orientation selectivity (Zangaladze, et al. 1999). It was
found that in normally sighted individuals, application of TMS to the occipital cortex
disrupts tactile discrimination of gratings, showing that normal occipital processing
is crucial for tactile discrimination. In a later experiment using PET and TMS, visual
cortical involvement was found for discrimination of tactile orientation, but not
frequency [101]. The region that was found to be most activated during tactile
grating orientation was the extrastriate occipitoparietal junction. These important
studies on mental imagery during tactile exploration were among the ﬁrst to suggest
the implications of task-selective brain organization.
Neuroimaging studies with expert sensory substitution device users (mainly
congenitally blind users) showed that almost all of the known specialized “visual”
regions maintained their category selectivity even if the input was conveyed through
an atypical sensory modality (i.e., audition; touch). First of all, using a visual-toauditory sensory substitution device, Striem-Amit [66] and colleagues showed that
the main broad division of labor in the visual cortex between dorsal (where) and
ventral (what) visual pathways [102, 103] could develop in the total absence of
vision after few hours of sensory substitution training. Furthermore, specializations
were maintained even within specialized regions in both the ventral and dorsal visual
pathways [104].

Task Selectivity in the Ventral Stream
The ventral visual stream is subdivided into regions specialized for speciﬁc categories, such as recognizing simple shapes, faces, body postures, or the shape of words
when reading. Several studies showed that after sensory substitution device-related
training, congenitally blind expert users consistently activate those specialized
regions in a similar way than their fully sighted counterparts for a variety of tasks
involving shape recognition of different kinds [105]. For example, congenitally
blind sensory substitution device users activate the lateral occipital cortex
(LOC/LOtv) to recognize the shape of an object (audition: [106]), namely, the region
in the visual cortex that is activated in the sighted brain when performing visual
object recognition tasks. In addition, again similarly to the sighted brain when
processing the same stimuli categories through vision, congenitally blind sensory
substitution device users activate the visual word form area (VWFA) for recognizing
letters and to read words (audition: Striem-Amit [68, 107]; touch: [108], the
extrastriate body area (EBA) to recognize body shapes (audition: [67]), and the
visual number form area to recognize numbers [69].
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Task Selectivity Dorsal Stream
The dorsal visual stream can also be subdivided into cortical nodes deﬁned by their
speciﬁc functional specializations, such as a specialized area for motion processing,
for the location of objects, and for spatial relations. Studies using sensory substitution devices have repeatedly demonstrated the preservation of these subdivisions in
the dorsal visual stream of the congenitally blind brain [65, 66, 106, 109], for review:
[2, 9, 110]. For example, it has been showed that congenitally blind sensory
substitution device users activate the right dorsal extrastriate visual cortex when
using sounds to localize the position of objects in space, namely, the same region that
is activated in the sighted when performing visual localization tasks [111]. Using the
Tongue Display Unit, another study showed that area hMT+ was activated in
congenitally blind adults when trying to determine the direction of motion through
touch [109], or for the direction of motion through sound [112], even without using
sensory substitution devices. Dorsal parietal areas such as the dorsal parietal cortex
and the precuneus were also observed to be activated in congenitally blind participants recognizing routes using a visual-to-tactile sensory substitution device, a
pattern of activation that was similar to the one observed in sighted participants
doing the task visually [63].
Taken together, these results on the blind brain processing of sensory substitution
information suggest that not only is the occipital cortex of the blind recruited when
using sensory substitution devices by an active reinterpretation of the signal but also
that the brain treats the afferent information in an amodal, task-dependent way (for
review see [3, 5]).

Two Principles Mediating Task Selectivity
The aforementioned evidence of the preservation of the division of labor between the
dorsal and ventral streams in people who are congenitally blind had led certain
researchers to conceive the brain as an amodal and ﬂexible task-speciﬁc machine
([113]; for review see [2, 3]). In other words, it is proposed that sensory brain regions
are not tailored to respond to a speciﬁc input sensory modality but rather to speciﬁc
tasks and computations. Conﬁrming evidence of this proposal also comes from
studies with sighted sensory substitution device users. In a recent study, for instance,
it has been shown that similar to the congenitally blind adults, Braille reading
activates the visual word form area in the sighted brain and, furthermore, that
TMS pulses applied to this region disrupt such ability ([114]; but see also Hertz
and Amedi [115] for some differences in brain organization elicited by sensory
substitution device training between sighted and blind sensory substitution device
users).
If sensory input does not drive sensory brain organization, what does drive this
organization, i.e., the emergence of task selectivity in the human brain? We propose
that a combination of two nonmutually exclusive principles may drive the
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emergence of task-selective brain organization [2, 3, 116]: the ﬁrst is known as the
“biased connectivity principle,” which posits that task-speciﬁc recruitment draws on
preexisting cortical connections linking occipital cortex task-selective regions to the
rest of the network processing information for a speciﬁc computational task. Evidence in favor of this principle comes again from sensory substitution studies with
congenitally blind adults. Using resting-state functional connectivity magnetic imaging, which exploits the assumption that correlations in the activity of different brain
regions during resting state (i.e., without an explicit task) reﬂect functionally relevant correlations in neuronal ﬁring [117, 118], it has been shown that congenitally
blind participants have preserved functional-connectivity patterns between speciﬁc
category-selective “visual” regions and other brain regions relevant for that computation ([67, 69]; see for review Hannagan et al. [2, 3, 119, 120]). For instance, as
described above, it has been shown that in congenitally blind participants, the visual
number form area (NFA) is recruited in a task-selective manner after a relatively
short sensory substitution training period on a number identiﬁcation task [69]. In the
same congenitally blind participants, this recruitment was accompanied by preserved
cortical connections between NFA and other essential areas involved in the representation of quantities in the sighted population [69, 121]), and the visual word form
area showed preserved connections to fundamental areas for language processing
([122, 123]; see also [68]). Similar results have been recently reported for the
extrastriate body area [67]. Activity in this area was elicited in congenitally blind
adults by the perception of sensory substitution-presented body shapes, and such
activity was accompanied by preserved functional connectivity between this region
and other areas considered to be an integral part of the body-image network in the
sighted population, such as the posterior superior temporal sulcus and the temporalparietal junction [67]. Another recent study showed that category preference and
functional connectivity yield comparable results in vast areas of the visual cortex of
the blind [124].
The second principle is known as the “task-distinctive feature sensitivity principle” and states that task-speciﬁc recruitment can emerge from the intrinsic circuitry
of the visual cortex which may be tuned to the extraction of the speciﬁc but invariant
task features of an object [2, 3]. In other words, this extraction is expected to occur
independently of translation, rotation, size, distance, or other variations in the
stimulus properties and, moreover, independently of the sensory modality through
which the information is conveyed [3]. This proposal still leaves several critical
questions open, the most crucial ones being related to the generalization of these two
principles to the organization of the early sensory cortices and, more practically, the
implications of these principles for sensory restoration—could including them in
rehabilitative programs help maximize sensory recovery?
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Brain Plasticity in the Primary Visual Cortex
The counterpart of task-selective amodality in the brain is the concept of experienceinduced brain plasticity in the case of sensory deprivation (Cechetti et al. 2016). This
theory proposes that in cases of sensory deprivation, like congenital blindness,
primary sensory areas, such as primary visual cortex (V1), are recruited to process
information from other modalities in a non-task-selective manner. Indeed, to date
there is no conclusive evidence regarding which task-selective computational tasks
these cortices should maintain if deprived of their natural input from birth. A few
studies on early blind populations have reported recruitment of the deprived V1 by
low-level spatially related features (e.g., [39, 125, 126]). For example, electrotactile
stimulation of the tongue via a sensory substitution device activates certain regions
of the early visual cortex in the congenitally blind [125]. It was demonstrated in this
study that the occipital lobe takes charge of the discriminatory function of the image
projected unto the tongue. These results are further corroborated when highlighting
that TMS of the occipital lobe in sighted participants results in the appearance of
visual phosphenes [127]. By contrast, TMS of the occipital lobe in congenitally
blind participants trained using the visual-to-tactile TDU creates the sensation of
somatotopically organized sensations on the tongue [40]. This same stimulation in
sighted subjects does not create tactile sensations on the tongue of sighted
participants.
However, such reports of low-level spatially organized recruitment are rare and
weaker compared to the accumulating evidence of “task-switching” in V1 toward
higher cognitive functions in the case of language and memory tasks [128–131] and
in tasks requiring focused attention [120] or executive control [132]. These results
are thought to diverge dramatically from the predictions of task-selective brain
organization, because such functions do not typically recruit early visual areas in
sighted individuals (but see [133]).
For example, Bedny et al. [129] demonstrated that congenitally blind adults, but
not late blind children (2012), recruit early occipital areas during language tasks.
Amedi and collaborators demonstrated that deprived early visual cortices are activated during episodic retrieval [134], that the strength of activations correlate with
superior memory performance [128], and that transcranial magnetic stimulation of
this area can also interfere with verbal processing of learned words [135]. Taken
together, these studies suggest that the “task-distinctive features sensitivity” principle is not respected in deprived V1. However, a unifying theory attempting to
explain comprehensively primary visual cortex recruitment in congenitally blind
participants will have to better characterize the properties of perceptual versus higher
cognitive functions activations.
At the same time, studies should also investigate to what extent the biased
connectivity principle is present within deprived primary sensory cortices. Recent
evidence in congenitally blind adults supports this conclusion by showing retained
functional connectivity patterns mimicking retinotopic organization, a hallmark of
the visual cortex structural architecture [108]. These retained patterns were observed
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for all three main retinotopic mapping axes: eccentricity (center-periphery), laterality
(left-right), and elevation (upper-lower), throughout the early and high-level ventral
and dorsal streams. This functional connectivity architecture was also observed in
people whose eyes did not fully develop in utero (i.e., without any possible visual
experience). Thus this architecture appears to be hardwired and dependent on
genetic blueprints, rather than on experience-dependent or even activity-dependent
mechanisms [3]. Further supportive ﬁndings were reported by other groups for the
retained ﬁne-detailed functional connectivity within V1 [136] and for retained visual
callosal anatomical connectivity [137]. However, consistent with previous studies
[138–142], this retained organization coexisted with some level of divergent organization in the blind [143]. These latter connections varied in accordance with
retinotopic division. The blind central V1 showed increased functional connectivity
to the left frontal language areas, and their peripheral V1 showed increased functional connectivity to the parieto-frontal attention networks. This might indicate
distinctive V1 localizations for the two functional roles generally attributed to the
blind V1, namely, higher-order cognitive functions such as language processing
[129] and nonvisual spatial (and also nonspatial) attention [144]. Future studies
should further clarify the functional meaning of the ﬁndings indicating both the
retention and divergence of early visual cortices in functional connectivity organization and systematically test its effects on sight restoration outcomes.

Structural Connectivity Studies in Blindness
We showed in the section above that the deprived primary visual cortex can be
recruited by tactile and auditory information [63, 125] and even by higher cognitive
functions such as complex memory tasks [134]. In this section we discuss differences at the level of the white matter in blind individuals. Early studies on the visual
system of the blind used magnetic resonance imaging (MRI) to explore the extent to
which the primary afferent visual pathways were altered by blindness. Breitenseher
et al. [145] visually detected atrophies, or thinning, at the level of the optic chiasm,
optic nerve and tract, and optic radiation [145]. A corresponding reduction in volume
of the afferent visual pathway was also found using voxel-based morphometry
(VBM) in the congenital and early blind [68, 96, 145, 146]. The reduction in volume
of the optic radiation was found to correlate with age at blindness onset as well as
blindness duration [146]. Ptito et al. [39] demonstrated changes in white matter
volume of regions beyond the optical pathway. These included reduction in the
volume of the splenium of the corpus callosum and inferior longitudinal fasciculus,
and enlargement of the occipitofrontal fasciculus, the superior longitudinal fasciculus, and the genu of the corpus callosum. Noppeney et al. [96], in a small group of
mixed congenital and early blind, reported on increase white matter in the sensorimotor system. The ﬁndings of structural modiﬁcations in the optic tract and radiation
were further corroborated by other MRI modalities such as diffusion tensor imaging
(DTI) and tractography [97, 147] that evaluate white matter integrity at the microstructural level. These studies revealed changes in diffusion characteristics and
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connectivity in the geniculocalcarine tract and ventral splenium of the corpus
callosum [97, 147], suggesting neuronal degeneration in these affected tracts [147].

Metabolic Differences in the Congenitally Blind Brain
Positron emission tomography (PET) is one of the very ﬁrst approaches that was
used to investigate differences in brain organization between the blind and the
sighted people. Through use of this method, it is possible to measure the regional
changes in metabolic glucose activity of cells. These seminal studies demonstrated
that people who are congenitally blind possess a supranormal metabolism in visual
areas at rest compared to sighted participants [98, 99, 148]. The increase in glucose
level is observed only in people who are congenitally blind, whereas people who
became blind later in life had a reduction in activity in visual areas during rest
compared to sighted participants [149].
This augmented metabolism in visual areas suggests that, despite volumetric
reductions of the visual cortex (see following section on Volumetric Plasticity in
the Congenitally Blind Brain), this cortex is very active in people who are congenitally blind. It is hypothesized that this higher activity is what enables the recruitment
of these areas for other modalities ([39, 150]; for review see [9]). In addition, it has
been proposed that such increased metabolic activity might reﬂect the neurochemical
changes in the pericalcarine cortex in congenitally blind individuals, such as higher
levels of choline and glutamate that have been suggested as possible triggers for
plasticity [151].

Volumetric Gray Matter Plasticity in the Congenitally Blind Brain
This section discusses volumetric and morphometric differences that were found at
the level of the gray matter in the blind brain, and then those studies that attempt to
link structure with function, i.e., that discuss these differences in terms of behavioral
abilities of the blind. The brain of congenitally blind people undergoes massive
structural and volumetric changes in all of the visual structures [39, 150, 152,
153]. These volumetric changes in the blind depend upon the duration of blindness
[153], and hypertrophy of nonvisual frontal and cerebellar areas suggests compensatory adaptations in blindness [152].
Breitenheser et al. [145] and Shimony [97] did not observe structural changes in
visual cortex in blind participants. Other studies [39, 96, 146], however, found a
reduction of the primary visual areas (V1 or B.A. 17 and 18) by using voxel-based
morphometry. Ptito et al. [39] found bilateral reduction of 25% in V1 and 20% in
V2. The dorsal lateral geniculate nucleus (LGN), the pulvinar, and the hMT+ were
also dramatically reduced [39]. These reductions are comparable to those found in
the rodent by Desgent and colleagues (2009).
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Perspectives on Brain Organization, Amodality,
and Implications for Visual Rehabilitation
The results discussed in previous sections suggest that not only is the occipital cortex
of the blind recruited when using sensory substitution devices by an active reinterpretation of the signal (top-down processing) but also that the brain treats the afferent
information in an amodal, task-selective way (for review see [2, 3, 5]). These
ﬁndings force a reevaluation of current models of brain organization according to
sensory modality in terms of a novel task-selective brain organization hypothesis.
Findings obtained in deprived early visual cortices show that some key aspects of
task selectivity are present not only in associative sensory areas but are also present
in primary sensory areas. Using a visual-to-auditory sensory substitution device,
Striem-Amit and colleagues demonstrated that large-scale retinotopic structural
organization is preserved in V1 [143]. Other aspects of task selectivity seem lost
however in these primary visual areas in the blind. For example, these areas seem to
process higher-order cognitive functions in people who are congenitally blind, not
tied to any particular modality (e.g., [129, 135] but see [68, 125]). This suggests that
there may be a complex interaction between task selectivity and task-switching
plasticity in the brain of people who are blind. These new ideas have implications
for strategies used by researchers attempting to restore certain aspects of visual
information for people who are blind. In the next two sections, we discuss the
implications of these ﬁndings for the development of theories on brain organization
and for the development of training programs for visual rehabilitation for people
who are blind using sensory substitution devices.

Implications for Theories on Brain Reorganization
and Amodality
The results cited in this review have many implications for theories on brain
organization and reorganization. We put forward the theory that the brain is an
amodal task-selective machine, capable of rewiring itself to adapt and maximize its
ability to process sensory information. We have shown behavioral, anatomical, and
functional evidence for this theory.
Many different studies using sensory substitution devices suggest that congenitally blind participants tend to have better performance than late blind and sighted
blindfolded participants in terms of spatial tasks. The recruitment of these highly
specialized cortical nodes by task-speciﬁc, rather than modality-speciﬁc, stimuli
enables the blind to the conscious perception of sensory qualia in the same way
that sighted people do [4]. We suggest that the human brain has evolved to develop
amodal properties ([128]; for review see [2, 3]) that possess an amodal functional
organization of the dorsal and ventral streams [154]. We demonstrate that the
recruitment of the dorsal [109] and ventral streams [109, 110] selectively treats
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movement and shape via sensory substitution [155]. These ﬁndings of improved
spatial performance and preserved selectivity in the dorsal and ventral streams
indicate that instead of developing to form modality-speciﬁc regions in the brain,
the brain has evolved to form highly adaptable task-speciﬁc regions that can be
modulated according to the sensory input that is available to it. In other words,
although vision is usually the most suited sense to accomplish many different tasks
in the dorsal and ventral streams, the brain is capable of adapting itself to use other
sensory modalities to accomplish these tasks and the regions of the brain that are
associated with these tasks are not really interested in what modality the information
comes from, but rather what task it is trying to accomplish. Thus, the brain is not
compartmentalized according to sensory modality it would seem, rather is a complex
task-machine capable of adapting to environmental pressures for survival.

Implications for Visual Rehabilitation
Taken together, the series of results discussed in this review would imply that it is
possible to train people who are blind to use existing senses to replace missing visual
information, and such information will recruit the corresponding sensoryindependent task-speciﬁc region in the deprived visual cortex. This would imply
that sensory substitution devices can potentially help people who are blind recover
certain high-level visual functions (category-speciﬁc selectivity of tasks in the
ventral and dorsal streams). Furthermore, we have recently proposed that sensory
substitution device training on speciﬁc stimuli categories might be able to guide the
newly restored visual signal to recruit its dedicated brain regions, ultimately maximizing the outcomes of visual recovery [3]. Future work must try to implement a
generally agreed-upon training program for sensory substitution use and evaluation
(for review on the development of a generally agreed-upon training protocol for
sensory substitution: [10, 156]). This implies that training with SSDs can help open
up the world for people who are blind in a very meaningful way [88, 157, 158]. For
example, it is possible to transfer spatial knowledge using sensory substitution
between a virtual reality paradigm and real-world environments for blind individuals
[159] or train participants to perform better at navigational tasks [64].
In terms of visual implants, however, we have also reported in this review that
early visual cortices seem to be mainly recruited in the blind group by higher-level
functions such as language and memory. This recruitment might instead prevent
efﬁcient use of implants in terms of visual recovery of functions. Encouraging
evidence are coming from animal studies indicating that chemical interventions
can release molecular “breaks” of plasticity (involving the balance between inhibition and excitation) and reset juvenile brain plasticity ultimately increasing sensitivity to external inputs (e.g., [44, 45]). Treatment based on this approach is being
piloted for amblyopia [43, 46]. If this approach will prove useful, it may be expanded
to people recovering from blindness. In this case, the maintenance of the macrostructural organization of V1 (e.g., [108]), along with rejuvenating its ability to wire
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and reﬁne its connections once visual input is restored, may facilitate a vision
efﬁcient takeover of the re-afferented visual cortex. The combination of this
approach with the aforementioned training of “visual” categories through sensory
substitution devices might become the most promising approach for successful
visual restoration. Sensory substitution devices could also be used to help train
participants to use their retinal, optic nerve, or cortical implants [5], in a way
awakening the congenitally blind brain to new experiences using new senses, for
example, using sensory substitution. Indeed, sensory substitution constitutes a new
sense because it is not quite auditory or tactile information; it is the convergence of
visual information on tactile or auditory cues which enable the perception of newly
acquired qualia.

Conclusions
In this chapter we have reported and discussed the most recent advances in sensory
substitution techniques and the latest neuroimaging studies in the blind, as well as
perspectives on the amodality of the brain. This new evidence of plasticity and task
selectivity highlighted the fact that the brain has evolved to be an efﬁcient, everadapting, amodal task machine. From an evolutionary point of view, in response to
environmental demands, the brain has to adapt to speciﬁc sensory tasks, such as
recognizing faces, motion, and distance and also develop and be able to use tools of a
growing complexity. The use of these tools required the development of the visual
cortex for the focalization of objects in the central visual ﬁeld and for the ability to
judge distance with binocular vision. As a general principle of brain organization, it
was a predicate for survival to be able to use vision for hunting and gathering, to
return to old hunting grounds, to ﬁnd an ancient encampment, and to accomplish
seasonal migrations. All of these different skills depend greatly on vision, and their
necessity encouraged the development of speciﬁc cortical areas that are visually
responsive to many different classes of stimuli.
Behavioral, anatomic, and fMRI results that we highlight in this review are
supported by an ever-expanding literature on the visual system in the blind. From
a behavioral point of view, we show that the perceptual advantages of the blind
extend to recognition of routes, navigation, obstacle detection and avoidance, and
real and virtual maze solving via sensory substitution. This adds fuel to the amodal
task-speciﬁc brain organization theory for cognitive, tactile, and auditory tasks.
From an anatomical point of view, we demonstrate that this perceptual advantage
relies on morphological changes in the blind brain. We are far from having elucidated all the mysteries of the sensory-deprived brain, and we must continue to
explore these mechanisms and manifestations of plasticity, reorganization, and
task-speciﬁc organization in the blind brain.
Sensory substitution offers many promises to study these mechanisms but also to
correct certain perceptual deﬁcits in people who are blind, and the possibility to
accomplish a panoply of tasks and also help mobility in everyday life. The fact that
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blind brain can adapt and retain some of the functions of genetically determined
nodes in the brain leads to very promising avenues of research. It is important to
continue studying this particular brain machine interface. Future studies should
further investigate and characterize the interactions and implications of these two
forms of brain reorganization in primary and secondary visual areas.
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Chapter 14

Neuroimaging of Pain
S. Espinoza and C. Habas

fMRI/PET and the “Pain Matrix”
fMRI has enabled to compute activation brain mapping during application of acute
pain mechanical, thermal, or chemical stimuli on the body skin, while functional
connectivity identiﬁes pain-related and polymodal networks involved in the pain
experience. fMRI using acute pain stimulation has enlighted a constant brain network, the so-called pain matrix involved in localization and valuation of pain
intensity and identity [1].
The Pain Matrix The PM has been subdivided into sensory-discriminative, fastconducting lateral (lPM), and medial affective systems (mPM) including mainly the
spinothalamic afferents, the ventral and intralaminar thalamus, the somatotopically
organized posterior insula, the S1/S2 (parietal operculum) and the midcingulate
cortex, and the medial thalamus, the anterior insula, and the anterior cingulate cortex
(BA 24), respectively (Fig. 14.1). lPM is particularly involved in accurate spatial
localization and in intensity evaluation of the painful stimulus. However, it seems
that the insula and the adjacent ventral premotor cortex also belong to a polymodal
“how much” module evaluating stimulus magnitude and allowing to determine its
saliency afterwards [2]. Within the mPM, ACC (anterior cingulate cortex) represents
a multi-integrative hub being preferentially implicated in subjective appreciation of
unpleasantness, attention, pain anticipation, and motor response programming
[3]. Anatomically, ACC has been proposed to be, at least, divided into an anterior
perigenual area (BA 32–25) and a dorsal (BA 32) and ventral (BA 24) midcingulate
area [4] coping with unpleasantness, phasic, and sustained pain-related attentional
reallocation/motor planning, respectively [5]. However, discrepant data summarized by Peyron et al. [3] suggested a more complex anatomo-functional
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Fig. 14.1 The main brain areas involved in the lateral and medial pain matrix (S1/S2, insula,
thalamus, ACC), in prefrontal control, in striatal and cerebellar regulation, and in brainstem paingating structures. (a) Lateral view of a 3D volume rendering of the brain. (b) Axial slice. (c) Sagittal
slice. (d) Coronal slice. Abbreviations: ACC anterior cingulate cortex, CER cerebellum, DLPC
dorsolateral prefrontal cortex, a/pINS anterior/posterior insula, Nacc nucleus accumbens septi, OFC
orbitofrontal cortex, OP parietal operculum (S1/S2), PAG periaqueductal gray matter (mesencephalon), ST striatum (caudate nucleus and putamen), THAL thalamus, VM ventromedial medulla

parcellation of ACC. Insula links the medial and lateral PM by channeling nociceptive stimuli from its sensory-discriminative caudal zone to its more rostral vegetative
and cognitive zone, partly in relation with awareness access [6]. Of importance,
functional connectivity between the anterior insula and periaqueductal gray matter
(PAG) predicts susceptibility to upcoming pain and varies with personality traits [7].
If the PM represents the ﬁrst step for processing the nociceptive peripheral
afferents and for conscious evaluation of pain magnitude (insula), this circuit appears
to be also engaged by other “neutral” somatosensory and teleceptive stimuli in
relation to their modality-unspeciﬁc saliency [8]. In particular, the anterior insula
and midcingulate cortex perform together valuation of the saliency of impending
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painful stimulus [9]. Therefore, PM is also involved in a bottom-up attentional
ﬁltering of distal sensory afferents.
PM-Associated Brain Areas This “core” PM is also but more inconstantly associated with context-dependent activation of other neural systems such as the hippocampus (episodic memory: recall of past pain events or memorization), amygdala
(negative mood modulation, threatening evaluation of pain) [10], parietal cortex
(recognition of environmental stimuli during painful stimulation) [11], cingulate and
frontal motor areas (motor planning), striatum (motor response such as withdrawal)
[12], nucleus accumbens septi (cue-based pain prediction, pain relief-related reward)
[13, 14], and cerebellum, as well as the red nucleus (modulatory and integrative
functions) [15]. Cerebellar activity was found in the ipsilateral anterior vermis of
lobule III, lobules III–VI, and deep cerebellar nuclei in relation to high score of pain
intensity [16]. The cerebellum and red nucleus were implicated in pain-induced
withdrawal [12]. All these systems allow to recognize, to categorize, and to memorize painful stimuli and, then, to generate relevant motor, emotional, and cognitive
behavior, and anormal (see below) or epigenetic functional connection between the
PM and limbic system, for example, during depression or anxiety, may amplify pain
feeling [17]. Consequently, idiosyncratic response to pain turns out to be multifactorial and strongly depends on individual past experience and current mood.
Top-Down Pain Modulation Bantick et al. [18] showed reduced activation of the
thalamus, midcingulate cortex, and insula correlated with pain intensity
underscoring by volunteers performing an interference task (counting Stroop task)
and simultaneously undergoing a painful thermal stimulation. In line with these
authors, Valet et al. [19] found that orbitofrontal (OFC) and perigenual cortices
(PGC) modulate pain by acting on posterior thalamic and PAG activity during the
cognitive distraction task. The dorsolateral prefrontal cortex (DLPFC) also induces
decreased perception of pain intensity and unpleasantness by exerting an inﬂuence
upon the medial thalamus and mesencephalon [20]. Cognition, in terms of belief in
self-controlled perception, can also mediate central analgesic by recruiting the right
anterolateral prefrontal cortex (ALPC) [21]. Controllable versus uncontrollable
painful stimulation entails diminished functional connectivity between the DLPFC
and anterior insula [22]. Therefore, pain-related (anticipation, interpretation of
noxious stimulation) or pain-unrelated (distraction) cognition can cause analgesia
by exerting prefrontal control on PM. Furthermore, besides diencephalotelencephalic activation, pain-related activation was detected within brainstem structures belonging to the descending pain pathway and including PAG, ventral tegmental area (VTA), parabrachial nucleus, raphe magnus, gigantocellular (reticular)
nucleus, nucleus tractus solitarii, and rostral ventromedial medulla (RVM)
[23, 24]. Strong functional connections were found between the hypothalamus,
PAG, and RVM. Fairhurst et al. [23] also observed that anticipatory activation of
the entorhinal cortex and VTA, prior to noxious stimulation, was signiﬁcantly
correlated with anterior insula activity and with intensity of perceived pain. Thus,
attention to upcoming pain participates in pain modulation. In summary, a central,
top-down modulatory system capable of attenuating pain sensation can,
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consequently, be individualized and, mainly, encompasses ALPFC/DLPFC (cognitive control), OFC, and PGC (emotional control) exerting a differential, direct or
indirect, via the insula, action onto the medial and posterior thalamus, as well as the
hypothalamus, and onto the brainstem pain-related nuclei, especially PAG. This
action could be regarded as a two-level gating control for cortical and amygdalian
pain processing, on one side, and for spinal and brainstem (disfacilitated) pain
transmission, on the other side.
Studies of placebo-related inﬂuence on nociceptive processing (reviewed in [25])
capturing central, belief-based analgesia conﬁrmed downregulation of PM nodes
(rostral ACC, insula, and thalamus) and speciﬁc activation of DLPFC and OFC, as
well as mesencephalic tegmentum, for example, during pain anticipation [26]. Functional connectivity between rostral ACC and PAG plays an important role in placebo
analgesia, and PET studies [25] showed the pivotal contribution of endogenous
opioid action onto μ-opioid receptors in several brain areas such as the prefrontal
cortex, ACC, anterior insula, amygdala, nucleus accumbens septi, and PAG.
Functional connectivity and network level Many brain regions involved in pain
processing also take part in well-known canonical networks contributing to the brain
resting state, such as the default mode network (DMN), salience network (SN),
executive network (EN), or ventral and dorsal attentional networks (vAN and dAN).
For instance, the DLFPC/parietal cortex, DLFPC/OFC, insula/ACC, and right anterior insula belong to EN, dAN, SN, and vAN, respectively. Therefore, pain
processing may recruit and synchronize, in a context-dependent manner, canonical
networks for general purposes such as painful stimulus-oriented attention (AN);
ﬁltering of relevant interoceptive, emotional, and vegetative information (SN);
selection of pain-related proper response (vAN); and pain awareness and memory
(DMN). Moreover, the (right) anterior insula may represent a hub interconnecting
and modulating SN, dAN [27], and PM. In this vein, a ASL-based fcMRI [28]
demonstrated stronger coherence between the DMN, PGC, and right insula during
chronic low back pain and with a positive correlation between DMN insular activity
and pain rating. More precisely, Taylor et al. [29] differentiated two distinct networks passing through the insular cortex, an anterior insular PGC/anterior
midcingulate cortex and a mid-posterior insular/posterior midcingulate cortex,
respectively, implicated in emotion and in environmental monitoring and behavioral
response selection. The insula can be, at least, subdivided into three zones contributing to analyzing the painful stimulus and to recruiting canonical networks for
further integration and for access to consciousness [30]. First, the posterior insula
evaluates pain intensity. Second, based upon the posterior insular output, the anterior
insula associated with the SN discriminates saliency of the noxious stimulus. The
SN, via ACC node, can engage the limbic system. Third, the right dorsal insula
switches activity between competing canonical networks such as DMN and EN.
Therefore, some anatomical hubs display a dual function being implicated in nociceptive processing and in affective/cognitive parallel processing, acting as an interface with polymodal canonical and subcortical networks, such as the DLPFC, ACC,
and insula. Seminowicz and Moayedi [31] summarized the pivotal role of DLPFC as
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a pain suppressor, and downregulator of pain catastrophizing (more generally of
pain-related emotions), and as a switch, like the right dorsal insula [32], between
central executive networks and DMN.
Conclusion Reﬂecting the multidimensional subjective pain experience, the pain
neural system encompasses dynamical synchronization of large-scale networks
either (partly) pain-speciﬁc such as PM for pain localization and intensity (insula),
although PM also contributes to bottom-up attentional selection of salient stimuli, or
pain-nonspeciﬁc, polymodal networks such as circuits involved in top-down attention, prediction, emotion, memory, associative learning, and autonomic and motor
responses. Let us emphasize that some brain areas (amygdala and mid-ACC; [2])
exhibit an anticipatory response to noxious stimuli. Some of the pain-related networks are represented by canonical networks (SN and EN) and include limbic striatal
and cerebellar loops. This ﬂuid and plastic pain-related system, especially its frontolimbic part, can exert anticipatory, facilitatory, or disfacilitatory inﬂuences on the
“brainstem integrator” (PAG and RVM) which processes and gates nociceptive
stimuli [33].

Chronic Pain
Chronic pain, which displays a very heterogeneous clinical presentation, can accompany a large number of diseases such as headaches, unspeciﬁc chronic back pain,
spinal cord injury, ﬁbromyalgia, irritable bowel syndrome, chronic vulvar pain,
complex regional pain syndrome, phantom limb pain, postherpetic neuralgia, menstrual pain, diabetic neuropathy, chronic pancreatitis, temporomandibular disorder,
or osteoarthritis (reviewed in [33–35]). This trouble deﬁned as a persistent and daily
pain for, at least, 6 months is very frequently associated with the following mood
disturbances: general tiredness, anxiety, depression or fear, and hyperalgesia or
allodynia. Pain catastrophizing characterized by ampliﬁcation of experienced pain
intensity and inability to suppress pain-oriented attention and pain-related thoughts
can also be reported.
From a pathophysiological viewpoint, chronic pain can no longer be regarded
(exclusively) as the consequence of a long-lasting sensitization of peripheral
nociceptors causing an overstimulation of the PM, for instance [35]. Chronic pain
would rather result from long-term neuroplastic changes affecting several associative brain networks likely in relation to reinforcing learning of painful stimuli and
pain-related environmental cues [34]. Such changes could yield abnormal functional
connectivity between networks and interference with other information processing
within the central nervous system.
fMRI complemented by other imaging methods, such as structural MRI, voxelbased morphometry (VBM), measurement of cortical thickness, spectroscopy, tensor diffusion imaging, and PET scan, strives to characterize precisely brain activation pattern associated with chronic pain.
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If chronic pain-related activation brain patterns are rather pathology-speciﬁc [36],
it seems that the prefrontal cortex and anterior insula are observed regardless of the
causal disease (reviewed in [37]). For example, studying chronic back pain, Baliki
et al. [38] showed that the medial prefrontal cortex (MPFC) and the contiguous
rostral ACC activities positively covaried with spontaneous pain intensity, whereas
insula activation is related to chronicity. MPFC dysfunction is supposed to ensue
from DLPFC hypoactivity/atrophy [39]. Furthermore, the same author also demonstrated two important complementary results. First, pain chroniﬁcation was accompanied by corticostriatal reorganization [40]: the functional connectivity of the
nucleus accumbens septi switched from the insula during subacute pain to MPFC
during chronic pain. This reorganization may monitor aberrant reinforcement learning and, thus, leads to erroneous estimation of pain relief. Second, during chronic
pain, functional dynamics of DMN was notably altered with lower deactivations in
the medial PFC, amygdala, and posterior cingulate cortex when the “rest” task was
contrasted with the “attentive” task [41]. DMN dysfunction was extended to osteoarthritis and complex regional pain syndromes, which exhibit diminished coherence
between MPFC and posterior cortical areas of DMN but an increased coherence with
the insula, correlated with the magnitude of pain, as well as lower phase locking
between the DMN and parietal cortex involved in attention [42]. An ASL-based
investigation also pointed out the strong coherence between the pregenual ACC
(DMN) and the right insula, positively correlated with chronic pain [28]. Kucyi et al.
[43] found that “rumination” about patient’s own chronic pain was linked to high
functional connectivity between MPFC and the (1) posterior cingulate cortex/
precuneus, (2) medial thalamus, and (3) midbrain (PAG). Moreover, a frequency
shift toward higher spontaneous BOLD frequencies was observed for the anterior
DMN and the salience network during the brain resting state of patients affected by
chronic pain [44]. Therefore, chronic pain-related brain reorganization can induce
strong interference with the general brain dynamics reﬂected in the correlatedanticorrelated connectivity pattern of canonical networks (DMN, SN, AN), which
would explain associated emotional and cognitive impairments. However, some
alterations of the power spectral density of low-frequency BOLD signal recorded
in S1, DLPFC, supplementary motor area, and especially amygdala were not
correlated with anxiety and depression in ﬁbromyalgia [45]. Topological analysis
based on mutual partial correlation of spontaneous BOLD ﬂuctuations from various
selected brain areas of chronic back pain patients revealed complex modular reorganization within several canonical networks, such as DMN and executive networks,
and tighter functional connectivity between emotional, executive, and motor systems
[46]. A high connectivity was noticed between ACC and the caudate nucleus.
Downstream, chronic neuropathic pain was accompanied by abnormal functional
connectivity between components of the brainstem pain integrator (RVM, ventrolateral PAG, putative locus coeruleus) [47]. Moreover, stronger coherence was
detected between the midbrain and upstream structures such as the hippocampus,
nucleus accumbens septi, and ACC. It was postulated that these cortical
supratentorial areas might facilitate upward transmission of nociceptive afferents at
the mesencephalic level.
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It is noteworthy that, if allodynia can be associated with a speciﬁc and thus
recognizable central signature with altered activation in the prefrontal and insular
cortices, thalamus, and striatum [48], it can also result from aberrant functional
coherence between PAG and contiguous reticular formation and other pain
processing areas [49].
Therefore, chronic pain, at least, stems from central and midbrain changes such as
DLPFC dysfunction causing dysregulation of MPFC/ACC involved in pain intensity, pain catastrophizing [50] and emotional content, limbic striatocortical loop
passing through the nucleus accumbens septi (erroneous conditioning), canonical
networks (“rumination,” pain-oriented attention, motivation), and the midbrain pain
processor.
Morphological and metabolic MRI techniques also provided important complementary data concerning structural and neurochemical brain reorganization associated with chronic pain. Part of these structural data mirrored fMRI-based functional
data. A recent meta-analysis dealing with gray matter alterations (atrophy or hypertrophy) due to several types of chronic pain established that these alterations, often
correlated with pain duration, mainly concern the prefrontal (BA 9, 10, 47), cingulate, ventral anterior insular (in relation with SN), inferior parietal and sensorimotor
cortices, basal ganglia, thalamus, cerebellum (culmen), and PAG [51]. It is noteworthy that atrophy particularly affects the prefrontal, cingulate, and insular cortices,
thalamus, and PAG. Moreover, in a network-oriented analysis, this study showed
that gray matter alterations were always observed in canonical networks (DMN, SN,
AN) and in the thalamus-basal ganglia circuit, whereas sensory networks are differentially and variably affected by chronic pain pathologies.
Diffusion tensor imaging (DTI) enables to measure the fractional anisotropy
(FA) reﬂecting the tissular microstructural organization and complexity and to
reconstruct the cerebral inter-areal tracts within the white matter. Few studies used
DTI to identify white matter changes during some pain syndromes [35]. In line with
functional and VBM investigations, FA was decreased in the DLPFC, ACC, and
insula. Mansour et al. [52] demonstrated that transition from subacute to chronic
back pain was predicted by abnormal FA value in correlation with structural
connectivity between MPFC and nucleus accumbens septi. Interestingly, anatomoclinical correlations can be established. For example, studying patients with ﬁbromyalgia, Lutz et al. [53] found signiﬁcant correlations between FA aberrant value in
the right superior frontal gyrus, left superior frontal cortex and left ACC, and
thalamus and left insula with pain intensity, increased fatigue, and “self-perceived
physical impairment,” respectively. Tract-based statistics also revealed white matter
disorganization. In complex regional pain syndrome [54] and in chronic musculoskeletal pain (lieberma et al. 2014), white matter alterations were found, respectively, in the corpus callosum and the corona radiata, with a signiﬁcant correlation
between abnormal axial diffusivity and motor disability, and in the internal capsule
and uncinate fascicle in correlation with pain experience and pain catastrophizing.
Therefore, white matter studies can show inter-areal afferentation abnormalities at
the origin of clinical impairments.
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Few studies resorted to proton and GABA MRI spectroscopy to track chronic
pain-related metabolic changes (reviewed in [35]) and coped with a low sample of
pain pathologies. The main markers were N-acetyl-aspartate (NAA), glutamine/
glutamate (GLX), and GABA. Here again, in agreement with functional and structural results, decreased NAA concentration, a neuronal viability marker, was present
in the DLPFC, ACC, and thalamus, while decreased GABA, inhibitory interneuronal
marker, was observed in the insula and thalamus.
Conclusion Chronic pain is underlaid by time-dependent, pathology-speciﬁc
microstructural and metabolic gray matter (atrophy) and microstructural white
matter alterations in association with functional and topological reorganization
within and between (resting-state) canonical circuits involved in emotion, cognition,
memory, anticipation, and learning, such as DMN, and salience, attentional, and
executive networks and with brainstem circuits involved in pain modulation and
gating. In other words, chronic pain roots in a central, diffuse, and partially reversible or irreversible rewiring affecting not only nociception but other mental
processing, especially emotion. More fundamentally, chronic may be conceptualized
as “[. . .] the persistence of the memory of pain and/or the inability to extinguish the
memory of pain evoked by an initial inciting injury” [36], which entails continuous
aversive emotional associations with environmental stimuli. Mesolimbic circuit may
monitor the pain memory trace reinforcement and the correlative aversive learning,
conducting to central rewiring and to downregulation of nociceptive modulation and
ﬁltering at the spinal cord and brainstem levels [55]. By many aspects and as noticed
earlier, chronic pain impinging persistently on multiple large-scale networks could
be compared to neurodegenerative pathology.

Real-Time fMRI-Based Neurofeedback for Pain Treatment
The purpose of real-time neurofeedback (NFB) consists in teaching subjects how to
self-regulate activity of a target brain area or neural network, using fMRI
[56, 57]. Brieﬂy, inside the MRI scanner, functional images of the brain are acquired
and post-processed online, and the resulting activation map is presented back to the
subject, who learns to actively modulate the level of activation of the target zone or
circuit, using appropriate mental strategies. Usually, feedback signal appears as
“thermometer display” ﬁguring this activation. Several sessions may be necessary
for the subject to carry out efﬁciently the mental task. Repeated NFB is thought to
induce (long-term) neuroplastic changes in the target zone/network. This method has
been successfully applied to downregulation of pain perception by controlling
activity within the rostral ACC with trained to NFB, normal subjects and patients
suffering from chronic pain managed to control the level of activation in the rostral
ACC, and, consequently, downregulate pain perception [58]. NFB targeting the
ACC and anterior insula also entailed diminished perception of pain, and these
two brain regions were shown to exert their action onto the caudate nucleus and
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the prefrontal cortex, respectively [59]. Conversely, upregulation of the left posterior
insula led to increase in pain unpleasantness [60]. Therefore, several nodes of the
pain matrix can be targeted by NFB to potentially self-control acute and chronic
pain. However, some of these target regions could be part of a (non-pain-speciﬁc)
general system of self-regulation, especially the anterior insula and striatum but also
the ACC, prefrontal cortex, and temporo-occipital junction [59, 61].

Hypnosis and Meditation Practice
Analgesia can sometimes be obtained by hypnosis and meditation [62]. These two
methods can both inﬂuence activation of all the components of the pain matrix and of
the resting-state networks, such as SN, EN, and DMN. For instance, reduced activity
in ACC and in the parieto-insular cortex is correlated with diminished pain unpleasantness and intensity, respectively, during suggestion. But besides of the PM,
hypnosis modulates synchronization and amount of activation of SN, DMN, and
EN [63]. Therefore, hypnosis should regulate emotional, attentional, and executive
processing contributing to pain integration and, in particular, DMN dysfunction
observed in chronic pain. Meditator experts exhibited strong SN activation reﬂecting
decreased pain anticipation [64]. It has been assumed that meditation leads to
upregulation of sensory processing, through the SN, and downregulation of cognitive processes [33].

Noninvasive Brain Neurostimulation
Medication-resistant chronic pain can beneﬁt from neuromodulation or
neurostimulation, transcranial direct current stimulation (tDCS), or repetitive
transcranial magnetic stimulation (rTMS), respectively [62, 65]. These methods
transiently interfere with central pain processing by targeting speciﬁc brain areas
belonging to PM or to intrinsic canonical networks. Therefore, the determination of
the exact anatomical location of these brain areas is mandatory, what structural and
functional imaging enables. Moreover, if repetitive modulation/stimulation is
applied to the brain of the patient, neuroplastic long-term neural changes may
occur, in correlation with potential clinical improvement, what, here again, can be
visualized and followed up with structural imaging, activation brain mapping, and
resting-state functional connectivity [66]. Stimulation can be performed ofﬂine or
online with PET scan or with MRI-compatible stimulator.
Brieﬂy, tDCS entails modulation of neuronal spiking threshold, using cathodal or
anodal 1–2 mA current delivered during around 20 min by an electrode positioned
over the skull skin toward the targeted brain area. Anodal (versus cathodal) current
causes a facilitatory (disfacilitatory) inﬂuence on neurons. rTMS consists in transiently and locally generating a strong, ﬂuctuating magnetic ﬁeld with an external
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coil, which produces electric current within the underlying cerebral cortex. However,
the neuromodulatory effects are not circumscribed at the stimulation point and may
thus diffuse to neighboring or more distant regions. A lot of parameters can be tuned
to optimize effects of the stimulation, such as placement of electrodes over the scalp,
stimulation frequency, synchronization of the stimuli with endogenous brain
rhythms, pretreatment stimulation (priming), number of sessions, latency of
stimulation-induced analgesia, etc. [67]. Few studies are currently available, sometimes provide discrepant results, and need more randomized controlled protocols [68, 69]. Nevertheless, some meta-analyses suggest, for instance, that (anodal)
tDCS stimulation of the motor cortex and DLPFC induce short-term or long-term
relief of pain, increasing pain threshold [65, 70]. Immediate effects of tDCS could be
mediated by activation of the μ-opioid system [71] and might recruit large network
of the cortical areas and cerebellum [72]. Peyron et al. [73] reported in a PET scan
study of neuropathic pain that electrical stimulation of motor cortex entailed a
poststimulation increased activation of the prefrontal cortex, ACC, and PAG,
which might inhibit nociceptive transmission. Moreover, long-lasting effects could
be ascribed to long-term depression or potentiation in nodes of the pain-related
networks. rTMS applied to the motor cortex, somatosensory, and DLPFC causes
pathology- and frequency-dependent effects, but some alleviation has been observed
during chronic pain [65, 74, 75], especially centrally originated pain. Finally, rTMS
would exert a global pain-relief effect likely in relation with emotional valuation of
pain [76]. In this vein, in ﬁbromyalgia, tDCS and rTMS caused reduced pain
sensation and depression improvement when stimulating the motor cortex or
DLPFC [77].

Conclusion
Advanced neuroimaging has deciphered in human and in vivo the complex and
plastic network organization underlying pain perception and pain affective, cognitive, and motor integration. Stimulation functional imaging has identiﬁed brain areas
involved in pain characterization, in the pain matrix, and in central top-down and
midbrain pain regulation. Functional connectivity has shown that pain also recruits
canonical networks implicated in its polymodal integration and that several areas of
the pain matrix, such as the insula and ACC, constitute hubs of dynamically
interconnecting circuits such as DMN, SN, and EN. Besides BOLD fMRI, ASLbased fMRI also allows for quantifying cerebral blood ﬂow and for identifying brain
activation pattern caused by spontaneous pain [78, 79]. Furthermore, structural and
functional imaging have been applied to understand neural reshaping accompanying
chronic pain. Structural MRI and spectroscopy found alterations in tissular architecture (usually atrophy) and metabolism (loss of neurons and interneurons) within
pain-related brain regions. Molecular imaging, such as PET scan with speciﬁc
radiotracers, can also furnish important data about neurotransmitters implicated in
pain processes, for instance, μ-opioids and dopamine in pain relief. Diffusion
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imaging and tractography pointed out white matter fascicular alterations conducting
to partial deafferentation. These abnormalities entail aberrant functional pattern with
hypoactivation of central (prefrontal cortex) and midbrain/spinal cord paininhibiting systems and progressive recruitment especially of limbic systems implicated in catastrophizing, emotion, and aberrant aversive learning. Functional connectivity characterizes short- and long-term disorganization and topological rewiring
of the intrinsic resting-state connectivity inducing interferences with global cognition. Notably, functional connectivity could predict transition from subacute pain to
chronic pain. Finally, the better understanding of pathology- and subject-speciﬁc,
pain-related dysfunctional networks would allow to select accurately brain areas to
be targeted by online fMRI-based neurofeedback and by noninvasive
neuromodulation or neurostimulation methods, which constitute a promising tool
to alleviate pain symptoms, even if thorough studies are still required to appraise the
real efﬁcacy of these new treatments. Development of machine learning and of
multivariate statistical analyses based on clinical and/or neuroimaging data would
offer a complementary device to identify multi-network impairments and pathology
classiﬁcation and predict symptom evolution [35]. Undoubtedly, advanced neuroimaging and statistical post-processing provide a penetrating view of the dynamics
of normal and pathological pain-related neural networks.
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