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Abstract  

Magnetic	   resonance	   imaging	   (MRI)	   is	   a	   state-‐of-‐the-‐art	   radiological	   imaging	   technique	   with	   a	  
pivotal	  role	  in	  the	  diagnosis	  and	  characterisation	  of	  heterogeneous	  MS	  lesions	  in	  clinical	  and	  basic	  
research.	   Various	   MRI	   methodologies	   such	   as	   conventional	   T1/T2	   contrast,	   contrast	   agent	  
enhancement,	   diffusion	   weighted	   imaging	   (DWI),	   magnetization	   transfer	   imaging	   (MTR)	   and	  
susceptibility	   weighted	   imaging	   (SWI)	   have	   been	   developed	   to	   diagnose	   and	   investigate	   the	  
severity	  of	  MS	  pathology,	  including	  the	  processes	  of	  vascularization,	  demyelination/remyelination	  
and	  damage	  to	  regional	  brain	  connectivity	  from	  permanent	  axonal	  loss.	  The	  broad	  spectrum	  of	  MS	  
pathology	  manifests	  in	  diverse	  patient	  MRI	  presentations	  and	  affects	  diagnostic	  accuracy.	  To	  study	  
specific	   aspects	   of	   the	   disease,	   several	   mouse	   models	   such	   as	   Experimental	   Autoimmune	  
Encephalomyelitis	  (EAE)	  and	  virus	  and	  toxin-‐induced	  demyelination	  models	  have	  been	  developed	  
to	   explore	   the	   pathologies	   that	   are	   otherwise	   difficult	   to	   unambiguously	   determine	   in	   patients.	  
This	  review	  aims	  to	  provide	  an	  overview	  of	  recent	  developments	   in	  MRI	  methodology	  that	  have	  
been	   tailored	   to	   study	  specific	  aspects	  of	  MS	   in	  animal	  models	  and	   to	  describe	   their	   role	   in	   the	  
interpretation	   of	   pathology	   and	   their	   contribution	   to	   abnormal	   observations	   in	   patient	   MRI	  
examinations.	   Key	   aspects	   of	  MS	   have	   been	   investigated	   in	   various	  mouse	   animal	  models.	   For	  
example,	   the	   toxin-‐induced	   cuprizone	   model	   has	   been	   used	   in	   assessing	   the	   MS-‐related	  
demyelination	   and	   remyelination	   processes.	   In	   both	   animal	   models	   and	   MS	   patients,	   DWI	  
parameters	   such	  as	   radial	   diffusivity	   and	   fractional	   anisotropy	  are	  now	  established	  as	   surrogate	  
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biological	   markers	   of	   demyelination.	   These	   imaging	   techniques	   have	   all	   made	   significant	  
contributions	  to	  MS	  research	  in	  both	  preclinical	  and	  clinical	  environments.	  	  
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1. Introduction  

Multiple	  sclerosis	  (MS)	  can	  be	  defined	  as	  a	  chronic	  inflammatory	  demyelinating	  disease	  [1,	  2].	  It	  is	  
the	  most	  common	  central	  nervous	  system	  dysfunction	  that	  causes	  clinical	  disability	   in	  the	  young	  
adult	  population	  with	  the	  majority	  of	  the	  MS	  associated	  symptoms	  being	  either	  reversible,	  such	  as	  
diplopia	   (double	   vision),	   or	   irreversible,	   such	   as	   blindness	   [3,	   4].	   According	   to	   the	  MS	   Research	  
Australia	  website	  (http://www.msra.org.au/living-‐ms),	  23,000	  people	   in	  Australia	  have	  been	  diagnosed	  
with	  MS	  and	  2.5	  million	  globally	  in	  recent	  years.	  Three	  out	  of	  every	  four	  MS	  cases	  are	  women	  due	  
to	  genetic	   factors.	  The	   incidence	  of	   the	  disease	   increases	  by	  7%	  annually,	  with	   the	   total	   cost	  of	  
health	  care	  in	  Australia	  for	  MS	  patients	  being	  approximately	  $2	  billion	  dollars	  [5].	  

The	  major	  cause	  of	  MS	  is	  not	  yet	  resolved,	  because	  the	  pathobiological	  mechanisms	  are	  not	  fully	  
understood.	   However,	   there	   are	   several	   factors	   that	  may	   predominately	   lead	   to	   higher	   disease	  
susceptibility.	  These	  include	  genetic,	  gender,	  ethnic	  and	  environmental	  factors	  [6].	  Genetic	  factors	  
could	  play	  a	  significant	  role	  because	  the	  existence	  of	  particular	  tissue	  type	  antigens	  such	  as	  HLA	  
(Human	  Leukocyte	  antigen)	  DR2	  and/or	  DW2	  in	  European	  Caucasian	  patients	  increases	  the	  risk	  of	  
developing	  MS	  [7].	  	  

MS	  is	  an	  autoimmune	  disease	  that	  targets	  myelin	  resulting	  in	  disruptions	  of	  nerve	  conduction	  and	  
neurotransmission	  [1,	  8,	  9].	  The	  disease	  initiates	  with	  inflammation	  and	  destruction	  of	  myelin	  that	  
normally	   provides	   protection	   for	   the	   brain	   and	   spinal	   cord	   nerve	   fibres	   [10].	   Once	   myelin	   is	  
destroyed,	   it	   is	   replaced	  by	  hardened	   sclerotic	   patches	  of	   tissue,	   known	  as	   sclerotic	   plaques	   [4,	  
11].	  The	  damage	  to	  the	  central	  nervous	  system	  is	  caused	  by	  autoimmune	  reactions,	  either	  through	  
T-‐cells	  or	  an	  antibody-‐mediated	   injury.	  However,	  MS	  may	   result	   from	   infectious	  agents,	   such	  as	  
human	  herpes	  virus	  	  (HHV	  6),	  an	  endogenous	  retrovirus	  and	  chlamydia	  pneumonia	  [7].	  	  

Using	   MRI,	   MS	   plaques	   are	   commonly	   observed	   in	   several	   areas	   of	   the	   brain,	   but	   the	   most	  
affected	   area	   is	   the	   white	   matter	   [12,	   13].	   Highly	   susceptible	   areas	   are	   the	   optic	   nerves,	  
periventricular	   area,	   corpus	   callosum,	   cerebral	   peduncle	   and	   spinal	   cord	   [14,	   15].	   According	   to	  
several	  post-‐mortem	  studies	   [16-‐19]	  and	   recent	  MR	   imaging	   studies	   [20-‐23]	  MS	   lesions	  are	  also	  
present	  in	  grey	  matter.	  In	  addition,	  cortical	  lesions	  [24,	  25]	  have	  been	  detected	  by	  MRI	  with	  novel	  
neuroimaging	   techniques,	   either	   imaging	   at	   ultra-‐high	   field	  or	   utilising	  phase	   sensitive	   inversion	  
recovery	  MRI	  [18,	  20,	  24,	  26,	  27].	  	  

Conventional	   MRI	   contrast	   mechanisms	   such	   as	   inversion	   recovery,	   T1,	   T2	   and	   T2*	   weighted-‐
imaging	   have	   been	   used	   widely	   to	   detect	   MS	   pathology,	   however,	   they	   are	   non-‐specific	   in	  
describing	  the	  progression	  of	  neural	  degeneration	  [13,	  15].	  More	  advanced	  MR	  imaging	  methods	  
have	  been	  developed	   to	   address	   these	   issues:	   (1)	  A	   combination	  of	   ultra-‐high	   field	   scanners	   ≥7	  
tesla	  (T)	  for	  human	  [19,	  28,	  29]	  and	  ≥9.4T	  for	  animals	  [30-‐33]	  and	  novel	  contrast	  agents	  such	  as	  
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ultra-‐small	  iron	  oxide	  particles	  (USPIOs)	  enables	  better	  detection	  of	  early	  MS	  changes	  in	  the	  CNS	  
as	  well	  as	  depiction	  of	  small	   lesions	  within	  the	  subcortical	   layers	  [34].	  (2)	  Magnetization	  transfer	  
imaging	   (MTI)	   has	   been	   developed	   as	   a	   probe	   for	   assessment	   of	   myelin	   sheath	   integrity	   by	  
measuring	   the	   myelin	   macromolecular	   structures	   and	   myelin	   water	   function	   [35].	   (3)	   The	  
sensitivity	  of	  Susceptibility-‐weighted	   imaging	   (SWI)	   to	   tissue	   iron	  content	  has	  been	  exploited	   for	  
detecting	  MS	  plaques	  and	  distinguishing	  non-‐symptomatic	  white	  matter	   lesions	   from	  MS	   lesions	  
surrounding	   the	   central	   veins	   [36].	   (4)	  Diffusion-‐weighted	   imaging	   (DWI)	   techniques	   allow	  early	  
detection	  of	  subtle	  changes	  in	  white	  and	  grey	  matter	  that	  appear	  normal	  in	  T1,	  T2-‐weighted	  scans,	  
and	   DTI	   fibre-‐tractography	   reveals	   deficits	   in	   neuronal	   connectivity	   [37].	   DWI	   methodology	   is	  
becoming	   increasingly	   important	   as	   diffusion	   parameters	   fractional	   anisotropy	   (FA)	   and	  
axial/radial	  diffusivity	  measures	  are	  central	  to	  assessment	  of	  MS	  pathology	  due	  to	  their	  specificity	  
in	  detecting	  the	  process	  of	  demyelination,	  axonal	  damage	  and	  injury	  [38].	  	  

2. Animal models of Multiple Sclerosis (MS) 

Experimental	   animal	  models	   are	   used	   to	   investigate	   and	   gain	   insights	   into	   the	   pathobiology	   of	  
complex	  human	  diseases	  [39].	  These	  models	  usually	  target	  a	  specific	  aspect	  of	  the	  disease	  rather	  
than	  attempting	  to	  replicate	  the	  full	  spectrum	  of	  the	  corresponding	  human	  disease	  [40].	  Although	  
an	  enhanced	  understanding	  of	  particular	  aspects	  of	  disease	  can	  be	  gained	  from	  in	  vitro	  and	  ex	  vivo	  
experimentation,	   in	   vivo	   experiments	   in	   animals	   are	   required	   to	   gain	   insight	   into	   the	   inter-‐
relationships	  of	  multiple	  factors	  that	  contribute	  to	  complex	  pathobiological	  changes,	  such	  as	  the	  
relationship	  between	  neurodegeneration	  and	  MS	  progression	  [41].	  Research	  on	  MS	  pathobiology	  
has	   relied	   upon	   conventional	   diagnostic	   imaging,	   involving	   experimental	   animal	   sacrifice	   for	  
histological	   analysis	   at	   varying	   times	   throughout	   the	   disease	   course.	   However,	   as	   most	  
pathological	   processes	  during	   the	   course	  of	  MS	  are	  dynamic,	  monitoring	  of	  disease	  progression	  
requires	   longitudinal	   studies	   [31].	  MRI	   has	   played	   an	   increasingly	   pivotal	   role	   as	   a	   non-‐invasive	  
imaging	  modality	  allowing	  longitudinal	  imaging	  of	  MS	  disease	  progression	  [39,	  42].	  

Rodent	  models	   have	   been	   developed	   to	   study	   the	   process	   of	   inflammation	   and	   demyelination	  
associated	   with	   MS	   in	   the	   central	   nervous	   system.	   The	   most	   commonly	   used	   models	   are	  
experimental	   autoimmune	   encephalomyelitis	   (EAE),	   Theiler’s	  murine	   encephalitis	   virus	   infection	  
(TMEV)	  and	  toxic	  demyelination	  models	   [41].	  There	   is	  no	  single	  animal	  model	   that	  can	   faithfully	  
reproduce	  all	  the	  pathological	  aspects	  of	  MS	  in	  humans.	  The	  available	  models	  complement	  each	  
other	  to	  enable	  investigation	  of	  various	  features	  commonly	  observed	  in	  the	  human	  condition	  [43].	  

2.1. Experimental Autoimmune Encephalomyelitis (EAE)  

Since	  its	  introduction	  by	  Rivers	  et	  al.	  in	  1930	  [44]	  EAE	  has	  become	  a	  widely	  used	  animal	  model	  for	  
multiple	  sclerosis.	   It	  can	  be	   induced	   in	  several	  mammalian	  species,	   including	  the	  mouse,	  rat	  and	  
primate	  [45].	  Induction	  of	  EAE	  is	  achieved	  by	  an	  injection	  of	  an	  emulsion	  comprising	  an	  adjuvant	  
and	   synthetic	   peptides	   derived	   from	   myelin	   proteins,	   such	   as	   myelin	   oligodendrocyte	   (MOG),	  
myelin	  basic	  protein	  (MBP)	  or	  the	  proteolipid	  protein	  (PLP).	  Alternatively,	   transgenic	  EAE	  can	  be	  
induced	  in	  mice	  by	  T	  cell	  transfer	  from	  EAE	  donors	  to	  native	  recipients	  and	  EAE	  will	  be	  produced	  
without	   further	   immunization	   [46].	   In	  most	  cases,	  EAE	   immunization	  will	   result	   in	   the	  activation	  
and	   expansion	   of	   the	   peripheral	   antigen	   specific	   T-‐cells,	   which	   can	   penetrate	   the	   blood-‐brain	  
barrier	   (BBB)	   and	   interact	   with	   specific	   myelin	   antigen	   inducing	   MS	   [47].	   In	   addition	   to	  
inflammation	  and	  demyelination,	  EAE	  is	  used	  to	  study	  acute	  and	  chronic	  axonal	  injuries.	  In	  the	  EAE	  
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model,	  macrophages	  have	  been	  suggested	  to	  play	  a	  vital	  role	   in	   inducing	  axonal	   injury,	  although	  
this	  has	  not	  been	  definitively	  confirmed	  [48].	  	  

The	  course	  of	  the	  EAE	  model	  of	  MS	  disease	  varies	  depending	  on	  the	   immunisation	  protocols,	  as	  
well	   as	   the	   choice	   of	   animal	   species	   and	   strain.	   In	   general,	   the	   acute	   phase	  of	   EAE	   induction	   is	  
associated	  with	  mononuclear	   cell	   infiltration	   into	   the	  CNS.	   This	   phase	   is	   followed	  by	   a	   recovery	  
period,	  called	  the	  remission	  stage.	   If	   the	  animal	  has	  not	   recovered,	   the	  chronic	  stage	   is	   reached	  
(Figure	  1)	  [49].	  	  	  

	  

	  

	  

	  

	  

	  

	  

	  

	  

	  

Figure	  1.	  The	  clinical	  course	  spectrum	  of	  EAE	  mouse	  model	   Immunisation	  of	  animals	  with	  myelin	  antigens	  produced	  
EAE	  cycle	  and	  could	  be	  correlated	  with	  clinical	  scores	  ranging	  from	  0	  to	  4,	  where	  0	  represents	  no	  clinical	  symptoms	  and	  
4	   refers	   to	   paralysis	   that	   is	   usually	   observed	   as	   a	   flaccid	   paralysis	   of	   the	   hind	   limbs.	   (A)	   Acute	   EAE	   followed	   by	  
remission,	   (B)	   chronic	   EAE	   without	   recovery,	   (C)	   Relapsing-‐remitting	   EAE	   where	   animals	   developed	   relapses	   and	  
remissions	   with	   accumulated	   neurological	   deficits.	   (D)	   Omission	   of	   pertussis	   toxin	   will	   result	   in	   a	   reduction	   in	   the	  
clinical	   score	   compared	   with	   (A),	   and	   did	   not	   show	   extensive	   demyelination	   in	   the	   luxol	   fast	   blue	   (LFB)	   stain	   (E).	  
Injection	  of	  MOG	  at	  the	  onset	  of	  EAE	  exacerbated	  the	  clinical	  disease	  presentation,	  as	  shown	  in	  the	  LFB	  stain	  (F).	  Arrow	  
points	  to	  remnants	  of	  myelin	  [49].	  

There	  are	   three	   types	  of	  adjuvants	   included	   in	   immunization	  protocols	  used	  to	   induce	  EAE:	  Quil	  
Adjuvant	  (A),	  complete	  Freud’s	  adjuvant	  (CFA)	  and	  pertussis	  toxin,	  [50,	  51].	  A	  mild	  EAE	  model	  with	  
a	   relapsing	   remitting	   (RR)	   cycle	   followed	   by	   a	   complete	   recovery	   period	   can	   be	   induced	   using	  
MOG35-‐55	   (myelin	   oligodendrocyte	   glycoprotein	   peptide	   sequence	   35-‐55)	   and	  Quil	   A,	  which	   acts	  
once	   at	   the	   site	   of	   immunisation	   [52].	   CFA	   is	   an	   adjuvant	   prepared	   from	  killed	  mycobacteria	   in	  
water	  and	  oil	  emulsion	   [50].	  A	  chronic	  EAE	  model	   is	   induced	  by	   injection	  of	  MOG35-‐55	  with	  CFA,	  
which	  slowly	  releases	  the	  antigen	  from	  the	  injection	  site	  [53].	  Pertussis	  toxin	  is	  generally	  required	  
to	   initiate	   T	   cell	   and	   B	   cell	   immune	   reactivity	   to	   the	   antigen.	   As	   a	   general	   role,	   adding	   a	   high	  
concentration	  of	  pertussis	  toxin	   in	  the	   immunisation	  protocol	   increases	  the	  disease	  severity	  to	  a	  
hyperacute	   stage,	  possibly	   through	  a	  non-‐selective	  expansion	  of	  T-‐cells	  and/or	  vascular	   changes	  
(increased	  BBB	  permeability)	  in	  the	  CNS	  [54].	  Severe	  EAE	  models,	  however,	  should	  be	  avoided	  as	  
confounding	   factors	   can	   influence	   the	   assessment	   accuracy	   of	   potentially	   effective	   treatments	  
[47].	  



5	  

	  

Various	   EAE	   rodent	   models	   of	   MS	   have	   increased	   our	   collective	   understanding	   of	   the	  
immunopathology	  and	  neurodegenerative	  aspects	  of	  MS,	  which	  led	  to	  successful	  development	  of	  
three	   currently	   marketed	   therapeutic	   drugs,	   namely,	   glatiramer	   acetate,	   mitoxantrone	   and	  
natalizumab,	  all	  which	  have	  been	  approved	  by	  the	  FDA	  (The	  US	  Food	  and	  Drug	  Administration)	  for	  
clinical	  treatment	  [45,	  51].	  A	  limitation	  of	  EAE-‐rodent	  models	  is	  that	  they	  do	  not	  adequately	  mimic	  
the	  auto	  immune	  factors	  that	  contribute	  to	  MS	  disease	  pathology	  [47].	  In	  EAE	  animal	  models	  CD4+	  
T-‐cell	  predominate	  in	  CNS	  lesions,	  which	  has	  only	  been	  observed	  in	  a	  few	  patient	  cases	  [55]	  and	  
does	  not	  reflect	  the	  predominance	  of	  CD8+	  T-‐cells	  and	  macrophages	  in	  MS	  lesions	  in	  humans	  [56].	  

2.2. Virus-induced demyelination model 

In	   the	   1980s,	   it	   was	   suggested	   that	   a	   combination	   of	   a	   certain	   genetic	   background	   and	   a	   viral	  
infection	  could	   increase	   the	   risk	  of	  developing	  MS	   [57,	  58],	  although	  at	   that	   time,	   there	  was	  no	  
virus	  identified	  to	  potentially	  induce	  MS.	  More	  recently	  [59-‐61],	  correlations	  of	  EBV	  (Epstein-‐Barr	  
Virus)	  infection	  with	  MS	  suggest	  EBV	  as	  a	  potential	  environmental	  factor.	  These	  findings	  have	  led	  
to	  the	  development	  of	  MS	  animal	  models	  using	  viral	   induction.	  The	  common	  model	   is	  the	  TMEV	  
(Theiler’s	  murine	  encephalomyelitis	  virus),	  which	  is	  induced	  by	  an	  intra-‐cerebral	  injection	  of	  TMEV	  
into	  susceptible	  mouse	  strains.	  TMEV	  pathology	  is	  limited	  to	  the	  CNS	  with	  an	  extensive	  spinal	  cord	  
lesion	  [62].	  	  

TMEV	  infection	  can	  be	  highly	  or	  less	  virulent,	  for	  example,	  the	  immunisation	  of	  TMEV	  GD-‐VII	  strain	  
produced	  fatal	  encephalitis,	  whereas	  the	  BeAn	  and	  Daniel	  TMEV	  strains	  are	  less	  virulent	  [63].	  The	  
TMEV	  model	   is	  suggested	  to	  be	  superior	   to	  the	  EAE	  model	   for	  assessment	  of	   treatment	  efficacy	  
due	  to	  better	  correlation	  with	  clinical	  MS	  [64].	  An	  example	  of	  successful	  application	  of	  the	  TMEV	  
model	  is	  in	  the	  development	  of	  anti-‐glatiramer	  acetate	  antibodies	  as	  a	  remyelination	  agent	  [65].	  	  	  	  

TMEV	   can	   be	   used	   to	   produce	   a	   mono-‐	   or	   a	   bi-‐phasic	   MS	   disease	   course	   in	   susceptible	   mice.	  
During	  mono-‐phasic	  disease,	  mice	  experience	  transient	  meningo-‐encephalomyelitis	  that	  peaks	  by	  
approximately	   seven	   days	   with	   recovery	   during	   a	   three-‐week	   period	   [66].	   The	   mono-‐phasic	  
disease	   course	   is	   characterized	   by	   animal	   recovery	   in	   the	   absence	   of	   persistent	   neurological	  
impairments.	  In	  the	  case	  of	  the	  bi-‐phasic	  disease	  course,	  it	  begins	  with	  a	  mono-‐phasic	  stage	  that	  
subsequently	   develops	   into	   a	   chronic	   demyelination	   stage	   [67].	   MS	   lesions	   are	   commonly	  
observed	  in	  the	  spinal	  cord,	  akin	  to	  the	  EAE	  model	  [40,	  66,	  68].	  

In	  most	  cases,	  TMEV	  can	  produce	  chronic	  progressive	  MS,	  which	  mirrors	  chronic	  progressive	  MS	  in	  
humans.	  The	  TMEV	  mouse	  model	  offers	  several	  advantages;	  it	  is	  potentially	  able	  to	  mimic	  human	  
MS,	  in	  addition	  to	  modelling	  the	  autoimmune	  response	  [50].	  It	  also	  allows	  investigation	  of	  the	  role	  
of	  viral	   infection	   in	   the	  aetiology	  of	  MS	  and	   the	  worsening	  of	  MS	  clinical	   symptoms	   [61,	  64,	  68,	  
69].	  

2.3. Toxin-induced demyelination model 

Mouse	  models	  using	  toxin-‐induced	  demyelination	  have	  been	  developed,	  not	  to	  mimic	  MS,	  but	  to	  
establish	   and	   investigate	   the	   process	   of	   demyelination	   and	   remyelination	   [70].	   Two	   toxins	   are	  
generally	  used	  to	  induce	  demyelination,	  viz	  lysolecithin	  and	  cuprizone.	  Lysolecithin	  is	  an	  activator	  
of	  phospholipase	  and	  cuprizone	  is	  a	  copper	  chelator	  [71].	  Lysolecithin	  acts	  as	  a	  detergent	  on	  the	  
myelin	  sheath,	  rather	  than	  having	  a	  secondary	  effect	  on	  oligodendrocytes	  [47].	  On	  the	  other	  hand,	  
a	  cuprizone-‐induced	  copper	  deficit	   is	  thought	  to	  be	  detrimental	  to	  mitochondrial	   function	   in	  the	  
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brain.	   This	   will	   disturb	   the	   energy	   metabolism	   in	   the	   oligodendrocyte	   and	   cell	   function	   and	  
consequently	  lead	  to	  demyelination	  [70].	  	  

The	   injection	   of	   2	   μl	   of	   1%	   lysolecithin	   into	   the	   rodent	   spinal	   cord	   will	   produce	   focal	   areas	   of	  
demyelination	   [72].	   This	  model	   has	   been	   successfully	   applied	   in	   both	   rats	   and	  mice.	  During	   the	  
acute	  stage,	   spinal	  cord	   lesions	  are	  characterized	  by	   infiltrating	  T	  cells,	  B	  cells	  and	  macrophages	  
and	  according	  to	  Bieber	  et	  al,	  T	  cells	  are	  essential	  for	  the	  remyelination	  process	  [72].	   In	  general,	  
the	  lysolecithin-‐induced	  toxin	  model	  can	  produce	  a	  minimum	  chronic	  lesion	  and	  full	  remyelination	  
occurs	  within	   five	   to	   six	  weeks.	   If	   the	   experimental	   animals	   are	   young,	   the	   repair	   process	  may	  
occur	  rapidly	  [73].	  	  	  	  

Cuprizone	   is	   the	   most	   frequently	   used	   toxin	   to	   study	   demyelination	   in	   mice	   [70,	   74].	  
Conventionally,	   the	   addition	   of	   0.2%	   cuprizone	   in	   the	   diet	   of	   young	   adult	  mice	   for	   four	   to	   five	  
weeks	  (acute)	  or	  12	  weeks	  (chronic)	  will	  produce	  focal	  demyelinated	  lesions	  within	  several	  white	  
matter	   structures,	   including	   the	   corpus	   callosum,	   internal	   capsule,	   cerebral	   peduncles,	   anterior	  
commissure	  and	  thalamic	  white	  matter	  [70,	  74].	  Once	  the	  cuprizone	  is	  removed	  from	  the	  diet,	  the	  
mice	  will	  progressively	  develop	  remyelination	  within	  three	  to	  four	  weeks	  [68].	  The	  toxin	  model	  is	  
potentially	   reproducible	   and	   hence	   useful	   for	   testing	   novel	   therapeutic	   approaches	   that	   can	  
suppress	   demyelination	   and	   accelerate	   remyelination	   [68,	   75].	   In	   Table	   1,	  we	  have	   summarized	  
commonly	  used	  rodent	  models	  of	  MS	  and	  their	  clinical	  features	  [68,	  75].	  	  

3. MRI studies of animal models of MS 

MS	   clinical	   studies	   require	   recruitment	   of	   large	   numbers	   of	   patients	   with	   long	   follow	   up	  
procedures	   and	   the	   patients	   must	   be	   grouped	   according	   to	   MS	   stage	   [76].	   However,	   animal	  
models	   of	   MS	   [77-‐79]	   have	   better	   accessibility	   and	   their	   use	   has	   enhanced	   our	   collective	  
understanding	  of	  the	  pathological	  mechanisms	  underpinning	  demyelination	  and	  axonal	  damage	  in	  
the	  CNS.	  Animal	  studies	  allow	  monitoring	  of	  the	  environment	  as	  well	  as	  validation	  of	  experimental	  
results,	  which	  is	  more	  difficult	  to	  achieve	  in	  human	  studies.	  MS	  is	  a	  heterogeneous	  disease,	  and	  in	  
vivo	  MRI	  holds	  great	  potential	  as	  an	  assessment	  tool	  because	  it	  is	  non-‐invasive	  and	  facilitates	  the	  
undertaking	  of	  longitudinal	  studies	  [31]	  including	  MRI	  assessments	  such	  as	  T1	  hypointensity	  and	  its	  
correlation	   with	   progression	   of	   neurological	   impairment	   [80].	   In	   conjunction	   with	   in	   vivo	   MR	  
imaging,	   ex	   vivo	   imaging	   provides	   higher	   resolution	  without	   restrictions	   upon	   experiment	   time,	  
allowing	   detection	   of	   more	   subtle	   changes	   [81].	   Table	   2	   summarizes	   MRI	   observations	   in	   MS	  
patients	   and	  mouse	  models	   and	   their	   correlations	  with	  MS	  pathology.	   Table	   3	   summarizes	  MRI	  
interpretations	  and	  their	  correlations	  with	  the	  pathological	  expectations.	  

3.1. Conventional MRI 

The	  MRI	   protocol	   for	   assessing	  MS	   patients	   often	   includes	   pre-‐	   and	   post-‐contrast	   T1-‐weighted	  
imaging	  (T1	  WI),	  T2-‐weighted	  imaging	  (T2	  WI),	  and	  fluid	  attenuated	  inversion	  recovery	  (FLAIR)	  [82].	  
At	  higher	  magnetic	   field	   (≥3T),	  Double	   Inversion	  Recovery	   (DIR)	  has	   recently	  been	  developed	   to	  
increase	   the	   sensitivity	   for	   detecting	   cortical	   lesions	   [15,	   20].	   These	   structural	   MR	   imaging	  
techniques	  have	  played	  an	   important	  role	   in	  the	  study	  of	  spatial	  and	  temporal	  characteristics	  of	  
the	  disease	  progression	  [15,	  83,	  84].	  
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Table	  1.	  Summary	  of	  rodent	  models	  of	  MS	  and	  clinical	  features	  

MS	  Model	  in	  
Mice	  

Method	  of	  induction	   Clinical	  significance,	  severity	   Reference	  

EAE	   MOG35-‐55+	  FCA	   Chronic	  relapsing	  course	  
without	  recovery	  

[53]	  

EAE	   MOG35-‐55+Pertussis	  
Toxin+	  Quil	  Adjuvant	  

Relapsing	  remitting	  
(demyelination/remyelination)	  

with	  complete	  recovery	  

[52]	  

Virus-‐induced	  
demyelination	  

TMEV	   Either	  Monophasic	  stage	  
(relapsing	  for	  seven	  days	  and	  
recover	  within	  three	  weeks)	  or	  
bi-‐phasic	  (mono-‐phasic	  with	  

chronic	  demyelination)	  

[64]	  

Toxin-‐induced	  
demyelination	  

Cuprizone	   Acute	  or	  chronic	  
demyelination	  during	  a	  

Cuprizone	  diet	  followed	  by	  
remyelination	  

[70]	  

Toxin-‐induced	  
demyelination	  

Lysolecithin	   Demyelination	  and	  
remyelination	  process	  

[72]	  

	  

T1-‐weighted	  imaging	  

In	  pre-‐	   and	   post-‐contrast	  T1	  WI,	  MS	   plaques	   appear	   hypointense;	   such	   observations	   have	   been	  
correlated	  with	  both	  demyelination	  and	  axonal	  loss	  [15].	  Post-‐contrast	  T1	  WI	  provides	  the	  benefit	  
of	  measuring	  blood	  brain	  barrier	  (BBB)	  permeability,	  where	  leakage	  has	  been	  linked	  to	  MS	  lesions	  
and	   the	   progression	   of	   relapsing	   symptoms	   [85].	   In	   MRI	   studies	   of	   MS	   animal	   models,	   similar	  
approaches	   have	   been	   used,	   including	   2D/3D	   pre-‐	   and	   post-‐contrast	   T1	   WI	   and	   T2	   WI.	   These	  
techniques	  are	  often	  used	   in	  addition	  to	  diffusion	  tensor	   imaging	  (DTI)	  parameters	   (explained	   in	  
Section	   3.3),	   such	   as	   fractional	   anisotropy	   (FA),	   relative	   anisotropy	   (RA),	   axial	   and	   radial	  
diffusivities	  (AD,	  RD)	  [42,	  43].	  	  

T1	  WI	  has	  been	  shown	  to	  be	  sensitive	  to	  chronic	  progression	  in	  the	  TMEV	  MS	  mouse	  model	  using	  
normal	  C57BL6	  mice	  and	   immune	  differentiation	  marker-‐deficient	  mice	   [80].	   In	   this	  experiment,	  
TMEV	  was	  administered	  to	  four	  groups	  of	  mice,	  viz:	  (1)	  normal	  C57BL6	  mice,	  as	  a	  reference	  of	  T1	  
hypointensity	   lesion	   load;	   (2)	   immuno-‐deficient	   C57BL6	   mice	   RAG	   (Recombination	   activation	  
gene)-‐1	  deficient;	  (3)	  RAG-‐1	  deficient	  mice	  with	  CD4+;	  and	  (4)	  RAG-‐1	  deficient	  mice	  with	  CD8+	  T-‐
cells.	  T1	  WI	  was	  performed	  at	  7	  T	  to	  study	  MS	  lesions.	  In	  control	  C57BL6	  mice,	  hypointense	  regions	  
were	  mostly	   located	   in	   the	  periventricular	   area	   and	  hippocampus	   (Figure	   2).	   In	   RAG-‐1	  deficient	  
mice,	  there	  was	  a	  significant	  reduction	  in	  the	  T1	  hypointensity	  lesion	  load	  compared	  with	  C57BL6	  
TMEV	  mice,	   indicating	   the	   importance	  of	   the	   innate	   immune	   system	   for	  disease	  progression.	  T1	  
hypointense	   lesions	   increased	   in	  RAG-‐1	  mice	  administered	  CD8+	  T-‐cells,	   but	  were	  unaffected	   in	  
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RAG-‐1	  mice	   administered	  CD4+	  T-‐cells	   [77].	   This	   study	  highlights	   the	  distinctive	   role	  of	   CD4	  +	   T	  
cells	  (or	  T	  helper	  cells),	  which	  play	  a	  major	  role	  in	  the	  EAE	  model	  [64,	  86];	  compared	  with	  the	  role	  
of	  CD8+	  cells	  in	  the	  TMEV	  mouse	  model	  of	  MS.	  It	  has	  been	  suggested	  that	  these	  differences	  may	  
have	  contributed	  to	  the	   lack	  of	  success	  of	   treatments	  targeting	  CD4+	  T	  cells	   in	  the	  treatment	  of	  
human	  MS	  [80].	  

	  

Figure	  2.	  3D	  T1	  weighted	   imaging	  at	  7T	  of	  C57BL6	   infected	  with	  TMEV	   (A),	   (B)	  coronal	  and	   (C)	  axial	   sections	  were	  
extracted	  from	  3D	  T1	  WI.	  7	  days	  post	   infection.	  T1	  hypointense	   lesions	  were	  more	  pronounced	   in	  the	  periventricular	  
area	   and	   adjacent	   to	   the	   hippocampus	   as	   indicated	   by	   the	   white	   frames.	   (TR/TE=	   200/10	   ms,	   voxel	   dimensions=	  
135×200×200	  μm)	  [80].	  	  	  

T2-‐weighted	  imaging	  

T2	  WI	  plays	  a	  major	  role	   in	  the	  detection	  of	  an	  MS	  lesion.	  The	  detection	  of	  new	  T2	  hyperintense	  
lesions	   after	   the	   onset	   of	   the	   first	   MS	   attack	   signifies	   further	   progression	   of	   the	   disease,	   and	  
indicates	   the	  beginning	  of	   the	   relapsing	   remitting	  disease	  course	   [83,	  84].	  High	   resolution	  T2	  WI	  
has	  also	  been	  used	  to	  detect	  brain	  atrophy	  in	  patients	  with	  MS	  [87-‐89].	  	  

High	  resolution	  T2	  WI	  has	  been	  shown	  to	  be	  useful	  for	  measurement	  of	  volumetric	  changes	  in	  EAE	  
mouse	  brains	   that	  were	   significantly	   correlated	  with	  histopathological	   analysis	   [78].	   This	  ex-‐vivo	  
MRI	   study	   in	   EAE-‐mice	   found	   significant	   reductions	   in	   the	   volume	  of	   the	   cerebellum,	   cerebellar	  
cortex	   and	   molecular	   layer	   of	   the	   cerebellar	   cortex.	   Atrophy	   in	   the	   molecular	   layer	   of	   the	  
cerebellar	   cortex	   is	   related	   to	   loss	   of	   Purkinje	   cells	   [90].	   Such	   detection	   of	   grey	   matter	   (GM)	  
atrophy	   was	   important	   as	   it	   was	   strongly	   correlated	   with	   progressive	   development	   of	   clinical	  
disability	  [78,	  91].	  

A	  more	  recent	  T2	  WI	  in	  vivo	  study	  in	  EAE-‐mice	  from	  the	  same	  group	  [32]	  re-‐affirmed	  the	  presence	  
of	   GM	   atrophy	   in	   the	   cerebral	   cortex,	   characterized	   by	   a	  major	   decrease	   in	   the	   volume	   of	   the	  
cerebellum	   by	   80	   days	   post-‐EAE	   induction	   [31].	   However,	   there	  was	   no	   discernable	   correlation	  
between	   disease	   severity	   and	   whole	   brain	   volume,	   or	   volume	   changes	   in	   the	   cerebral	   cortices	  
during	   the	   course	   of	   the	   disease.	   Nevertheless,	   in	   vivo	   mouse	   MRI	   studies	   are	   advantageous	  
compared	  with	  ex-‐vivo	  studies,	  as	  there	  is	  less	  distortion	  of	  the	  anatomical	  structures	  that	  occurs	  
in	  ex	  vivo	  studies	  due	  to	  the	  brain	  tissue	  fixation	  process	  [31].	  As	  additionally,	  in	  vivo	  longitudinal	  
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studies	   facilitate	  measurement	  of	   temporal	  volumetric	  changes	  from	  the	  data	  acquired	  pre-‐	  and	  
post	  induction	  of	  the	  disease	  and	  during	  the	  disease	  course	  [92].	  	  

In	  the	  TMEV	  mouse	  model	  of	  MS	  induced	  using	  SJL/J	  mice,	  T2	  WI	  showed	  a	  correlation	  between	  
the	   presence	   of	   deep	   grey	   matter	   hypointense	   lesions	   and	   functional	   impairments	   [93].	   T2	  WI	  
hypointense	   signals	   have	   been	   observed	   in	   several	   deep	   grey	   matter	   structures,	   including	   the	  
thalamus,	  caudate,	  putamen	  and	  dentate	  nuclei	   (Figure	  3),	  and	  these	  have	  been	  correlated	  with	  
cognitive,	   neuropsychiatric	   and	   motor	   dysfunctions	   [89].	   Additionally,	   TMEV	   SJL/J	   mice	  
experienced	  severe	  disability	  that	  was	  correlated	  with	  the	  gradual	  development	  of	  a	  thalamic	  T2	  
hypointensity	  [93].	  	  

	  

Figure	   3.	   The	   correlation	   between	   increasing	   hypointensity	   of	   the	  medio-‐dorsal	   thalamic	   nucleus	   on	   T2-‐weighted	  
images	  and	  disease	  progression	  (A)	  One	  month	  post	  disease	  induction,	  (B)	  4	  months,	  (C)	  6	  months	  and	  (D)	  12	  months	  
as	  indicated	  by	  red	  arrows.	  3D	  volume	  RARE	  sequence	  at	  7T	  with	  TR=1500	  ms,	  TE=70	  ms,	  ETL=16,	  FOV=3.20×1.92×1.92	  
cm,	  voxel	  dimensions=	  125×150×150	  μm	  [93].	  	  	  	  	  

T2	   hypointensity	  may	   be	   caused	   by	   several	   factors	   including	   iron,	   free	   radicals,	   the	   presence	   of	  
macrophages	   and	   deoxyhemoglobin	   [94].	  T2	   hypointensity	   has	   been	   reported	   in	   human	   studies	  
[95,	  96],	  but	  as	   the	   lesions	  were	   located	  within	   the	  deep	  grey	  matter,	  biopsies	  were	  difficult	   to	  
perform	  to	  investigate	  the	  tissue	  properties	  [94].	  In	  a	  MS	  study	  in	  humans	  at	  3	  T	  [97],	  there	  was	  a	  
correlation	   between	   the	   physical	   changes	   assessed	   using	   the	   Expanded	   Disability	   Status	   Scale	  
(EDSS)	  and	  alterations	  of	  signal	  intensities	  in	  the	  globus	  pallidus	  and	  caudate	  nucleus	  [90].	  	  

In	  other	  work,	  an	  excessive	  grey	  iron	  deposition,	  assessed	  by	  T2	  hypointensity	  within	  the	  deep	  grey	  
matter	   structures	   [98],	   was	   correlated	   with	   cognitive	   dysfunction.	   On	   the	   other	   hand,	   T2	  
hyperintensity	  may	  serve	  as	  a	  potential	  biomarker	  for	  detecting	  active	  MS	  lesions	  [13].	  However	  it	  
exhibits	   low	   specificity	   to	   acute	   and	   chronic	  MS	   disease	   pathology	   [99-‐101].	   This	   is	   due	   to	   the	  
presence	   of	   inflammation,	   edema	   and	   demyelination	   in	   acute	   lesions,	   and	   profound	  
demyelination,	  axonal	  loss	  and	  gliosis	  in	  chronic	  lesions	  [13].	  These	  pathologies	  could	  result	  in	  the	  
elevation	   of	   tissue	   water	   content	   and	   consequently	   lead	   to	   indistinguishable	   causes	   of	   T2	  
hyperintensity	  [102].	  
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Correlation	  of	  T1	  and	  T2	  weighted	  signal	  intensity	  changes	  with	  histopathology	  requires	  an	  animal	  
model	   that	   can	   produce	   a	   large	   number	   of	   inflammatory	   lesions	   [81,	   103].	   This	   has	   been	  
established	   in	   the	  clonal	  adaptive	   transfer	  EAE	  model	  using	  SJL/J	  mice.	  3D	  high	  resolution	  T1	  WI	  
and	  T2	  WI	  at	  2.35T	  were	  acquired	  to	  trace	  the	   lesion	  formation	  [104].	  During	  the	  acute	  stage	  (9	  
days	  post	  adaptive	  transfer),	  two	  independent	  patterns	  of	  lesions	  were	  detected:	  (1)	  hypointense	  
lesions	  on	  both	  T1	  and	  T2	  WI	  (Type	  A	  lesions),	  (2)	  other	  lesions,	  characterized	  by	  hypointensity	  on	  
T1	   WI	   and	   hyperintensity	   on	   T2	   WI	   (Type	   B	   lesions).	   The	   histology	   studies	   using	   Mac-‐3	  
immunostaining	  and	  haematoxylin	  staining	  show	  that	  type	  A	  lesions	  contained	  a	  higher	  density	  of	  
inflammatory	  cells	  and	  myelin	   loss	  and	  were	  more	  destructive	  than	  type	  B	   lesions	  [104].	  On	  the	  
other	  hand,	  for	  B	  type	  lesions,	  T2	  hyperintensity	  was	  postively	  correlated	  with	  density	  of	  activated	  
microglia	   and	   reactive	   astrocytes,	   although,	   T1	   hypointensity	   was	   negatively	   correlated	   [104].	  
Serial	   MRI	   was	   performed	   during	   the	   disease	   cycle,	   and	   the	   patterns	   of	   two	   lesions	   were	  
heterogeneous	  [104].	  At	  the	  end	  of	  the	  disease	  cycle	  (30	  days	  post	  adaptive	  transfer),	  for	  type	  A	  
lesions,	   T1	   hypointensity	   persisted	   and	   T2	   hypointensity	   diminished.	   For	   type	   B	   lesions,	   T1	  
hypointensity	  diminished	  and	  T2	  hyperintensity	  persisted	  [104].	  	  

Inversion	  recovery	  

DIR	   and	   FLAIR	   imaging	   can	   increase	   the	   sensitivity	   of	   detecting	   focal	   areas	   of	   hyperintensity,	  
especially	   in	   grey	   matter	   and	   cortical	   lesions	   [105,	   106].	   However,	   these	   techniques	   have	   low	  
sensitivity	   for	   the	   heterogeneous	   pathologic	   substrate	   of	   individual	   lesions.	   Although	   a	   recent	  
study	  [107]	  compared	  T1	  WI,	  T2	  WI	  and	  FLAIR	  at	  both	  3T	  and	  7T,	  these	  techniques	  did	  not	  appear	  
to	   increase	  sensitivity	   for	  detection	  of	  WM	   lesions.	  On	   the	  other	  hand,	  3D-‐FLAIR	  at	  7T	  could	  be	  
tailored	   to	   improve	   sensitivity	   in	   depicting	   grey	  matter	   lesions	   [107].	   This	   technique	   combined	  
axial	   FLAIR	   (1mm3	   isotropic	   resolution)	   and	   T2*	  WI	   (0.55mm3	   isotropic	   resolution),	   to	   produce	  
FLAIR*	   with	   0.55	   mm3	   isotropic	   resolution	   [106].	   The	   resulting	   image	   showed	   suppression	   of	  
cerebrospinal	   fluid	   (CSF)	   and	   high-‐resolution	   visualization	   of	   microvascular	   structures,	   which	  
enabled	  investigation	  of	  the	  presence	  of	  interlesional	  veins	  in	  WM	  lesions	  [106].	  Such	  lesions	  were	  
detected	   in	   the	   pons	   and	   cerebellum	   and	   could	   be	   related	   to	   the	   presence	   of	   iron-‐containing	  
macrophages	  [106].	  	  	  	  	  	  

In	  rodent	  brain	  MRI,	  inversion	  recovery	  was	  used	  to	  produce	  stronger	  T1-‐weighting.	  For	  example,	  a	  
T1	   weighted	   3D	  Modified	   Driven	   Equilibrium	   Fourier	   Transformation	   (MDEFT)	   sequence	   at	   9.4T	  
[108]	   has	  been	  used	   to	   enhance	   visualisation	  of	   cortical	   areas,	   the	   striatum	  and	   the	   ventricular	  
system.	  However,	  T1	  WI	  MDEFT	  could	  not	  detect	  EAE	  inflammatory	  lesions,	   in	  contrast	  to	  T2	  and	  
T2*	  WI	  [108].	  FLAIR	  with	  inversion	  recovery	  does	  not	  appear	  to	  have	  been	  applied	  to	  the	  study	  of	  
rodent	   models	   of	   MS,	   as	   the	   T1	   relaxation	   time	   is	   considerably	   long	   in	   high	   magnetic	   fields	  
commonly	  used	  in	  these	  studies	  [81].	  	  

Limitation	  of	  conventional	  MRI	  in	  rodent	  models	  of	  MS	  

The	  limitations	  of	  conventional	  MRI	  techniques	  to	  monitor	  or	  assess	  the	  contents	  of	  the	  MS	  lesion	  
are	   caused	   by	   the	   heterogeneity	   of	   MS	   lesions,	   comprising	   cellular	   debris	   from	   demyelination	  
and/or	   remyelination	  processes,	  permanent	  axonal	   loss	  and	  cellular	  activity	   [27].	   In	  addition,	  T1-‐	  
and	   T2-‐weighted-‐imaging	   cannot	   detect	   MS	   lesions	   within	   normal-‐appearing	   white	   matter	  
(NAWM)	  but	  which	  were	  observed	  in	  post-‐mortem	  studies	  [109,	  110].	  
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Cryogenic	  radiofrequency	  coil	  mouse	  brain	  MRI	  

The	  recent	  introduction	  of	  cryogenic	  radio	  frequency	  (RF)	  coils	  (cryocoil)	  may	  improve	  the	  role	  of	  
conventional	  micro	  MRI	   in	   assessing	   pathological	   changes	   in	   rodent	  models.	   At	   9.4T,	   cryogenic	  
coils	  boost	  Signal	  to	  Noise	  Ratio	  (SNR)	  by	  a	  factor	  of	  up	  to	  2.9,	  which	  can	  be	  exploited	  for	  in-‐vivo	  
imaging	  to	  significantly	  shorten	  experiment	  time	  [111,	  112].	  For	  example,	  a	  volumetric	  T2	  WI	  at	  (60	  
μm)3-‐	   isotropic	   resolution	   could	   be	   acquired	  within	   45	  min.	   The	   cryocoil	   has	   a	  maximum	   signal	  
penetration	  of	  approximately	  3	  mm	  from	  the	  brain	   surface	  and	  can	   reveal	   intricate	  cortical	  and	  
subcortical	   details	   of	   the	  mouse	   brain	   [112].	   Despite	   its	   high	   sensitivity,	   the	   cryocoil	   has	   some	  
disadvantages	  in	  terms	  of	  its	  inhomogeneous	  RF	  excitation	  profile.	  Gradual	  loss	  of	  signal-‐to-‐noise	  
ratio	  for	  deeper	  (ventral)	  brain	  structures	  were	  also	  observed	  due	  to	  the	  positioning	  of	  the	  surface	  
array	  coil	  on	  the	  cortex.	  However,	  such	  artifacts	  can	  be	  minimized	  with	  careful	  adjustment	  of	  the	  
RF	  power	  and	  image	  post-‐processing	  [111,	  112].	  	  

In-‐vivo	  conventional	  micro	  MRI	  using	  the	  cryogenic	  RF	  coil	   (T1,	  T2	  and	  T2*	  weighted	   imaging)	  has	  
been	  used	  to	  detect	  MS	  lesions	  prior	  to	  the	  appearance	  of	  the	  symptoms	  in	  EAE-‐mice	  immunized	  
with	   PLP139-‐151,	   complete	   Freud’s	   adjuvant	   (CFA)	   and	   heat-‐killed	   mycobacterium	   [108].	   High-‐
resolution	   images	   were	   used	   to	   detect	   MS	   lesions	   before	   the	   disease	   manifestations	   in	   the	  
cerebellum,	  cerebral	  cortex	  and	  subcortical	  region	  (figure	  4)	  [108].	  	  

3.2. Contrast agent enhancement and cellular tracking 

Paramagnetic	   gadolinium	   (Gd)	   contrast	   agents	   are	   commonly	   used	   to	   investigate	  MS.	   Recently	  
developed	  contrast	  agents	  such	  as	  ultra-‐small	  and	  small	  superparamagnetic	  iron	  oxide	  (USPIO	  and	  
SPIO	   particles,	   respectively)	   [15]	   have	   been	   used	   to	   monitor	   the	   cellular	   mechanisms	   of	   MS	  
inflammation.	  The	  cells	  of	  the	  monocyte-‐macrophage	  system	  take	  up	  the	  iron	  oxide	  particles	  and	  
their	   infiltration	   into	   the	   lesion	   sites	   could	   be	   detected	   using	  MRI	   [113].	   The	  major	   differences	  
between	   USPIOs	   and	   Gd	   are	   their	   pattern	   of	   enhancements.	   Gadolinium	   enhancement	   reflects	  
leakage	   of	   the	   blood	   brain	   barrier	   (BBB)	  whereas	   the	  USPIOs’	   enhancements	   represent	   cellular	  
infiltration	   [34,	  114-‐116].	   Several	   studies	   [115,	  117,	  118]	  have	   shown	   that	   the	  USPIO	  pattern	  of	  
enhancements	  is	  correlated	  with	  MS	  disability,	  axonal	  loss	  and	  patient’s	  response	  to	  treatment.	  	  

The	  biological	  specificity	  of	  the	  USPIO	  depends	  upon	  the	  molecular	  characteristics	  of	  the	  applied	  
particles	   [34,	  114].	  For	  example,	  USPIO	  particles	  SHU555C	  and	  Ferumoxtran-‐10	  differ	   in	   size	   (25	  
nm	  vs.	  30nm),	  and	  body	  circulation	  half-‐life	   (6-‐8	  h	  vs.	  24-‐30	  h).	   In-‐vitro,	   the	  negative	  charge	  on	  
SHU555C	  particles	  produced	  preferential	  uptake	  by	  activated	  monocytes	  [119].	  	  

There	   is	   still	   controversy	   as	   to	   whether	   Gd	   or	   USPIO	   provides	   a	   better	   early	   indication	   of	   MS	  
pathology	  [34,	  114,	  115].	   In	  some	  cases,	  USPIO	  is	  superior	  to	  Gd,	  because	  it	  can	  detect	   lesions	  a	  
few	  weeks	  earlier	  than	  Gd	  enhancement	  [34].	  USPIO	  lesion	  enhancement	  may	  persist	  longer	  after	  
Gd	  enhancement	  has	  ceased	  and	  show	  spatial	  distribution	  of	  the	  immune-‐reactive	  cells	  post	  BBB	  
repair	  [34,	  82].	  A	  recent	  comparison	  between	  USPIO	  and	  Gd	  enhancements	  in	  10	  patients	  with	  RR-‐
MS	  [120]	  showed	  that	  the	  same	  lesions	  were	  seen	  with	  both	  contrast	  agents,	  but	  that	  additional	  
lesions	  were	  specifically	  observed	  using	  each	  of	  USPIO	  and	  Gd	  [120].	  	  	  
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Figure	   4.	   Application	   of	   micro	   MRI	   T2	   WI	   in	   assessing	   evolution	   of	   the	   lesion	   prior	   and	   during	   disease	   onset	  	  	  	  	  	  	  	  	  	  	  	  	  	  
(A)	  Detection	  of	  MS	  lesions	  in	  subcortical	  region,	  cerebellum	  and	  cerebral	  cortex	  in	  seven	  EAE-‐mice	  prior	  to	  the	  disease	  
onset	  until	  the	  disease	  starting	  time.	  (B)	  T2	  weighted	  images	  from	  day	  14	  (d-‐14)	  prior	  to	  disease	  manifestation	  until	  the	  
first	  day	  when	  symptoms	  were	  initiated	  (d0)[108].	  

Post-‐contrast	   studies	   have	   been	   used	   to	   monitor	   BBB	   permeability,	   which	   could	   be	   disrupted	  
during	  deposition	  of	  new	  MS	  lesions	  [33,	  121].	  To	  assess	  the	  development	  dynamics	  of	  MS	  lesions,	  
the	   TMEV	   mouse	   model	   of	   MS	   has	   been	   induced	   in	   interferon-‐gamma	   receptor	   knockout	  
mice[33].	  In	  TMEV	  mice,	  there	  was	  acute	  progressive	  demyelination	  without	  remission	  resulting	  in	  
extensive	   brain	   and	   brainstem	   lesions	   [33].	   This	   model	   has	   allowed	   a	   comprehensive	  
understanding	  of	  the	  T2	  lesion	  load	  and	  enhanced	  lesions.	  One	  study	  [33]	  has	  explored	  four	  unique	  
patterns	  of	  T2	  lesions,	  including	  expanding,	  expanding	  retracting,	  fluctuating	  and	  stable	  (Figure	  5).	  
As	  this	  model	  produces	  extensive	  MS	  lesions,	  the	  T2	  WI	  detects	  more	  MS	  lesions	  compared	  with	  
post-‐contrast	   enhanced	   imaging,	   and	   with	   earlier	   temporal	   sensitivity	   compared	   with	   Gd	  
enhancement	  [33].	  	  

Predicting	   disease	   severity	   in	   MS	   is	   a	   critical	   issue	   for	   planning	   approaches	   to	   treatment	   and	  
consequently	   limiting	   development	   of	   neurological	   disability	   [13].	   USPIO	   has	   been	   used	   as	  
indicator	  of	  disease	  progression	   in	  rats	  with	  RR	  EAE	  [117].	  Rats	  with	  positive	  detection	  of	  USPIO	  
particles	  (+USPIO	  rats)	  show	  significant	  tissue	  alteration	  at	  the	  first	  attack	  and	  more	  severe	  clinical	  
signs	  compared	  to	   -‐USPIO	  rats	  during	   the	  second	  attack	   (Figure	  6).	  This	   study	  demonstrates	   the	  
role	  of	  macrophage	  infiltration	  as	  an	  indicator	  of	  progressing	  inflammatory	  demyelination.	  	  	  
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Figure	   5.	   Characterisation	   of	   lesion	   developments	   in	   interferon-‐gamma	   receptor	   knockout	   mice	   3D	   volume	  
rendering	  resampled	  from	  T2	  WI	  3D	  datasets	  of	  the	  examined	  mice.	  3D	  RARE	  acquired	  at	  7T	  (TR=1500	  ms,	  TE=70	  ms,	  
ETL=16,	  FOV=3.5×3.5×3.5	  cm	  voxel	  dimensions	  218	  ×	  218	  ×	  218	  μm)	  [33].	  

	  

	  

Figure	   6.	   Detection	   of	   macrophages	   using	   USPIO	   contrast	   agent	   at	   1.5T	   for	   assessment	   of	   their	   role	   in	   the	  
development	   of	   secondary	   progressive	   EAE	   in	   rats	   (A)	   Sagittal	   T1	  WI	   and	   (B)	   axial	   T1	  WI	   show	   hyperintensity	   and	  
reflects	   the	  uptake	  of	  USPIO	   in	   the	  CNS.	   (C)	  Axial	  T2	  WI	   shows	  hypointensity	  as	   in	   indicated	  by	  arrows.	  These	  signal	  
alterations	  have	  not	  observed	  (D),	  (E)	  and	  (F)	  with	  other	  EAE	  rats	  in	  this	  experiment	  [117]	  
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3.3. Diffusion Weighted Imaging (DWI) and Tractography     

Diffusion	  tensor	  imaging	  

The	  measurement	  of	  tissue	  molecular	  diffusion	  using	  diffusion	  weighted	   imaging	  (DWI)	   is	  widely	  
used	  in	  MS	  research	  [122-‐124].	  MRI	  is	  sensitized	  to	  microscopic	  diffusion	  of	  water	  in	  tissue	  by	  the	  
application	   of	   diffusion	   gradients.	   Gaussian	   modelling	   of	   tissue	   water	   diffusion	   can	   broadly	   be	  
classified	   as	   non-‐restricted	   (isotropic)	   and	   directionally	   restricted	   (anisotropic)	   diffusion.	   In	  
neuronal	   tissues,	   isotropic	   diffusion	   can	   be	   identified	   within	   cerebrospinal	   fluid	   (CSF)	   and	   to	   a	  
lesser	  extent	  the	  GM,	  whereas	  anisotropic	  diffusion	  has	  often	  been	  correlated	  with	  the	  degree	  of	  
myelination	  and	  axonal	  fibre	  directionality	  of	  the	  WM	  [125,	  126].	  	  

The	  directionality	  and	  strength	  of	  anisotropic	  diffusion	  can	  generally	  be	  described	  as	  an	  ellipsoid	  
diffusion	  tensor,	  which	  can	  be	  measured	  using	  magnetic	  resonance	  diffusion	  tensor	  imaging	  (DTI)	  
[125,	   126].	   DTI	   acquisition	   requires	   a	   minimum	   of	   six	   orthogonally	   encoded	   DWI	   and	   one	  
unweighted	  image	  [127,	  128].	  From	  these	  measurements,	  three	  eigenvectors	  (ν1,	  ν2,	  ν3)	  and	  their	  
rotational	   invariant	   eigenvalues	   (λ1,	  λ2,	  λ3)	   can	   be	   derived	   to	   describe	   the	   diffusion	   tensor	  
[128].	   The	   largest	   eigenvector	   (ν1),	   the	   direction	   of	   the	   major	   diffusion	   component,	   and	   its	  
associated	   eigenvalue	   (λ1)	   represent	   the	  magnitude	   of	   axial	   diffusivity	   along	   the	   length	   of	   the	  
axonal	  fibre	  bundle	  [129].	  ν2,λ2	  and	  ν3,λ3	  describe	  transverse	  diffusion	  components	  orthogonal	  
to	  the	  fiber	  bundle,	  where	  the	  average	  of	  λ2	  and	  λ3	  is	  known	  as	  radial	  diffusivity	  (Figure	  7)	  [127,	  
129,	  130].	  	  

DTI	  parameters	  can	  be	  used	  to	  derive	  rotational	  invariant	  diffusion	  metrics:	  mean	  diffusivity	  (MD),	  
Fractional	  Anisotropy	   (FA)	  and	  Rational	  Anisotropy	   (RA).	  MD	  describes	   the	  average	  of	  diffusivity	  
components	  within	  each	  voxel	  [131].	  The	  diffusion	  tensor	  parametric	  FA	  is	  more	  commonly	  used	  
than	   RA	   in	   the	  DTI	   literature	   [132].	   FA	   values	   range	   from	   0	   to	   1	   to	   describe	   the	   degree	   of	   the	  
anisotropy	  of	   the	   intra-‐voxel	  diffusivity	   [133].	  FA	  values	   in	  WM	  are	  generally	  higher	   than	   in	  GM	  
due	  to	  increased	  diffusion	  directionality	  of	  the	  myelin	  axon	  bundles	  [128].	  	  	  

DTI	  parameter	  changes	  in	  MS	  	  

DTI	   derived	   parameters	   are	   powerful	   and	   sensitive	   measures	   for	   assessing	   MS	   pathological	  
changes.	  MS	  pathology	  is	  associated	  with	  damage	  to	  the	  white	  matter	  myelin	  structure,	  resulting	  
in	  disruption	  of	  molecular	  water	  diffusion	  and	  a	   consequential	   reduction	   in	  diffusion	  anisotropy	  
[13].	  A	  summary	  of	  DTI	  parametric	  changes	  in	  WM	  affected	  by	  MS	  is	  illustrated	  in	  Figure	  7.	  	  

DTI	  parametric	  maps	  provide	  distinguishing	  characteristics	  for	  careful	  interpretation	  of	  MS	  lesions,	  
even	   for	   those	   that	   are	   readily	   detectable	   by	   the	   conventional	   imaging	   techniques	   [123].	   MS	  
lesions	   are	  heterogeneous	  with	   transient	   lesions	  due	   to	  oedema,	   areas	  with	  demyelination	   and	  
remyelination,	  and	  areas	  with	  advanced	  neurodegeneration	  [82,	  134].	  	  

Compared	  with	  the	  normally-‐appearing	  white	  matter	  (NAWM),	  MS	  focal	  lesions	  showed	  increased	  
MD	   which	   indicated	   some	   loss	   of	   the	   structural	   barrier	   to	   water	   molecular	   diffusion	   and	   a	  
decrease	   in	  FA	  due	   to	  disorganisation	  of	  WM	  structures	   [122].	  Co-‐localisation	  of	  T1	  hypointense	  
and	  DTI	   lesions	  may	  signify	  areas	  suffering	  from	  irreversible	  tissue	  damage	  [135].	  Additionally,	  a	  
longitudinal	  progressive	  MS	  study	   [136]	   showed	   that	  worsening	   lesions	  could	  be	  detected	  more	  
sensitively	   as	   areas	   with	   increasing	   MD,	   which	   were	   otherwise	   indistinguishable	   using	   post-‐
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contrast	  T1	  WI.	  On	  the	  other	  hand,	   lesion	  areas	  with	   increased	  T2	   relaxation	   time	  and	   increased	  
MD	  appear	  to	  reflect	  a	  decrease	  in	  the	  axonal	  myelin	  (intracellular)	  water	  content	  and	  an	  increase	  
in	  the	  extracellular	  water	  due	  to	  tissue	  damage	  [137]	  

	  

Figure	  7.	  The	  relationship	  between	  the	  white	  matter	  axonal	  fibres,	  myelin	  structure	  and	  DTI	  derived	  parameters	  in	  
MS	  pathology.	  The	  demyelination,	  axonal	  injury	  and	  inflammation	  processes	  in	  MS	  typically	  result	  in	  a	  decrease	  of	  FA,	  
and	  AD	  and	  an	  increase	  in	  RD.	  	  

DTI	  studies	  of	  MS	  animal	  models	  	  

AD	  and	  RD	  measurements	  are	  potentially	  more	  sensitive	  than	  MD	  in	  diagnosis	  of	  MS	  lessions	  due	  
to	  characteristic	  high	  diffusion	  anisotropy	  in	  the	  WM	  [132,	  138].	  In	  MS	  studies	  using	  the	  cuprizone	  
rodent	   model	   [139,	   140],	   decreasing	   AD	   and	   increasing	   RD	   were	   robust	   surrogate	  markers	   for	  
axonal	   damage	   and	  demyelination,	   respectively.	   These	   conditions	  were	   observed	   in	   various	  DTI	  
MRI	  animal	  studies,	   for	  example:	   (i)	   In	  a	  retinal	   ischemia	  mouse	  model,	  where	  a	  decrease	  of	  AD	  
correlated	  with	  axonal	  injury	  [141].	  (ii)	  In	  a	  spinal	  DTI	  study	  of	  a	  mouse	  model	  of	  chronic	  EAE	  [142],	  
histology	  data	  confirmed	  a	  correlation	  of	  intense	  anti-‐β-‐amyloid	  precursor	  protein	  staining	  with	  	  
a	   decrease	   in	   AD	   associated	   with	   axonal	   damage;	   and	   an	   increase	   in	   radial	   diffusivity	   with	  
diminished	   luxol	   fast	   blue	   (LFB)	   staining	   as	   a	   biomarker	   of	   demyelination	   (iii)	   In	   a	   cuprizone-‐
induced	  demyelination/remyelination	  mouse	  model	  [143],	  T2	  hyperintensity,	  a	  reduction	  in	  AD	  and	  
an	   increase	   in	  RD	  were	  specifically	  observed	   in	   the	  caudal	   segment	  of	   the	  corpus	  callosum,	  and	  
these	  were	  correlated	  with	  histological	  observations	  of	  demyelination	  (LFB	  staining),	  axonal	  injury	  
(neurofilaments	   staining),	   microglial	   accumulation	   and	   cellular	   infiltration.	   (iv)	   In	   inflammatory	  
optic	   neuritis	   (ON)	   in	   an	   EAE	   mouse	   model	   [144,	   145],	   uniform	   ON	   resulted	   in	   axonal	   injury	  
(decreased	  AD)	  and	  demyelination	  (increased	  RD),	  as	  shown	  in	  Figure	  8.	  

	  



16	  

	  

	  

Figure	  8.	  Assessment	  of	  optic	  nerve	  degeneration	   in	  EAE-‐mice	  using	  DTI	   indices.	  A	  reduction	   in	   relative	  anisotropy	  
(RA)	  value	  can	  be	  observed	  in	  the	  EAE	  mouse	  (b)	  compared	  with	  the	  control	  subject	  (a).	  Axial	  diffusivity	  decreases	  and	  
radial	  diffusivity	  increases	  in	  the	  EAE	  mouse	  (d,	  f,	  respectively),	  in	  comparison	  with	  the	  control	  (c,	  e,	  respectively).	  DTI	  
was	  acquired	  using	  Stejskal-‐Tanner	  sequence	  at	  4.7T,	  TR=1.7	  second,	  TE=50	  ms,	  6	  diffusion	  directions	  acquired	  with	  b-‐
value=838	  s/mm2,	  NEX=4,	  slice	  thickness=0.5	  mm,	  FOV=3×3	  cm,	  and	  resolution=59	  ×	  59	  ×	  500	  μm	  [77].	  

A	  recent	  study	   [146]	  has	  assessed	  the	  axial	  and	  radial	  diffusivities	  within	   the	  abnormally	   low	  FA	  
areas	   in	   the	   brains	   of	   patients	   with	   MS.	   The	   brain	   regions	   examined	   include	   fornices,	   inferior	  
longitudinal	  fasciculus,	  optic	  radiations,	  and	  parts	  of	  the	  corpus	  callosum.	  There	  was	  an	  increase	  in	  
RD	   caused	   by	   demyelination	   but	   surprisingly,	   there	   was	   only	   a	   small	   increase	   in	   AD	   [146].	   	   A	  
complicated	  pattern	  of	  change	  in	  diffusivities	  may	  occur	  due	  to	  axonal	  loss	  [147]	  or	  an	  increase	  in	  
axonal	  diameter.	  This	  was	  supported	  by	  previous	  findings	  in	  post-‐mortem	  MS	  spinal	  cord	  studies	  
which	  showed	  areas	  of	  T2	  WI	  hyperintensities	  [148].	  For	  areas	  containing	  crossing	  fibers,	  abnormal	  
changes	   to	   the	   FA,	   AD	   and	   RD	  must	   be	   carefully	   assessed	   as	  MS	   pathology	   in	   these	   areas	   can	  
produce	  unexpected	  results	  such	  as	  an	  apparent	  increase	  in	  diffusion	  anisotropy	  [133].	  

Investigation	  of	  DTI	  parametric	  changes	   in	  MS	  rodent	  models	  [77,	  142,	  143]	  may	  not	  necessarily	  
reflect	  pathological	  changes	  in	  patients	  with	  MS.	  For	  example	  in	  the	  mouse	  model	  of	  MS,	  changes	  
in	  RD	  were	  not	  observed,	   although	   severe	  demyelination,	   inflamation	  and	  axonal	   damage	  were	  
detected	   by	   histology	   [131].	   Such	   negative	   observations	   may	   be	   due	   to	   confounding	   factors	  
affecting	   RD	   senstivity	   for	   detection	   of	   demyelination;	   for	   example,	   inflammation	   due	   to	   the	  
presence	  of	  activated	  microglia	  and	  macrophages,	  T	  cell	  infiltration,	  as	  well	  as	  vasogenic	  oedema	  
affect	  the	  apparent	  diffusion	  anisotropy	  in	  MS	  lesions	  [131,	  149].	  	  

Many	  DTI	  studies	  of	  human	  MS	  [110,	  124,	  146,	  150,	  151]	  and	  rodent	  models	  [77,	  143,	  152,	  153]	  
are	   focused	  on	  the	  WM	  structures	  as	   they	  are	  the	  anticipated	  sites	  of	  MS	  pathological	  changes.	  
High	  WM	  anisotropy	  provides	   characteristics	   for	   sensitive	  detection	  of	  MS	  pathological	   changes	  
using	  DTI	  measures	  [110,	  124,	  146,	  150,	  151].	  MS,	  however,	  is	  a	  whole	  brain	  disease	  and	  can	  affect	  
GM	  and	  cortical	  areas	  [85].	  A	  three	  year	   longitudinal	  study	  of	  relapsing	  remitting	  MS	  patients	  at	  
1.5T	  has	  reported	  an	  increase	  of	  FA	  in	  normal	  appearing	  grey	  matter	  (NAGM)	  and	  cortical	   lesion	  
volume,	   which	   are	   correlated	   with	   clinical	   disability	   [20].	   This	   unexpected	   finding	   may	   be	  
explained	  by	  crossing	  fibers	   in	  the	  grey	  matter,	  which	  appeared	  to	  have	   low	  FA	  when	  measured	  
using	   DTI	   [20].	   The	   MS	   pathology	   may	   selectively	   reduce	   one	   fibre	   population	   in	   the	   crossing	  
fibres,	  such	  that	  this	  resulted	  in	  an	  apparent	  increase	  in	  FA	  measures	  [133].	  	  
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DTI	  Tractography	  studies	  in	  MS	  

DTI	   tractography	  reconstruction	  provides	  a	  unique	  depiction	  of	   three-‐dimensional	  projections	  of	  
neural	  structures,	  which	  is	  useful	  for	  studying	  brain	  connectivity.	  DTI	  tractography	  can	  potentially	  
be	  used	  to	  stage	  MS	  progression	  as	  MS	  lesions	  produce	  local	  or	  global	  disruptions	  in	  the	  WM	  fibre	  
architecture	   that	   affect	   fibre	   tractography	   profiles	   and	   streamline	   numbers	   [77,	   154].	   DTI	  
tractography	  is	  useful	  for	  extracting	  WM	  pathways	  in	  patients	  with	  MS,	  for	  example,	  in	  the	  corpus	  
callosum,	   for	   investigation	  of	  undetected	  NAWM	  lesions	  and	  consequential	   correlation	  between	  
the	  clinical	  symptoms	  and	  the	  imaging	  findings	  [123,	  150].	  	  

There	   are	   various	  methods	   available	   to	   process	   diffusion-‐weighted	   imaging	   data	   in	   performing	  
tractography	   [155-‐157].	   In	   general,	   tractography	   image	   processing	   firstly	   involves	   the	  
determination	  of	  fibre	  orientation	  distribution,	  followed	  by	  the	  propagation	  of	  tracts	  (streamlines)	  
using	  deterministic	  [158]	  and	  probabilistic	  fibre	  tracking	  methods	  [133,	  159].	  Tractography	  can	  be	  
performed	   for	   the	   whole	   brain,	   or	   selectively	   using	   specific	   seeding	   and	   targeted	   regions	   of	  
interest	  [159,	  160].	  	  

DTI	  tractography	  has	  been	  used	  to	  visualize	  the	  effect	  of	  MS	  lesions	  on	  the	  projection,	  association	  
and	  commissural	  fibres	  [150].	  MS	  patients	  exhibited	  an	  increase	  in	  ADC	  and	  reduction	  in	  FA,	  fibre	  
density	  and	  streamline	  profiles	  within	  MS	  lesions	  and	  NAWM	  compared	  with	  healthy	  subjects,	  in	  
which	  measures	  were	   correlated	  with	   the	  pattern	  of	   EDSS	  or	   clinical	   score	  of	  disability.	  Region-‐
specific	  DTI	  tractography	  has	  also	  demonstrated	  sensitivity	  to	  functional	  changes:	  (i)	  disruption	  of	  
pyramidal	   and	   corticospinal	   tracts	   resulting	   in	   motor	   dysfunction	   [161-‐163];	   (ii)	   disruption	   of	  
left/right	  thalamic	  connectivity	  affecting	  working	  memory	  in	  early	  MS	  [151].	  	  

Limitations	  of	  DWI	  studies	  in	  animal	  models	  

DWI	  studies	  of	  the	  mouse	  brain,	  either	  ex	  vivo	  [140,	  164,	  165]	  or	  in	  vivo	  [77,	  121,	  143]	  are	  based	  
upon	  FA	  or	  orientation	  colour-‐coded	  FA	  maps,	  rather	  than	  fibre	  tracking	  [166].	  In	  addition,	  most	  of	  
the	   fibre-‐tracking	   algorithms	   require	   high	   diffusion	   gradient	   weighting	   (b-‐values)	   and	   a	   large	  
number	  of	  the	  applied	  diffusion-‐encoding	  gradients	  directions	  (High	  Angular	  Resolution	  Diffusion	  
Imaging,	  HARDI).	  This	  contributes	  significantly	  to	  the	  experiment	  time,	  and	  can	  be	  problematic	  for	  
in	  vivo	  DWI	  involving	  unhealthy	  participants.	  	  

Ex	  vivo	  HARDI	  could	  be	  a	  reasonable	  solution,	  although	  post-‐fixation	  procedures	  have	  been	  shown	  
to	  reduce	  the	  diffusivity	  measures	  in	  comparison	  to	  data	  obtained	  from	  in	  vivo	  imaging	  [167,	  168].	  
Such	   affects	   may	   be	   caused	   from	   variable	   tissue	   temperatures,	   microstructure	   properties,	   cell	  
death	  and	  chemical	   fixation	  solution	   [169].	  A	   recent	   study	  examined	   the	  difference	  between	   in-‐
vivo	   and	  ex-‐vivo	   DTI	   in	   assessing	   the	   corpus	   callosum	   in	   both	  wild	   type	   C57BL6	   and	   cuprizone-‐
induced	  mice.	  In	  control	  subjects,	  FA	  measurements	  were	  not	  significantly	  different	  between	  the	  
in	  vivo	  and	  ex	  vivo	  samples;	  however,	  the	  diffusivity	  measurements	  (AD	  and	  RD)	  were	  drastically	  
reduced	   in	   the	   ex-‐vivo	   experiments	   [153].	   Demyelination	   has	   been	   detected	   in	   the	   corpus	  
callosum	   of	   cuprizone	   mice	   but	   there	   is	   little	   agreement	   between	   in-‐vivo	   and	   ex-‐vivo	   FA	  
measurements.	   It	   is	   suggested	   that	   ex	   vivo	   RD	   serves	   as	   a	   potential	   indicator	   of	   demyelination	  
better	  than	  in	  vivo	  RD.	  On	  the	  other	  hand,	  in	  vivo	  AD	  is	  more	  reliable	  than	  ex	  vivo	  AD	  in	  detecting	  
axonal	  injury	  [153].	  	  	  	  	  	  
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The	  primary	  technical	  challenge	  of	  performing	  mouse	  brain	  DWI	  studies	  is	  achieving	  the	  required	  
spatial	   resolution	   while	   preserving	   satisfactory	   signal-‐to-‐noise	   ratio	   (SNR).	   This	   is	   especially	  
important	  during	  the	  application	  of	  strong	  diffusion-‐encoding	  gradients	  which	  results	  in	  significant	  
signal	   attenuation	   and	   lower	   SNR	   [81].	   In	   addition,	   with	   high	   numbers	   of	   sampling	   diffusion-‐
encoding	   directions,	  DWI	   requires	   a	   longer	   experiment	   time	   compared	  with	   other	   conventional	  
MR	   imaging	   modalities	   [131].	   In	   most	   cases,	   rodent	   DWI	   experiments	   are	   acquired	   at	   high	  
magnetic	  field	  (>7T)	  with	  small	  custom	  coils	  built	  to	  boost	  SNR.	  The	  use	  of	  higher	  magnetic	  fields	  
brings	  undesired	  effects	  such	  as	  higher	  magnetic	  susceptibility	  and	  chemical	  shift	  artefacts,	  longer	  
T1	   and	   shorter	   T2	   relaxation	   times	   [42].	   DWI	   is	   inherently	   sensitive	   to	   motion	   to	   measure	  
microscopic	  water	  displacement;	  and	  therefore,	  voluntary	  and	  involuntary	  movement	  can	  severely	  
affect	  image	  quality	  [129,	  131,	  154].	  The	  use	  of	  respiratory	  gating	  and	  the	  navigator	  sequence	  has	  
been	  developed	  to	  reduce	  these	  artefacts	  [170].	  	  

Assessing	  axonal	  pathology	  has	  become	  an	   integral	  and	  critical	  part	   in	  the	  diagnosis	  of	  MS.	  DW-‐
MRI	   provides	   unique	   measurements	   of	   the	   distribution	   of	   water	   molecules	   in	   neural	   tissue,	  
especially	  along	  the	  axons	  [171,	  172].	  Recent	  advances	  of	  DWI-‐MRI	  involves	  development	  of	  axon	  
density	   and	   diameter	   measurements	   in	   the	   white	   matter	   of	   the	   living	   human	   brain,	   which	  
potentially	  bring	  significant	   improvement	  to	  the	  detailed	  characterisation	  of	  MR	  pathology	  [171,	  
173].	  However,	   challenges	   remain	  before	  DWI	  methods	   can	  be	  applied	   in	   clinical	   studies.	   These	  
include	   the	   requirement	   for	   high	   gradient	   amplitude	   (b>3000	   s/mm2),	   relatively	   long	   imaging	  
times	  to	  account	  for	  multiple	  diffusion	  directions	  and	  diffusion	  weightings,	  and	  prior	  knowledge	  of	  
the	  fibre	  orientation	  [173].	  	  

3.4. Magnetization transfer imaging (MTI) 

MTI	   is	   a	   quantitative	   MRI	   technique	   utilising	   the	   interaction	   and	   exchange	   between	   mobile	  
protons	   in	  a	   free	  water	  pool	  and	  bound	  protons	  to	  macromolecules.	  The	  magnetization	  transfer	  
ratio	   (MTR)	   is	  measured	  by	   the	   incorporation	  of	  saturation	  pulses	   into	   the	  preparative	  part	  of	  a	  
gradient	  echo	  or	  a	  spin	  echo	  sequence	  [134,	  174,	  175].	  MTR	  analysis	  can	  be	  done	  through	  a	  whole	  
brain	   voxel	   based	   analysis	   (VBA)	   or	   using	   regions	   of	   interest,	   in	   which	   the	   MTR	   values	   are	  
calculated	   from	   two	   sets	   of	   images	   acquired	   with	   and	   without	   the	   magnetisation	   transfer	  
saturation	   pulses	   [134,	   174,	   175].	   MTI	   allows	   the	   depiction	   of	   several	   diffuse	   occult	   MS	  
pathologies,	  for	  example,	  demyelination,	  gliosis	  and	  inflammation	  [82,	  176].	  

In	   patients	   [177,	   178]	   and	   animal	   models	   [179],	   MS	   pathology	   was	   detected	   by	   an	   abnormal	  
reduction	   in	  MTR,	  which	  was	  suggested	  to	  reflect	  demyelination	  and	  axonal	   loss.	  However,	  MTR	  
determination	   of	   MS	   pathology	   is	   somewhat	   non-‐specific,	   because	  MTR	   reduction	   can	   also	   be	  
caused	  by	  other	  pathological	  processes,	  such	  as	  oedema,	  gliosis	  and	  inflammation	  [134].	  	  

Several	   groups	   [180-‐182]	  have	   investigated	  change	   in	  MTR	  and	  correlated	   it	  with	   lesion	  genesis	  
and	   evolution.	   MTR	   reduction	   was	   observed	   a	   few	   months	   preceding	   observable	   Gd	  
enhancement,	  and	  a	  further	  reduction	  in	  MTR	  for	  Gd-‐enhanced	  lesions	  has	  potential	  to	  highlight	  
deteriorating	   MS	   lesions	   [183,	   184].	   MTR	   can	   be	   combined	   with	   conventional	   MRI	   methods,	  
providing	  additional	  diagnostic	  value	  in	  predicting	  the	  evolution	  of	  T1	  WI	  hypointense	  lesions	  [183,	  
184].	  	  

A	  modest	   reduction	   in	  MTR	   followed	   by	   a	   partial	   or	   complete	   recovery	   of	  MTR	   could	   indicate	  
remyelination	   or	   other	   repair	   mechanisms	   during	   resolution	   of	   inflammation	   or	   gliosis	   [185].	  
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Abnormal	   changes	   in	   MTR	   were	   also	   sensitive	   or	   detection	   of	   MS	   lesions	   within	   the	   normal	  
appearing	  white	  and	  grey	  matter	   [185].	   In	  other	  work	   [35]	   there	  were	  significant	   fluctuations	   in	  
the	   MTR	   within	   active	   gadolinium-‐enhanced	   lesions,	   consistent	   with	   the	   demyelination	   and	  
remyelination	  process	  over	  a	  period	  of	  three	  years.	  

In	  a	  comparision	  study	  [30]	  (figure	  9)	  of	  relapsing	  remitting	  MS	  using	  the	  PLP	  (proteolipid	  protein)	  
induced	  mouse	  model	  of	  MS	  and	  a	  chronic	  MOG-‐induced	  EAE	  mouse	  model	  of	  MS,	  MTR	  histogram	  
analysis	  of	  the	  whole	  brain	  showed	  a	  significant	  reduction	  in	  MTR	  values	  in	  early	  stage	  disease	  (13	  
days	  post	   immunization).	  Using	  VBA,	  MTR	  reduction	  was	  found	  in	  multiple	  brain	  regions	  such	  as	  
the	   corpus	   callosum,	   caudate	   putamen	   and	   hippocampus	   [30].	   These	   early	   remarkable	   changes	  
may	  reflect	  widespread	  changes	  to	  the	  myelin	  structure	  [186].	  However,	  as	  the	  disease	  progressed	  
and	  during	  the	  chronic	  stages	  of	  the	  disease	  cycle	  (28	  days	  post	   immunization),	  the	  reduction	   in	  
MTR	   values	   was	   not	   significant,	   which	   could	   indicate	   less	   structural	   damage,	   initiation	   of	   the	  
myelin	  repairing	  mechanism,	  or	  inter-‐individual	  variability	  between	  mice	  at	  the	  chronic	  stage	  [30].	  	  

On	   the	  other	  hand,	  using	   chronic	  MOG	   induced	  mouse	  models	  of	  MS,	   there	  was	  a	   reduction	   in	  
MTR	   during	   three	   stages	   (	   11,	   17	   and	   28	   days	   post	   immunisation)	   [30].	   This	   emphasises	   the	  
importance	   of	   structural	   and	   axonal	   damage	   as	   a	   primary	   pathological	   process	   in	   the	   MOG-‐
induced	  model.	  This	  study	  confirms	  changes	  observed	   in	  a	  previous	  microscopic	  and	  histological	  
study	   of	   the	   spinal	   cord	   using	   the	   same	   EAE	   model	   [186,	   187].	   Also,	   in	   the	   same	   study,	  
hematoxylin	  and	  eosin	  (H	  &E)	  staining	  detected	  perivascular	  parenchymel	  cellular	  infiltration.	  LFB	  
additionally	   demonstrated	   demyelination	   in	   the	   brain	   stem,	   thalamus	   and	   corpus	   callosum[30].	  
Glatiramer	   acetate	   (GA)	   has	   been	   given	   to	   both	   the	   relapsing	   remitting	   PLP	   and	   chronic	  MOG	  
groups	  where	  the	  MTR	  values	  showed	  pseudonormalisation	  or	  recovery	  toward	  the	  normal	  values	  
in	  both	  groups.	  These	  results	  support	  the	  role	  of	  MTR	  imaging	  as	  a	  marker	  of	  remyelination	  [30].	  	  	  

3.5. Susceptibility Weighted Imaging (SWI) 

Susceptibility	   differences	   between	   tissues	   offers	   a	   unique	   contrast	   [188].	   SWI	   is	   based	   on	   T2*	  
weighted	   imaging,	   but	   consists	   of	   magnitude	   and	   phase	   information	   [189].	   At	   sufficiently	   long	  
echo	   time	   (TE),	   the	   signals	   from	   white	   and	   grey	   matter,	   due	   to	   their	   different	   magnetic	  
susceptibility,	  become	  out	  of	  phase.	  Therefore,	  phase	  imaging	  can	  be	  used	  to	  enrich	  the	  contrast	  
between	   tissue	   types	   as	  well	   as	   accentuating	   iron	   laden	   tissues	   and	   venous	  blood	   vessels	   [189,	  
190].	  

A	  recent	  MS	  imaging	  study	  using	  T2*	  weighted	  imaging	  at	  7T	  [191]	  has	  explored	  the	  relationship	  
between	  MS	  lesions	  and	  deep	  veins.	  The	  occurrence	  of	  plaque	  in	  association	  with	  deep	  veins	  has	  
been	  established	  in	  previous	  histopathological	  studies,	  where	  the	  presence	  of	  the	  central	  vein	  or	  
venule	   in	   the	  white	  matter	   lesion	  were	   suggested	   to	   be	   a	   distinctive	  marker	   for	   differentiating	  
between	  demyelinated	  MS	  lesions	  and	  non-‐MS	  lesions	  [191].	  	  

However,	  this	  technique	  requires	  investigation	  at	  lower	  field	  strength	  to	  assess	  its	  sensitivity	  in	  a	  
clinically	   relevant	   environment.	   Susceptibility	   weighted	   angiography	   at	   3T	   [192]	   showed	   that	  
central	  veins	  could	  be	  correlated	  with	  white	  matter	  lesions	  (WML)	  with	  or	  without	  demyelination.	  
Therefore,	   distinguishing	   the	   origin	   of	   central	   vein	   WML	   from	   MS	   or	   other	   neuropathological	  
changes	  is	  problematic	  [192].	  	  	  
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Figure	   9.	   Magnetisation	   transfer	   application	   to	   study	   pathological	   changes	   in	   both	   MOG	   and	   PLP	   models	  
Comparisons	  between	  (A)	  chronic	  MOG	  and	  (B)	  relapsing	  remitting	  (RR)	  PLP	  EAE	  induced	  models	  during	  MS	  cycle.	  (C)	  
Whole	  brain	  MTR	  histogram	  shows	  reduction	  of	  MTR	  values	  in	  both	  groups	  but	  there	  was	  variability	  of	  the	  MTR	  values	  
in	  the	  RR-‐PLP	  EAE	  group	  [30].	  

The	  role	  of	  perivenous	  space	  in	  developing	  MS	  lesion	  is	  still	  controversial	  [85,	  193,	  194].	  Dynamic	  
contrast	   enhanced	   studies	  may	  provide	  a	  better	  understanding	  of	   the	   relationship	  between	   the	  
central	  vein	  and	  MS	  lesions.	  Disruption	  of	  the	  blood	  brain	  barrier	  (BBB)	  is	  an	  early-‐established	  MS	  
lesion	  formation	  indicator	  [195].	  However,	  it	  is	  not	  well	  defined	  whether	  the	  BBB	  disruption	  is	  the	  
primary	   event	   that	   leads	   to	   lesion	   formation,	   or	   a	   secondary	   event	   that	   occurs	   after	   diffuse	  
parenchymal	   tissue	   damage	   [85].	   A	   recent	   study	   [195]	   has	   explored	   two	   patterns	   of	   enhanced	  
lesions:	   new	   lesions	   tend	   to	   enhance	   centrifugally	   and	   established,	  whereas	   old	   lesions	   tend	   to	  
enhance	  centripetally.	  This	  observation	  may	  be	  significant	  in	  resolving	  questions	  between	  opening	  
and	  closing	  of	  the	  BBB	  with	  the	  central	  vein	  in	  MS	  lesion;	  and	  also	  establishing	  whether	  vascular	  
permeability	   could	   be	   used	   as	   a	   distinctive	   surrogate	   distinctive	   marker	   of	   acute	   and	   chronic	  
lesions	  [194].	  

SWI	   hypointense	   lesions	   have	   been	   demonstrated	   in	   EAE	   mice	   immunized	   with	   MOG35-‐55,	  
complete	  Freud’s	  adjuvant	  (CFA)	  and	  pertussis	  toxin	  (PT)	  [196].	  These	  lesions	  were	  more	  prevalent	  
in	  the	  lumbar	  spinal	  cord	  and	  cerebellum	  during	  the	  peak	  of	  disease	  severity	  at	  around	  days	  16-‐19,	  
as	  well	  as	  during	  long-‐term	  imaging	  at	  day	  30	  up	  to	  6	  months	  (figure	  10).	  In	  addition,	  some	  of	  the	  
lesions	  were	  no	  longer	  visible	  following	  perfusion;	  the	  percentages	  of	  the	  remaining	  lesions	  after	  
perfusion	  were	  60.1	  %	  and	  46.6%	  in	  the	  spinal	  cord	  and	  cerebellum	  respectively.	  This	  could	  be	  an	  
indicator	   of	   the	   role	   of	   deoxyhemoglobin	   in	   the	   lumen	   vessels,	   in	   which	   they	   would	   have	  
disappeared	  in	  ex-‐vivo	  imaging	  [196].	  Histopathology	  analyses	  of	  SWI	  hypointense	  lesions	  revealed	  
iron	   deposition,	   inflammation	   and	   demyelination	   within	   the	   white	  matter	   of	   the	   lumbar	   spinal	  
cord,	  and	  inflammatory	  perivascular	  cuffs	  within	  the	  white	  matter	  of	  the	  cerebellum	  [196].	  	  
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Figure	  10.	  Visualization	  of	  SWI	  hypointense	   lesions	   in	   the	  cerebellar	  white	  matter	  of	  EAE	  mice,	  MS	   lesions	  can	  be	  
observed	  in	  SWI	  (zoomed	  column)	  during	  the	  peak	  EAE	  (18	  days	  post	  immunisation)	  and	  long-‐term	  disease	  progression	  
(6	  months	   post	   immunisation).	   These	   lesions	   (black	   arrows)	   have	   not	   been	   detected	   in	   the	   naive	   and	   control	  mice	  
immunized	   with	   complete	   Freud	   adjuvant	   and	   pertussis	   toxin.	   SWI	   was	   acquired	   using	   3D	   gradient	   echo	   flow	  
compensated	   at	   9.4T,	   imaging	   parameters:	   TR/TE=	   50/4	   ms,	   FA=15°,	   NEX=17,	   FOV=0.92×1.28×1.28,	   voxel	  
size=48×100×400	  μm)	  [196].	  

4. Conclusion  

This	   review	   paper	   provides	   an	   overview	   of	   recent	   developments	   in	   MRI	   modalities	   tailored	   to	  
investigation	  of	  specific	  aspects	  of	  MS	  using	  animal	  models	  and	  to	  enhance	  diagnostic	  accuracy	  in	  
patients.	   These	   recent	  MRI	   developments	   include	   the	   introduction	   of	  more	   sensitive	   cryogenic	  
coils	  and	  imaging	  at	  higher	  field	  strength.	  	  

Key	  aspects	  of	  MS	   that	   can	  be	  monitored	  by	  MRI	   include	  BBB	   leakage,	   immune	  cell	   infiltration,	  
inflammation,	   demyelination,	   axonal	   injury,	   and	   changes	   in	   brain	   connectivity	   and	   structural	  
volumes	   [1].	   In	   addition	   to	   these	  pathological	   changes,	   remyelination,	  which	   is	   observed	  during	  
the	   chronic	   stage,	   can	  be	   a	   significant	   biomarker	   of	   restoration	  of	   nervous	   system	   functionality	  
[197].	   Also,	   vascular	   permeability	   can	   be	   considered	   as	   a	   distinctive	   marker	   for	   distinguishing	  
between	  acute	  and	  chronic	  MS	  lesions	  [194].	  	  	  	  

In	   the	   clinical	   setting,	   conventional	  MRI	   techniques	   have	   been	   employed	   to	   detect	   established	  
lesions	   in	   chronic	  MS,	   but	   are	   generally	   insensitive	   during	   the	   initial	   stages	   of	   the	   disease	   [15].	  
Optimised	   methods	   such	   as	   FLAIR	   and	   DIR	   at	   high	   magnetic	   field	   strength	   provide	   improved	  
sensitivity	  for	  detection	  of	  cortical	  lesions	  [20].	  DWI	  can	  also	  detect	  such	  changes	  with	  additional	  
advantages:	   (i)	   sensitivity	   for	   detection	  of	   early	  MS	  especially	   in	   the	  normal-‐appearing	  white	  or	  
grey	  matter;	  and	  (ii)	  detection	  of	  changes	   in	  brain	  connectivity	  and	  fibre	  density	  with	  significant	  
correlation	  with	  patient	  disability	  status	  [20,	  134].	  MTR	  is	  sensitive	  to	  changes	  in	  myelin	  content,	  
and	   appears	   useful	   to	   differentiate	   demyelinated	   from	   remyelinated	   lesions	   [35].	   SWI	   provides	  
unique	   contrast	   either	   based	   on	   T2*	   or	   susceptibility	   changes	   and	  may	   become	   an	   increasingly	  
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important	   technique,	   particularly	   at	   higher	   field	   strength	   [198].	   There	   are	   several	   controversial	  
imaging	  markers	   that	   have	   been	   proposed	   from	   SWI	   studies	   such	   as	   central	   vein	   detection	   but	  
they	  require	  lengthy	  longitudinal	  studies	  and	  standardized	  imaging	  protocols	  [192].	  	  	  

Longitudinal	  MRI	   imaging	  of	  rodent	  models	  of	  MS	  facilitate	   investigation	  of	  temporal	  changes	   in	  
the	  brain	  during	  progression	  from	  the	  acute	  to	  the	  chronic	  stages	  of	  MS	  disease.	  In	  general,	  MRI	  
findings	  observed	  in	  patients	  with	  MS	  patients	  have	  been	  similarly	  observed	  in	  rodent	  models	  of	  
MS.	   	   These	   include	   T2	   hypointensity	   of	   the	   deep	   grey	   matter	   lesions	   [93],	   USPIO	   detection	   of	  
immune	  cell	  infiltration	  [117],	  reduction	  in	  FA	  due	  demyelination	  [77]	  and	  brain	  atrophy	  [32].	  	  

Table	  2.	  Correlation	  between	  MRI	  observations	  in	  patients	  with	  MS	  and	  rodent	  models	  

MRI	  observations	  	   Human	  MS	  studies	   Rodent	  MS	  studies	  

T1	  WI	  hypointensity	  
lesions	  

For	  detection	  of	  advanced	  
MS	  lesions	  [15].	  

Detected	  in	  the	  TMEV	  mouse	  
model	  to	  investigate	  the	  role	  of	  
the	  adaptive	  immune	  system	  
[80].	  

T2	  WI	  hypointensity	  
lesions	  in	  the	  deep	  grey	  
matter	  

Good	  correlation	  with	  
clinical	  disabilities	  [95,	  96].	  
Requires	  detection	  using	  
high	  magnetic	  field,	  such	  
that	  it	  may	  be	  difficult	  to	  
apply	  in	  the	  setting.	  	  

Observed	  in	  the	  TMEV	  mouse	  
model	  and	  could	  be	  useful	  for	  
efficacy	  assessment	  of	  novel	  MS	  
treatments	  [93].	  

Changes	  in	  brain	  volumes	   Distinct	  biomarker	  for	  
advanced	  disease	  
progression	  [87-‐89].	  

In	  EAE	  mouse	  model,	  the	  loss	  of	  
cortical	  volume	  was	  due	  to	  loss	  
of	  Purkinje	  cells	  in	  the	  molecular	  
cortex	  [32,	  78].	  

USPIO	  enhancement	  	   An	  indicator	  of	  immune	  cell	  
infiltration	  [120].	  

Observed	  in	  the	  relapsing	  
remitting	  EAE	  mouse	  model	  of	  
MS;	  linked	  with	  presence	  of	  
macrophages	  and	  demyelination	  
[117].	  	  

Central	  veins	  observed	  
on	  T2*	  WI	  and	  
hypointensity	  on	  SWI	  

Distinctive	  imaging	  markers	  
in	  determining	  MS	  
demyelinated	  and	  non-‐
demyelinated	  lesions	  [191]	  

These	  lesions	  observed	  in	  the	  
lumbar	  spinal	  cord	  and	  
cerebellum	  of	  EAE-‐mice	  [196]	  	  
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Table	  3.	  Summary	  of	  MRI	  observations	  and	  pathological	  correlations	  

Technique	   MRI	  changes	  
in	  patients	  
with	  MS	  

Pathobiological	  correlations	   References	  

T1	  WI	   Hypo-‐intensity	   Severity	  of	  tissue	  damage	  	   [80,	  104,	  134]	  

T2	  WI	   Hyper-‐intensity	   Active	  (developing)	  MS	  lesions	  	   [13,	  82]	  

T1	  pre/post	  
contrast	  

Hypo-‐intensity	   Combination	  of	  demyelination	  and	  axonal	  
loss	  	  

[15,	  27,	  199]	  

T1	  post	  
contrast	  

Hyper-‐intensity	   Permeability	  of	  the	  blood	  brain	  barrier	  and	  
activity	  of	  MS	  lesions	  

[34,	  102,	  120]	  

MTR	   Decrease	   Progressive	  demyelination	  over	  time	   [35,	  174,	  185]	  

Increase	   Partial	  remyelination	  within	  active	  MS	  
lesion	  

MD	   Increase	   Extracellular	  oedema	  and	  inflammation	   [122]	  

FA	   Decrease	   Lower	  axonal	  bundle	  coherence	  in	  WM	  
lesions	  or	  lesions	  in	  NAWM	  

[123,	  200]	  

Axial	  
diffusivity	  

Decrease	   Axonal	  damage	  	   [146]	  

Radial	  
diffusivity	  

Increase	  

	  

	  

Demyelination	  	   [139,	  140,	  146]	  

MTR	   Decrease	   Progressive	  demyelination	  over	  time	   [150]	  

Increase	   Partial	  remyelination	  within	  active	  MS	  
lesions	  

	  

SWI	   Central	  veins	  in	  
the	  MS	  lesion	  on	  

T2*WI	  

Distinctive	  marker	  of	  demyelinated	  and	  non	  
demyelinated	  lesions	  	  

[192]	  

Hypointense	  
lesions	  on	  SWI	  

images	  

Distinguishing	  biomarker	  of	  active	  and	  
chronic	  MS	  lesions	  

[196]	  



24	  

	  

References 

1.	   Lassmann	  H:	  Pathology	  and	  disease	  mechanisms	   in	  different	   stages	  of	  multiple	   sclerosis.	  
Journal	  of	  the	  neurological	  sciences,	  (2013).	  

2.	   Khan	   N,	   Smith	   MT:	   Multiple	   sclerosis-‐induced	   neuropathic	   pain:	   pharmacological	  
management	   and	   pathophysiological	   insights	   from	   rodent	   EAE	   models.	  
Inflammopharmacology,	  1-‐22	  (2013).	  

3.	   Stadelmann	   C,	   Wegner	   C,	   Bruck	   W:	   Inflammation,	   demyelination,	   and	   degeneration‚	   A	  
recent	  insights	  from	  MS	  pathology.	  Biochimica	  et	  Biophysica	  Acta	  (BBA)-‐Molecular	  Basis	  of	  
Disease	  1812(2),	  275-‐282	  (2011).	  

4.	   Trapp	  BD,	  Nave	  KA:	  Multiple	  sclerosis:	  an	   immune	  or	  neurodegenerative	  disorder?	  Annu.	  
Rev.	  Neurosci.	  31,	  247-‐269	  (2008).	  

5.	   Simmons	   R:	   Economic	   Impact	   of	   Multiple	   Sclerosis	   in	   2010	   Australian	   MS	   Longitudinal	  
Study.	  (2011).	  

6.	   Noseworthy	   J,	   Lucchinetti	   C,	   Rodriguez	   M,	   Weinshenker	   B:	   Medical	   progress:	   multiple	  
sclerosis.	  New	  England	  Journal	  of	  Medicine-‐Unbound	  Volume	  343(13),	  938-‐952	  (2000).	  

7.	   Shivane	   AG,	   Chakrabarty	   A:	   Multiple	   sclerosis	   and	   demyelination.	   Current	   Diagnostic	  
Pathology	  13(3),	  193-‐202	  (2007).	  

8.	   Herndon	   RM:	   Multiple	   sclerosis:	   immunology,	   pathology,	   and	   pathophysiology.	   	   Demos	  
Medical	  Publishing,	  (2003).	  

9.	   Lassmann	  H:	  Models	   of	  multiple	   sclerosis:	   new	   insights	   into	   pathophysiology	   and	   repair.	  
Current	  opinion	  in	  neurology	  21(3),	  242	  (2008).	  

10.	   Lassmann	   H,	   Bruck	   W,	   Lucchinetti	   CF:	   The	   immunopathology	   of	   multiple	   sclerosis:	   an	  
overview.	  Brain	  Pathology	  17(2),	  210-‐218	  (2007).	  

11.	   Popescu	   BFG,	   Lucchinetti	   CF:	   Pathology	   of	   demyelinating	   diseases.	   Annual	   Review	   of	  
Pathology:	  Mechanisms	  of	  Disease	  7,	  185-‐217	  (2012).	  

12.	   Ontaneda	   D,	   Hyland	   M,	   Cohen	   JA:	   Multiple	   sclerosis:	   new	   insights	   in	   pathogenesis	   and	  
novel	  therapeutics.	  Annual	  Review	  of	  Medicine	  63,	  389-‐404	  (2012).	  

13.	   Filippi	  M,	  Rocca	  MA,	  Barkhof	  F	  et	  al.:	  Association	  between	  pathological	  and	  MRI	  findings	  in	  
multiple	  sclerosis.	  The	  Lancet	  Neurology	  11(4),	  349-‐360	  (2012).	  

14.	   Bammer	  R,	  Fazekas	  F:	  Diffusion	  imaging	  in	  multiple	  sclerosis.	  Neuroimaging	  Clinics	  of	  North	  
America	  12(1),	  71-‐106	  (2002).	  

15.	   Filippi	  M,	  Rocca	  MA:	  MR	  imaging	  of	  multiple	  sclerosis.	  Radiology	  259(3),	  659-‐681	  (2011).	  
16.	   Bo	  L,	  Geurts	  JJG,	  Van	  Der	  Valk	  P,	  Polman	  C,	  Barkhof	  F:	  Lack	  of	  correlation	  between	  cortical	  

demyelination	   and	   white	   matter	   pathologic	   changes	   in	   multiple	   sclerosis.	   Archives	   of	  
neurology	  64(1),	  76	  (2007).	  

17.	   Kutzelnigg	  A,	  Lucchinetti	  CF,	  Stadelmann	  C	  et	  al.:	  Cortical	  demyelination	  and	  diffuse	  white	  
matter	  injury	  in	  multiple	  sclerosis.	  Brain	  128(11),	  2705-‐2712	  (2005).	  

18.	   Pitt	  D,	  Boster	  A,	  Pei	  W	  et	  al.:	   Imaging	  cortical	   lesions	  in	  multiple	  sclerosis	  with	  ultra-‐high-‐
field	  magnetic	  resonance	  imaging.	  Archives	  of	  neurology	  67(7),	  812	  (2010).	  

19.	   Schmierer	  K,	  Parkes	  HG,	  So	  PW	  et	  al.:	  High	  field	  (9.4	  Tesla)	  magnetic	  resonance	  imaging	  of	  
cortical	  grey	  matter	  lesions	  in	  multiple	  sclerosis.	  Brain	  133(3),	  858-‐867	  (2010).	  

20.	   Calabrese	  M,	   Rinaldi	   F,	   Seppi	   D	   et	   al.:	   Cortical	   diffusion-‐tensor	   imaging	   abnormalities	   in	  
multiple	  sclerosis:	  a	  3-‐year	  longitudinal	  study.	  Radiology	  261(3),	  891-‐898	  (2011).	  

21.	   Chen	  WC,	  Foxley	  S,	  Miller	  KL:	  Detecting	  microstructural	  properties	  of	  white	  matter	  based	  
on	  compartmentalization	  of	  magnetic	  susceptibility.	  NeuroImage,	  (2012).	  



25	  

	  

22.	   Wharton	  S,	  Bowtell	  R:	  Fiber	  orientation-‐dependent	  white	  matter	  contrast	  in	  gradient	  echo	  
MRI.	  Proceedings	  of	  the	  National	  Academy	  of	  Sciences	  109(45),	  18559-‐18564	  (2012).	  

23.	   Yablonskiy	  DA,	  Luo	  J,	  Sukstanskii	  AL,	  Iyer	  A,	  Cross	  AH:	  Biophysical	  mechanisms	  of	  MRI	  signal	  
frequency	  contrast	   in	  multiple	  sclerosis.	  Proceedings	  of	  the	  National	  Academy	  of	  Sciences	  
109(35),	  14212-‐14217	  (2012).	  

24.	   Geurts	  JJG,	  Pouwels	  PJW,	  Uitdehaag	  BMJ,	  Polman	  CH,	  Barkhof	  F,	  Castelijns	  JA:	  Intracortical	  
Lesions	   in	  Multiple	  Sclerosis:	   Improved	  Detection	  with	  3D	  Double	   Inversion-‐Recovery	  MR	  
Imaging1.	  Radiology	  236(1),	  254-‐260	  (2005).	  

25.	   Geurts	   JJG,	   Bo	   L,	   Pouwels	   PJW,	   Castelijns	   JA,	   Polman	   CH,	   Barkhof	   F:	   Cortical	   lesions	   in	  
multiple	   sclerosis:	   combined	   postmortem	   MR	   imaging	   and	   histopathology.	   American	  
Journal	  of	  Neuroradiology	  26(3),	  572-‐577	  (2005).	  

26.	   Sethi	  V,	  Yousry	  TA,	  Muhlert	  N	  et	  al.:	  Improved	  detection	  of	  cortical	  MS	  lesions	  with	  phase-‐
sensitive	   inversion	   recovery	  MRI.	   Journal	   of	  Neurology,	  Neurosurgery	  &	  Psychiatry	  83(9),	  
877-‐882	  (2012).	  

27.	   Filippi	   M,	   Absinta	   M,	   Rocca	   M:	   Future	   MRI	   tools	   in	   multiple	   sclerosis.	   Journal	   of	   the	  
neurological	  sciences,	  (2013).	  

28.	   Sinnecker	   T,	   Bozin	   I,	   Dörr	   J	   et	   al.:	   Periventricular	   venous	   density	   in	  multiple	   sclerosis	   is	  
inversely	  associated	  with	  T2	   lesion	  count:	  a	  7	  Tesla	  MRI	  study.	  Multiple	  Sclerosis	   Journal,	  
(2012).	  

29.	   Mainero	   C,	   Benner	   T,	   Radding	   A	   et	   al.:	   In	   vivo	   imaging	   of	   cortical	   pathology	   in	  multiple	  
sclerosis	  using	  ultra-‐high	  field	  MRI.	  Neurology	  73(12),	  941-‐948	  (2009).	  

30.	   Aharoni	   R,	   Sasson	   E,	   Blumenfeld-‐Katzir	   T	   et	   al.:	   Magnetic	   resonance	   imaging	  
characterization	  of	  different	  experimental	  autoimmune	  encephalomyelitis	  models	  and	  the	  
therapeutic	  effect	  of	  glatiramer	  acetate.	  Experimental	  Neurology	  240(0),	  130-‐144	  (2013).	  

31.	   Mackenzie-‐Graham	  A:	  In	  vivo	  vs.	  ex	  vivo	  Magnetic	  Resonance	  Imaging	  In	  Mice.	  Frontiers	  in	  
Neuroinformatics	  6,	  (2012).	  

32.	   Mackenzie-‐Graham	   A,	   Rinek	   GA,	   Avedisian	   A	   et	   al.:	   Cortical	   atrophy	   in	   experimental	  
autoimmune	  encephalomyelitis:	  In	  vivo	  imaging.	  NeuroImage	  60(1),	  95-‐104	  (2012).	  

33.	   Pirko	  I,	  Gamez	  J,	  Johnson	  AJ,	  Macura	  SI,	  Rodriguez	  M:	  Dynamics	  of	  MRI	  lesion	  development	  
in	   an	   animal	   model	   of	   viral-‐induced	   acute	   progressive	   CNS	   demyelination.	   NeuroImage	  
21(2),	  576-‐582	  (2004).	  

34.	   Dousset	  V,	  Brochet	  B,	  Deloire	  M	  et	  al.:	  MR	  imaging	  of	  relapsing	  multiple	  sclerosis	  patients	  
using	   ultra-‐small-‐particle	   iron	  oxide	   and	   compared	  with	   gadolinium.	  American	   Journal	   of	  
Neuroradiology	  27(5),	  1000-‐1005	  (2006).	  

35.	   Chen	   JT,	   Collins	   DL,	   Atkins	   HL,	   Freedman	   MS,	   Arnold	   DL:	   Magnetization	   transfer	   ratio	  
evolution	   with	   demyelination	   and	   remyelination	   in	   multiple	   sclerosis	   lesions.	   Annals	   of	  
neurology	  63(2),	  254-‐262	  (2008).	  

36.	   Hammond	  KE,	  Metcalf	  M,	  Carvajal	  L	  et	  al.:	  Quantitative	  in	  vivo	  magnetic	  resonance	  imaging	  
of	  multiple	  sclerosis	  at	  7	  Tesla	  with	  sensitivity	  to	  iron.	  Annals	  of	  neurology	  64(6),	  707-‐713	  
(2008).	  

37.	   Pantano	   P:	   DTI	   Measurements	   in	   Multiple	   Sclerosis:	   Evaluation	   of	   Brain	   Damage	   and	  
Clinical	  Implications.	  Multiple	  sclerosis	  international	  2013,	  (2013).	  

38.	   Ge	   Y,	   Law	   M,	   Grossman	   RI:	   Applications	   of	   diffusion	   tensor	   MR	   imaging	   in	   multiple	  
sclerosis.	  Annals	  of	  the	  New	  York	  Academy	  of	  Sciences	  1064(1),	  202-‐219	  (2006).	  

39.	   Anderson	   SA,	   Frank	   JA:	   MRI	   of	   mouse	   models	   of	   neurological	   disorders.	   NMR	   in	  
Biomedicine	  20(3),	  200-‐215	  (2007).	  



26	  

	  

40.	   Altmann	   DM,	   Boyton	   RJ:	   Models	   of	   multiple	   sclerosis.	   Drug	   Discovery	   Today:	   Disease	  
Models	  1(4),	  405-‐410	  (2004).	  

41.	   Mix	   E,	   Meyer-‐Rienecker	   H,	   Hartung	   HP,	   Zettl	   UK:	   Animal	   models	   of	   multiple	   sclerosis-‐-‐
Potentials	  and	  limitations.	  Progress	  in	  Neurobiology	  92(3),	  386-‐404	  (2010).	  

42.	   Pirko	   I,	   Fricke	   ST,	   Johnson	   AJ,	   Rodriguez	   M,	   Macura	   SI:	   Magnetic	   resonance	   imaging,	  
microscopy,	   and	   spectroscopy	   of	   the	   central	   nervous	   system	   in	   experimental	   animals.	  
NeuroRx	  2(2),	  250-‐264	  (2005).	  

43.	   Denic	  A,	  Macura	  SI,	  Mishra	  P,	  Gamez	   JD,	  Rodriguez	  M,	  Pirko	   I:	  MRI	   in	  Rodent	  Models	  of	  
Brain	  Disorders.	  Neurotherapeutics,	  1-‐16	  (2011).	  

44.	   Rivers	   TM,	   Sprunt	   D,	   Berry	  G:	  Observations	   on	   attempts	   to	   produce	   acute	   disseminated	  
encephalomyelitis	  in	  monkeys.	  The	  Journal	  of	  experimental	  medicine	  58(1),	  39-‐53	  (1933).	  

45.	   Steinman	   L,	   Zamvil	   SS:	   How	   to	   successfully	   apply	   animal	   studies	   in	   experimental	   allergic	  
encephalomyelitis	   to	   research	   on	   multiple	   sclerosis.	   Annals	   of	   neurology	   60(1),	   12-‐21	  
(2006).	  

46.	   Pettinelli	   C,	   Mcfarlin	   D:	   Adoptive	   transfer	   of	   experimental	   allergic	   encephalomyelitis	   in	  
SJL/J	  mice	  after	  in	  vitro	  activation	  of	  lymph	  node	  cells	  by	  myelin	  basic	  protein:	  requirement	  
for	  Lyt	  1+	  2-‐T	  lymphocytes.	  The	  Journal	  of	  Immunology	  127(4),	  1420-‐1423	  (1981).	  

47.	   Denic	   A,	   Johnson	   AJ,	   Bieber	   AJ,	   Warrington	   AE,	   Rodriguez	   M,	   Pirko	   I:	   The	   relevance	   of	  
animal	  models	  in	  multiple	  sclerosis	  research.	  Pathophysiology	  18(1),	  21-‐29	  (2011).	  

48.	   Howe	  CL,	  Rodriguez	  M:	  Remyelination	  as	  neuroprotection.	  Multiple	  Sclerosis	  as	  a	  Neuronal	  
Disease.	  Elsevier,	  Burlington,	  MA,	  389-‐419	  (2005).	  

49.	   Kipp	  M,	  Van	  Der	  Star	  B,	  Vogel	  D	  et	  al.:	  Experimental	  in	  vivo	  and	  in	  vitro	  models	  of	  multiple	  
sclerosis:	  EAE	  and	  beyond.	  Multiple	  Sclerosis	  and	  Related	  Disorders	  1(1),	  15-‐28	  (2012).	  

50.	   Pachner	  AR:	  A	  primer	  of	  neuroimmunological	  disease.	  	  Springer,	  (2012).	  
51.	   Simmons	   SB,	   Pierson	   ER,	   Lee	   SY,	   Goverman	   JM:	  Modeling	   the	   heterogeneity	   of	  multiple	  

sclerosis	  in	  animals.	  Trends	  in	  immunology,	  (2013).	  
52.	   Peiris	   M,	   Monteith	   GR,	   Roberts-‐Thomson	   SJ,	   Cabot	   PJ:	   A	   model	   of	   experimental	  

autoimmune	   encephalomyelitis	   (EAE)	   in	   C57BL/6	   mice	   for	   the	   characterisation	   of	  
intervention	  therapies.	  Journal	  of	  Neuroscience	  Methods	  163(2),	  245-‐254	  (2007).	  

53.	   Hart	   BA,	   Amor	   S:	   The	   use	   of	   animal	   models	   to	   investigate	   the	   pathogenesis	   of	  
neuroinflammatory	  disorders	  of	  the	  central	  nervous	  system.	  Current	  opinion	   in	  neurology	  
16(3),	  375	  (2003).	  

54.	   Richard	  J-‐F,	  Roy	  M,	  Audoy-‐Rémus	  J,	  Tremblay	  P,	  Vallières	  L:	  Crawling	  Phagocytes	  Recruited	  
in	   the	   Brain	   Vasculature	   after	   Pertussis	   Toxin	   Exposure	   through	   IL6,	   ICAM1	   and	   ITGαM.	  
Brain	  Pathology	  21(6),	  661-‐671	  (2011).	  

55.	   Hauser	  SL,	  Bhan	  AK,	  Gilles	  F,	  Kemp	  M,	  Kerr	  C,	  Weiner	  HL:	  Immunohistochemical	  analysis	  of	  
the	   cellular	   infiltrate	   in	   multiple	   sclerosis	   lesions.	   Annals	   of	   neurology	   19(6),	   578-‐587	  
(1986).	  

56.	   Neumann	  H,	  Medana	   IM,	  Bauer	   J,	   Lassmann	  H:	   Cytotoxic	   T	   lymphocytes	   in	   autoimmune	  
and	  degenerative	  CNS	  diseases.	  Trends	  in	  neurosciences	  25(6),	  313-‐319	  (2002).	  

57.	   Kurtzke	  JF:	  Epidemiologic	  contributions	  to	  multiple	  sclerosis.	  Neurology	  30(7	  Part	  2),	  61-‐79	  
(1980).	  

58.	   Poser	   C:	   Pathogenesis	   of	  multiple	   sclerosis.	   A	   critical	   reappraisal.	  Acta	   neuropathologica	  
71(1-‐2),	  1	  (1986).	  

59.	   Ascherio	  A,	  Munger	  KL:	  Environmental	  risk	  factors	  for	  multiple	  sclerosis.	  Part	  I:	  the	  role	  of	  
infection.	  Annals	  of	  neurology	  61(4),	  288-‐299	  (2007).	  



27	  

	  

60.	   Ascherio	  A,	  Munger	  KL,	  Lennette	  ET	  et	  al.:	  Epstein-‐Barr	  virus	  antibodies	  and	  risk	  of	  multiple	  
sclerosis.	   JAMA:	   the	   journal	   of	   the	   American	   Medical	   Association	   286(24),	   3083-‐3088	  
(2001).	  

61.	   De	  Jager	  PL:	  Epidemiology	  and	  Genetics.	  In:	  Multiple	  Sclerosis,	  (Ed.^(Eds).	  Wiley-‐Blackwell,	  
56-‐76	  (2012).	  

62.	   Rodriguez	   M,	   Oleszak	   E,	   Leibowitz	   J:	   Theiler's	   murine	   encephalomyelitis:	   a	   model	   of	  
demyelination	  and	  persistence	  of	  virus.	  Critical	  reviews	  in	  immunology	  7(4),	  325	  (1987).	  

63.	   Zoecklein	   LJ,	   Pavelko	   KD,	   Gamez	   J	   et	   al.:	   Direct	   comparison	   of	   demyelinating	   disease	  
induced	  by	  the	  Daniel's	  strain	  and	  BeAn	  strain	  of	  Theiler's	  murine	  encephalomyelitis	  virus.	  
Brain	  pathology	  13(3),	  291-‐308	  (2003).	  

64.	   Nelson	  A,	  Bieber	  A,	  Rodriguez	  M:	  Contrasting	  murine	  models	  of	  MS.	  Int	  MS	  J	  11(3),	  95-‐99	  
(2004).	  

65.	   Ure	  DR,	  Rodriguez	  M:	  Polyreactive	  antibodies	  to	  glatiramer	  acetate	  promote	  myelin	  repair	  
in	  murine	  model	  of	  demyelinating	  disease.	  The	  FASEB	  journal	  16(10),	  1260-‐1262	  (2002).	  

66.	   Dal	   Canto	  MC,	   Kim	   BS,	  Miller	   SD,	  Melvold	   RW:	   Theiler's	  murine	   encephalomyelitis	   virus	  
(TMEV)-‐induced	  demyelination:	  a	  model	  for	  human	  multiple	  sclerosis.	  Methods	  10(3),	  453-‐
461	  (1996).	  

67.	   Katz-‐Levy	  Y,	  Neville	  KL,	  Girvin	  AM	  et	  al.:	  Endogenous	  presentation	  of	  self	  myelin	  epitopes	  
by	   CNS-‐resident	   APCs	   in	   Theiler’s	   virus–infected	   mice.	   Journal	   of	   Clinical	   Investigation	  
104(5),	  599-‐610	  (1999).	  

68.	   Miller	   RH,	   Fyffe-‐Maricich	   S,	   Caprariello	  AV:	  Chapter	   42	   -‐	   Animal	  Models	   for	   the	   Study	   of	  
Multiple	  Sclerosis.	  In:	  Animal	  Models	  for	  the	  Study	  of	  Human	  Disease,	  Conn	  PM	  (Ed.^(Eds).	  
Academic	  Press,	  Boston	  1037-‐1057	  (2013).	  

69.	   Compston	  A,	  Coles	  A:	  Multiple	  sclerosis.	  The	  Lancet	  372(9648),	  1502-‐1517	  (2008).	  
70.	   Kipp	  M,	  Clarner	  T,	  Dang	  J,	  Copray	  S,	  Beyer	  C:	  The	  cuprizone	  animal	  model:	  new	  insights	  into	  

an	  old	  story.	  Acta	  neuropathologica	  118(6),	  723-‐736	  (2009).	  
71.	   Blakemore	   W,	   Franklin	   R:	   Remyelination	   in	   experimental	   models	   of	   toxin-‐induced	  

demyelination.	  Advances	   in	   multiple	   Sclerosis	   and	   Experimental	   Demyelinating	   Diseases,	  
193-‐212	  (2008).	  

72.	   Bieber	  AJ,	  Kerr	  S,	  Rodriguez	  M:	  Efficient	  central	  nervous	  system	  remyelination	  requires	  T	  
cells.	  Annals	  of	  neurology	  53(5),	  680-‐684	  (2003).	  

73.	   Shields	   SA,	  Gilson	   JM,	   Blakemore	  WF,	   Franklin	   RJM:	  Remyelination	  occurs	   as	   extensively	  
but	   more	   slowly	   in	   old	   rats	   compared	   to	   young	   rats	   following	   gliotoxin‐induced	   CNS	  
demyelination.	  Glia	  28(1),	  77-‐83	  (1999).	  

74.	   Rodriguez	   M:	   Advances	   in	   multiple	   sclerosis	   and	   experimental	   demyelinating	   diseases.	  	  
Springer	  Verlag,	  318,	  (2008).	  

75.	   Matsushima	   GK,	   Morell	   P:	   The	   neurotoxicant,	   cuprizone,	   as	   a	   model	   to	   study	  
demyelination	   and	   remyelination	   in	   the	   central	   nervous	   system.	   Brain	   Pathology	   11(1),	  
107-‐116	  (2001).	  

76.	   Tedeschi	   DG,	   Docimo	   R,	   Bisecco	   A,	   Gallo	   A:	   Neuroimaging	   in	   Multiple	   Sclerosis.	   In:	  
Neuropsychiatric	  Dysfunction	  in	  Multiple	  Sclerosis,	  (Ed.^(Eds).	  Springer,	  43-‐64	  (2012).	  

77.	   Sun	  SW,	  Liang	  HF,	  Schmidt	  RE,	  Cross	  AH,	  Song	  SK:	  Selective	  vulnerability	  of	  cerebral	  white	  
matter	   in	   a	  murine	  model	   of	  multiple	   sclerosis	   detected	   using	   diffusion	   tensor	   imaging.	  
Neurobiology	  of	  Disease	  28(1),	  30-‐38	  (2007).	  

78.	   Mackenzie-‐Graham	   A,	   Tiwari-‐Woodruff	   SK,	   Sharma	   G	   et	   al.:	   Purkinje	   cell	   loss	   in	  
experimental	  autoimmune	  encephalomyelitis.	  NeuroImage	  48(4),	  637-‐651	  (2009).	  



28	  

	  

79.	   Pirko	  I,	  Johnson	  A:	  Neuroimaging	  of	  demyelination	  and	  remyelination	  models.	  In:	  Advances	  
in	  multiple	   Sclerosis	   and	   Experimental	   Demyelinating	   Diseases,	   (Ed.^(Eds).	   Springer,	   241-‐
266	  (2008).	  

80.	   Pirko	  I,	  Nolan	  TK,	  Holland	  SK,	  Johnson	  AJ:	  Multiple	  Sclerosis:	  Pathogenesis	  and	  MR	  Imaging	  
Features	  of	  T1	  Hypointensities	  in	  Murine	  Model1.	  Radiology	  246(3),	  790-‐795	  (2008).	  

81.	   Von	  Elverfeldt	  D,	  Reichardt	  W,	  Harsan	  L:	  Molecular	  and	  Translational	  Research.	   In:	  High-‐
Field	  MR	  Imaging,	  (Ed.^(Eds).	  Springer,	  229-‐258	  (2012).	  

82.	   Bakshi	   R,	   Thompson	   AJ,	   Rocca	   MA	   et	   al.:	   MRI	   in	   multiple	   sclerosis:	   current	   status	   and	  
future	  prospects.	  The	  Lancet	  Neurology	  7(7),	  615-‐625	  (2008).	  

83.	   Brex	  PA,	  Ciccarelli	  O,	  O'riordan	  JI,	  Sailer	  M,	  Thompson	  AJ,	  Miller	  DH:	  A	  longitudinal	  study	  of	  
abnormalities	   on	   MRI	   and	   disability	   from	   multiple	   sclerosis.	   New	   England	   Journal	   of	  
Medicine	  346(3),	  158-‐164	  (2002).	  

84.	   Fisniku	   L,	   Brex	   P,	  Altmann	  D	   et	   al.:	  Disability	   and	   T2	  MRI	   lesions:	   a	   20-‐year	   follow-‐up	  of	  
patients	  with	  relapse	  onset	  of	  multiple	  sclerosis.	  Brain	  131(3),	  808-‐817	  (2008).	  

85.	   Ceccarelli	   A,	   Bakshi	   R,	   Neema	   M:	   MRI	   in	   multiple	   sclerosis:	   a	   review	   of	   the	   current	  
literature.	  Current	  opinion	  in	  neurology	  25(4),	  402-‐409	  (2012).	  

86.	   Sriram	  S,	  Steiner	  I:	  Experimental	  allergic	  encephalomyelitis:	  a	  misleading	  model	  of	  multiple	  
sclerosis.	  Annals	  of	  neurology	  58(6),	  939-‐945	  (2005).	  

87.	   Ge	  Y,	  Grossman	  RI,	  Udupa	  JK	  et	  al.:	  Brain	  Atrophy	  in	  Relapsing-‐Remitting	  Multiple	  Sclerosis	  
and	  Secondary	  Progressive	  Multiple	  Sclerosis:	  Longitudinal	  Quantitative	  Analysis.	  Radiology	  
214(3),	  665-‐670	  (2000).	  

88.	   Rudick	   R,	   Fisher	   E,	   Lee	   JC,	   Simon	   J,	   Jacobs	   L:	   Use	   of	   the	   brain	   parenchymal	   fraction	   to	  
measure	   whole	   brain	   atrophy	   in	   relapsing-‐remitting	   MS.	   Neurology	   53(8),	   1698-‐1698	  
(1999).	  

89.	   Stevenson	  V,	  Miller	  D,	  Leary	  S	  et	  al.:	  One	  year	  follow	  up	  study	  of	  primary	  and	  transitional	  
progressive	  multiple	  sclerosis.	  Journal	  of	  Neurology,	  Neurosurgery	  &	  Psychiatry	  68(6),	  713-‐
718	  (2000).	  

90.	   Kutzelnigg	   A,	   Faber‐Rod	   JC,	   Bauer	   J	   et	   al.:	  Widespread	   demyelination	   in	   the	   cerebellar	  
cortex	  in	  multiple	  sclerosis.	  Brain	  pathology	  17(1),	  38-‐44	  (2007).	  

91.	   Mackenzie-‐Graham	   A,	   Tinsley	   MR,	   Shah	   KP	   et	   al.:	   Cerebellar	   cortical	   atrophy	   in	  
experimental	  autoimmune	  encephalomyelitis.	  NeuroImage	  32(3),	  1016-‐1023	  (2006).	  

92.	   Lerch	   JP,	  Gazdzinski	   L,	  Germann	   J,	   Sled	   JG,	  Henkelman	  RM,	  Nieman	  BJ:	  Wanted	  Dead	  or	  
Alive?	   The	   tradeoff	   between	   in-‐vivo	   versus	   ex-‐vivo	   MR	   brain	   imaging	   in	   the	   mouse.	  
Frontiers	  in	  Neuroinformatics	  6,	  (2012).	  

93.	   Pirko	  I,	  Johnson	  AJ,	  Lohrey	  AK,	  Chen	  Y,	  Ying	  J:	  Deep	  gray	  matter	  T2	  hypointensity	  correlates	  
with	  disability	  in	  a	  murine	  model	  of	  MS.	  Journal	  of	  the	  neurological	  sciences	  282((1-‐2)),	  34-‐
38	  (2009).	  

94.	   Neema	  M,	   Stankiewicz	   J,	   Arora	  A	   et	   al.:	   T1-‐and	   T2-‐Based	  MRI	  Measures	   of	  Diffuse	  Gray	  
Matter	   and	   White	   Matter	   Damage	   in	   Patients	   with	   Multiple	   Sclerosis.	   Journal	   of	  
Neuroimaging	  17,	  16S-‐21S	  (2007).	  

95.	   Bakshi	   R,	  Dmochowski	   J,	   Shaikh	   ZA,	   Jacobs	   L:	  Gray	  matter	   T2	   hypointensity	   is	   related	   to	  
plaques	  and	  atrophy	  in	  the	  brains	  of	  multiple	  sclerosis	  patients.	  Journal	  of	  the	  neurological	  
sciences	  185(1),	  19-‐26	  (2001).	  

96.	   Bakshi	   R,	   Benedict	   RHB,	   Bermel	   RA	   et	   al.:	   T2	   hypointensity	   in	   the	   deep	   gray	   matter	   of	  
patients	  with	  multiple	  sclerosis:	  a	  quantitative	  magnetic	  resonance	  imaging	  study.	  Archives	  
of	  neurology	  59(1),	  62	  (2002).	  



29	  

	  

97.	   Zhang	  Y,	  Zabad	  R,	  Wei	  X,	  Metz	  L,	  Hill	  M,	  Mitchell	   J:	  Deep	  grey	  matterblack	  T2	  on	  3	   tesla	  
magnetic	   resonance	   imaging	   correlates	   with	   disability	   in	   multiple	   sclerosis.	   Multiple	  
sclerosis	  13(7),	  880-‐883	  (2007).	  

98.	   Brass	   S,	   Benedict	   RHB,	   Weinstock-‐Guttman	   B,	   Munschauer	   F,	   Bakshi	   R:	   Cognitive	  
impairment	   is	   associated	   with	   subcortical	   magnetic	   resonance	   imaging	   grey	   matter	   T2	  
hypointensity	  in	  multiple	  sclerosis.	  Multiple	  sclerosis	  12(4),	  437-‐444	  (2006).	  

99.	   De	  Groot	  C,	  Bergers	  E,	  Kamphorst	  W	  et	  al.:	  Post-‐mortem	  MRI-‐guided	  sampling	  of	  multiple	  
sclerosis	  brain	  lesions	  increased	  yield	  of	  active	  demyelinating	  and	  (p)	  reactive	  lesions.	  Brain	  
124(8),	  1635-‐1645	  (2001).	  

100.	   Barkhof	  F,	  Bruck	  W,	  De	  Groot	  CJ	  et	  al.:	  Remyelinated	  lesions	  in	  multiple	  sclerosis:	  magnetic	  
resonance	  image	  appearance.	  Archives	  of	  neurology	  60(8),	  1073	  (2003).	  

101.	   Werring	  D,	  Brassat	  D,	  Droogan	  A	  et	  al.:	  The	  pathogenesis	  of	  lesions	  and	  normal-‐appearing	  
white	  matter	  changes	  in	  multiple	  sclerosis	  A	  serial	  diffusion	  MRI	  study.	  Brain	  123(8),	  1667-‐
1676	  (2000).	  

102.	   Traboulsee	  A,	  Li	  DK,	  Zhao	  G,	  Paty	  DW:	  Conventional	  MRI	  Techniques	  in	  Multiple	  Sclerosis.	  
MR	  Imaging	  in	  White	  Matter	  Diseases	  of	  the	  Brain	  and	  Spinal	  Cord,	  211-‐223	  (2005).	  

103.	   Dijkhuizen	   RM:	   Application	   of	   magnetic	   resonance	   imaging	   to	   study	   pathophysiology	   in	  
brain	   disease	   models.	   In:	   Magnetic	   Resonance	   Imaging,	   (Ed.^(Eds).	   Springer,	   251-‐278	  
(2006).	  

104.	   Nessler	  S,	  Boretius	  S,	  Stadelmann	  C	  et	  al.:	  Early	  MRI	  changes	  in	  a	  mouse	  model	  of	  multiple	  
sclerosis	  are	  predictive	  of	  severe	  inflammatory	  tissue	  damage.	  Brain	  130(8),	  2186	  (2007).	  

105.	   Kilsdonk	   I,	   De	   Graaf	   W,	   Soriano	   AL	   et	   al.:	   Multicontrast	   MR	   Imaging	   at	   7T	   in	   Multiple	  
Sclerosis:	  Highest	  Lesion	  Detection	  in	  Cortical	  Gray	  Matter	  with	  3D-‐FLAIR.	  American	  Journal	  
of	  Neuroradiology,	  (2012).	  

106.	   Sati	   P,	   George	   IC,	   Shea	   CD,	   Gaitán	   MI,	   Reich	   DS:	   FLAIR*:	   A	   Combined	   MR	   Contrast	  
Technique	  for	  Visualizing	  White	  Matter	  Lesions	  and	  Parenchymal	  Veins.	  Radiology	  265(3),	  
926-‐932	  (2012).	  

107.	   De	  Graaf	  WL,	  Kilsdonk	  ID,	  Lopez-‐Soriano	  A	  et	  al.:	  Clinical	  application	  of	  multi-‐contrast	  7-‐T	  
MR	  imaging	   in	  multiple	  sclerosis:	   increased	   lesion	  detection	  compared	  to	  3	  T	  confined	  to	  
grey	  matter.	  European	  Radiology	  23(2),	  528-‐540	  (2013).	  

108.	   Waiczies	  H,	  Millward	   JM,	   Lepore	   S	   et	   al.:	   Identification	  of	   cellular	   infiltrates	   during	   early	  
stages	  of	  brain	  inflammation	  with	  magnetic	  resonance	  microscopy.	  PloS	  one	  7(3),	  e32796	  
(2012).	  

109.	   Bjartmar	  C,	  Kinkel	  RP,	  Kidd	  G,	  Rudick	  RA,	  Trapp	  BD:	  Axonal	  loss	  in	  normal-‐appearing	  white	  
matter	  in	  a	  patient	  with	  acute	  MS.	  Neurology	  57(7),	  1248-‐1252	  (2001).	  

110.	   Filippi	   M,	   Cercignani	   M,	   Inglese	   M,	   Horsfield	   M,	   Comi	   G:	   Diffusion	   tensor	   magnetic	  
resonance	  imaging	  in	  multiple	  sclerosis.	  Neurology	  56(3),	  304	  (2001).	  

111.	   Nouls	   JC,	   Izenson	  MG,	  Greeley	  HP,	   Johnson	  GA:	  Design	  of	  a	  superconducting	  volume	  coil	  
for	   magnetic	   resonance	  microscopy	   of	   the	  mouse	   brain.	   Journal	   of	   magnetic	   resonance	  
191(2),	  231-‐238	  (2008).	  

112.	   Baltes	  C,	  Radzwill	  N,	  Bosshard	  S,	  Marek	  D,	  Rudin	  M:	  Micro	  MRI	  of	  the	  mouse	  brain	  using	  a	  
novel	  400	  MHz	  cryogenic	  quadrature	  RF	  probe.	  NMR	  in	  Biomedicine	  22(8),	  834-‐842	  (2009).	  

113.	   Corot	  C,	  Robert	  P,	  Idee	  JM,	  Port	  M:	  Recent	  advances	  in	  iron	  oxide	  nanocrystal	  technology	  
for	  medical	  imaging.	  Advanced	  drug	  delivery	  reviews	  58(14),	  1471-‐1504	  (2006).	  

114.	   Bendszus	  M,	  Bartsch	  A,	  Stoll	  G:	  Is	  the	  disruption	  of	  the	  blood–brain	  barrier	  a	  prerequisite	  
for	  cellular	  infiltration	  in	  autoimmune	  encephalitis?	  Brain	  128(4),	  E25-‐E25	  (2005).	  



30	  

	  

115.	   Floris	   S,	   Blezer	   E,	   Schreibelt	   G	   et	   al.:	   Blood–brain	   barrier	   permeability	   and	   monocyte	  
infiltration	   in	   experimental	   allergic	   encephalomyelitis	   A	   quantitative	   MRI	   study.	   Brain	  
127(3),	  616-‐627	  (2004).	  

116.	   Rausch	   M,	   Hiestand	   P,	   Baumann	   D,	   Cannet	   C,	   Rudin	   M:	   MRI‐based	   monitoring	   of	  
inflammation	  and	  tissue	  damage	  in	  acute	  and	  chronic	  relapsing	  EAE.	  Magnetic	  Resonance	  
in	  Medicine	  50(2),	  309-‐314	  (2003).	  

117.	   Brochet	  B,	  Deloire	  M,	  Touil	  T	  et	  al.:	  Early	  macrophage	  MRI	  of	  inflammatory	  lesions	  predicts	  
lesion	   severity	   and	   disease	   development	   in	   relapsing	   EAE.	   NeuroImage	   32(1),	   266-‐274	  
(2006).	  

118.	   Rausch	  M,	  Hiestand	  P,	  Foster	  CA,	  Baumann	  DR,	  Cannet	  C,	  Rudin	  M:	  Predictability	  of	  FTY720	  
efficacy	   in	   experimental	   autoimmune	   encephalomyelitis	   by	   in	   vivo	  macrophage	   tracking:	  
Clinical	   implications	   for	   ultrasmall	   superparamagnetic	   iron	   oxide‐enhanced	   magnetic	  
resonance	  imaging.	  Journal	  of	  Magnetic	  Resonance	  Imaging	  20(1),	  16-‐24	  (2004).	  

119.	   Metz	   S,	   Bonaterra	   G,	   Rudelius	  M,	   Settles	  M,	   Rummeny	   EJ,	   Daldrup-‐Link	   HE:	   Capacity	   of	  
human	   monocytes	   to	   phagocytose	   approved	   iron	   oxide	   MR	   contrast	   agents	   in	   vitro.	  
European	  radiology	  14(10),	  1851-‐1858	  (2004).	  

120.	   Vellinga	  MM,	  Engberink	  RDO,	   Seewann	  A	   et	   al.:	   Pluriformity	  of	   inflammation	   in	  multiple	  
sclerosis	   shown	   by	   ultra-‐small	   iron	   oxide	   particle	   enhancement.	   Brain	   131(3),	   800-‐807	  
(2008).	  

121.	   Boretius	   S,	   Escher	   A,	   Dallenga	   T	   et	   al.:	   Assessment	   of	   lesion	   pathology	   in	   a	   new	   animal	  
model	  of	  MS	  by	  multiparametric	  MRI	  and	  DTI.	  NeuroImage	  59(3),	  2678-‐2688	  (2012).	  

122.	   Rovaris	  M,	  Gass	  A,	  Bammer	  R	  et	  al.:	  Diffusion	  MRI	  in	  multiple	  sclerosis.	  Neurology	  65(10),	  
1526	  (2005).	  

123.	   Hygino	  Jr	  CLC,	  Batista	  RR,	  Domingues	  RC,	  Barkhof	  F:	  Diffusion	  magnetic	  resonance	  imaging	  
in	  multiple	  sclerosis.	  Neuroimaging	  Clinics	  of	  North	  America	  21(1),	  71	  (2011).	  

124.	   Koenig	   KA,	   Sakaie	   KE,	   Lowe	   MJ	   et	   al.:	   High	   spatial	   and	   angular	   resolution	   diffusion-‐
weighted	   imaging	   reveals	   forniceal	   damage	   related	   to	   memory	   impairment.	   Magnetic	  
Resonance	  Imaging,	  (2013).	  

125.	   Winston	   GP:	   The	   physical	   and	   biological	   basis	   of	   quantitative	   parameters	   derived	   from	  
diffusion	  MRI.	  Quantitative	  imaging	  in	  medicine	  and	  surgery	  2(4),	  254	  (2012).	  

126.	   Hagmann	  P,	  Jonasson	  L,	  Maeder	  P,	  Thiran	  JP,	  Wedeen	  JV,	  Meuli	  R:	  Understanding	  diffusion	  
MR	   imaging	   techniques:	   From	   scalar	   diffusion-‐weighted	   imaging	   to	   diffusion	   tensor	  
imaging	  and	  beyond.	  Radiographics	  26(SPEC.	  ISS.),	  S205-‐S223	  (2006).	  

127.	   Basser	   PJ,	   Mattiello	   J,	   Lebihan	   D:	   MR	   diffusion	   tensor	   spectroscopy	   and	   imaging.	  
Biophysical	  Journal	  66(1),	  259-‐267	  (1994).	  

128.	   Mori	   S,	   Tournier	   J:	  Chapter	   4	   -‐	   Principle	   of	   Diffusion	   Tensor	   Imaging.	   In:	   Introduction	   to	  
Diffusion	   Tensor	   Imaging	   (Second	   Edition),	   (Ed.^(Eds).	   Academic	   Press,	   San	   Diego	   27-‐32	  
(2014).	  

129.	   Mori	   S,	   Zhang	   J:	   Principles	   of	   Diffusion	   Tensor	   Imaging	   and	   Its	   Applications	   to	   Basic	  
Neuroscience	  Research.	  Neuron	  51(5),	  527-‐539	  (2006).	  

130.	   Le	   Bihan	   D,	   Mangin	   JF,	   Poupon	   C	   et	   al.:	   Diffusion	   tensor	   imaging:	   concepts	   and	  
applications.	  Journal	  of	  Magnetic	  Resonance	  Imaging	  13(4),	  534-‐546	  (2001).	  

131.	   Zhang	   J,	  Aggarwal	  M,	  Mori	   S:	   Structural	   insights	   into	   the	   rodent	  CNS	  via	  diffusion	   tensor	  
imaging.	  Trends	  in	  neurosciences	  35(7),	  412-‐421	  (2012).	  

132.	   Aung	  WY,	  Mar	  S,	  Benzinger	  TL:	  Diffusion	  tensor	  MRI	  as	  a	  biomarker	   in	  axonal	  and	  myelin	  
damage.	  Imaging	  in	  Medicine	  5(5),	  427-‐440	  (2013).	  



31	  

	  

133.	   Tournier	  JD,	  Mori	  S,	  Leemans	  A:	  Diffusion	  tensor	  imaging	  and	  beyond.	  Magnetic	  Resonance	  
in	  Medicine,	  (2011).	  

134.	   Bakshi	   R,	   Minagar	   A,	   Jaisani	   Z,	   Wolinsky	   JS:	   Imaging	   of	   multiple	   sclerosis:	   role	   in	  
neurotherapeutics.	  NeuroRx	  2(2),	  277-‐303	  (2005).	  

135.	   Bammer	   R,	   Augustin	   M,	   Strasser‚Äêfuchs	   S	   et	   al.:	   Magnetic	   resonance	   diffusion	   tensor	  
imaging	   for	   characterizing	   diffuse	   and	   focal	   white	   matter	   abnormalities	   in	   multiple	  
sclerosis.	  Magnetic	  Resonance	  in	  Medicine	  44(4),	  583-‐591	  (2000).	  

136.	   Castriota-‐Scanderbeg	   A,	   Sabatini	   U,	   Fasano	   F	   et	   al.:	   Diffusion	   of	   water	   in	   large	  
demyelinating	  lesions:	  a	  follow-‐up	  study.	  Neuroradiology	  44(9),	  764-‐767	  (2002).	  

137.	   Kolind	  SH,	  Laule	  C,	  Vavasour	  IM	  et	  al.:	  Complementary	  information	  from	  multi-‐exponential	  
T2	   relaxation	  and	  diffusion	   tensor	   imaging	   reveals	  differences	  between	  multiple	   sclerosis	  
lesions.	  NeuroImage	  40(1),	  77-‐85	  (2008).	  

138.	   Inglese	   M,	   Bester	   M:	   Diffusion	   imaging	   in	   multiple	   sclerosis:	   research	   and	   clinical	  
implications.	  NMR	  in	  Biomedicine	  23(7),	  865-‐872	  (2010).	  

139.	   Song	  SK,	  Sun	  SW,	  Ramsbottom	  MJ,	  Chang	  C,	  Russell	  J,	  Cross	  AH:	  Dysmyelination	  revealed	  
through	   MRI	   as	   increased	   radial	   (but	   unchanged	   axial)	   diffusion	   of	   water.	   NeuroImage	  
17(3),	  1429-‐1436	  (2002).	  

140.	   Song	   SK,	   Yoshino	   J,	   Le	   TQ	   et	   al.:	   Demyelination	   increases	   radial	   diffusivity	   in	   corpus	  
callosum	  of	  mouse	  brain.	  NeuroImage	  26(1),	  132-‐140	  (2005).	  

141.	   Song	  SK,	  Sun	  SW,	  Ju	  WK,	  Lin	  SJ,	  Cross	  AH,	  Neufeld	  AH:	  Diffusion	  tensor	  imaging	  detects	  and	  
differentiates	  axon	  and	  myelin	  degeneration	   in	  mouse	  optic	  nerve	  after	   retinal	   ischemia.	  
NeuroImage	  20(3),	  1714-‐1722	  (2003).	  

142.	   Kim	   JH,	  Budde	  MD,	   Liang	  HF	   et	  al.:	  Detecting	  axon	  damage	   in	   spinal	   cord	   from	  a	  mouse	  
model	  of	  multiple	  sclerosis.	  Neurobiology	  of	  Disease	  21(3),	  626-‐632	  (2006).	  

143.	   Wu	   QZ,	   Yang	   Q,	   Cate	   HS	   et	   al.:	   MRI	   identification	   of	   the	   rostral‐caudal	   pattern	   of	  
pathology	  within	  the	  corpus	  callosum	  in	  the	  cuprizone	  mouse	  model.	  Journal	  of	  Magnetic	  
Resonance	  Imaging	  27(3),	  446-‐453	  (2007).	  

144.	   Sun	   SW,	   Liang	   HF,	   Cross	   AH,	   Song	   SK:	   Evolving	   Wallerian	   degeneration	   after	   transient	  
retinal	  ischemia	  in	  mice	  characterized	  by	  diffusion	  tensor	  imaging.	  NeuroImage	  40(1),	  1-‐10	  
(2008).	  

145.	   Xu	  J,	  Sun	  SW,	  Naismith	  RT,	  Snyder	  AZ,	  Cross	  AH,	  Song	  SK:	  Assessing	  optic	  nerve	  pathology	  
with	  diffusion	  MRI:	  from	  mouse	  to	  human.	  NMR	  in	  Biomedicine	  21(9),	  928-‐940	  (2008).	  

146.	   Roosendaal	   S,	   Geurts	   J,	   Vrenken	   H	   et	   al.:	   Regional	   DTI	   differences	   in	   multiple	   sclerosis	  
patients.	  NeuroImage	  44(4),	  1397-‐1403	  (2009).	  

147.	   Trapp	   BD,	   Peterson	   J,	   Ransohoff	   RM,	   Rudick	   R,	  Mörk	   S,	   Bö	   L:	   Axonal	   transection	   in	   the	  
lesions	  of	  multiple	  sclerosis.	  New	  England	  Journal	  of	  Medicine	  338(5),	  278-‐285	  (1998).	  

148.	   Bergers	  E,	  Bot	  J,	  De	  Groot	  C	  et	  al.:	  Axonal	  damage	  in	  the	  spinal	  cord	  of	  MS	  patients	  occurs	  
largely	  independent	  of	  T2	  MRI	  lesions.	  Neurology	  59(11),	  1766-‐1771	  (2002).	  

149.	   Wang	   Y,	   Wang	   Q,	   Haldar	   JP	   et	   al.:	   Quantification	   of	   increased	   cellularity	   during	  
inflammatory	  demyelination.	  Brain	  134(12),	  3590-‐3601	  (2011).	  

150.	   Hu	  B,	  Ye	  B,	  Yang	  Y	  et	  al.:	  Quantitative	  diffusion	  tensor	  deterministic	  and	  probabilistic	  fiber	  
tractography	  in	  relapsing–remitting	  multiple	  sclerosis.	  European	  journal	  of	  radiology	  79(1),	  
101-‐107	  (2011).	  

151.	   Audoin	   B,	   Guye	   M,	   Reuter	   F	   et	   al.:	   Structure	   of	   WM	   bundles	   constituting	   the	   working	  
memory	   system	   in	   early	   multiple	   sclerosis:	   a	   quantitative	   DTI	   tractography	   study.	  
NeuroImage	  36(4),	  1324-‐1330	  (2007).	  



32	  

	  

152.	   Xie	  M,	  Tobin	  JE,	  Budde	  MD	  et	  al.:	  Rostrocaudal	  analysis	  of	  corpus	  callosum	  demyelination	  
and	  axon	  damage	  across	  disease	  stages	  refines	  diffusion	  tensor	   imaging	  correlations	  with	  
pathological	   features.	   Journal	  of	  Neuropathology	  and	  Experimental	  Neurology	  69(7),	  704-‐
716	  (2010).	  

153.	   Zhang	  J,	  Jones	  MV,	  Mcmahon	  MT,	  Mori	  S,	  Calabresi	  PA:	  In	  vivo	  and	  ex	  vivo	  diffusion	  tensor	  
imaging	   of	   cuprizone‐induced	   demyelination	   in	   the	   mouse	   corpus	   callosum.	  Magnetic	  
Resonance	  in	  Medicine	  67(3),	  750-‐759	  (2012).	  

154.	   Harsan	  LA,	  Paul	  D,	  Schnell	  S	  et	  al.:	  In	  vivo	  diffusion	  tensor	  magnetic	  resonance	  imaging	  and	  
fiber	  tracking	  of	  the	  mouse	  brain.	  NMR	  in	  Biomedicine	  23(7),	  884-‐896	  (2010).	  

155.	   Johansen-‐Berg	   H,	   Rushworth	   MF:	   Using	   diffusion	   imaging	   to	   study	   human	   connectional	  
anatomy.	  Annual	  review	  of	  neuroscience	  32,	  75-‐94	  (2009).	  

156.	   Pannek	  K,	  Mathias	  JL,	  Rose	  S:	  MRI	  Diffusion	  Indices	  sampled	  along	  Streamline	  Trajectories:	  
Quantitative	  Tractography	  Mapping.	  Brain	  Connectivity	  (	  4	  ,	  volume	  1,	  ),	  (2011).	  

157.	   Tournier	  J:	  Resolving	  crossing	  fibres	  using	  constrained	  spherical	  deconvolution:	  Validation	  
using	  diffusion-‐weighted	  imaging	  phantom	  data.	  NeuroImage	  42(2),	  617-‐625	  (2008).	  

158.	   Alexander	  AL:	  Deterministic	  white	  matter	  tractography.	  	  (2010).	  
159.	   Tournier	   J,	   Calamante	   F,	   Connelly	   A:	   MRtrix:	   Diffusion	   tractography	   in	   crossing	   fiber	  

regions.	  International	  Journal	  of	  Imaging	  Systems	  and	  Technology	  22(1),	  53-‐66	  (2012).	  
160.	   Jones	  DK,	  Knösche	  TR,	  Turner	  R:	  White	  matter	  integrity,	  fiber	  count,	  and	  other	  fallacies:	  the	  

do's	  and	  don'ts	  of	  diffusion	  MRI.	  Neuroimage,	  (2012).	  
161.	   Lin	  F,	  Yu	  C,	  Jiang	  T,	  Li	  K,	  Chan	  P:	  Diffusion	  tensor	  tractography-‐based	  group	  mapping	  of	  the	  

pyramidal	   tract	   in	   relapsing-‐remitting	   multiple	   sclerosis	   patients.	   American	   Journal	   of	  
Neuroradiology	  28(2),	  278-‐282	  (2007).	  

162.	   Pagani	  E,	  Filippi	  M,	  Rocca	  M,	  Horsfield	  M:	  A	  method	   for	  obtaining	   tract-‐specific	  diffusion	  
tensor	  MRI	  measurements	  in	  the	  presence	  of	  disease:	  application	  to	  patients	  with	  clinically	  
isolated	  syndromes	  suggestive	  of	  multiple	  sclerosis.	  NeuroImage	  26(1),	  258-‐265	  (2005).	  

163.	   Wilson	  M,	  Tench	  C,	  Morgan	  P,	  Blumhardt	  L:	  Pyramidal	   tract	  mapping	  by	  diffusion	   tensor	  
magnetic	   resonance	   imaging	   in	  multiple	   sclerosis:	   improving	   correlations	   with	   disability.	  
Journal	  of	  Neurology,	  Neurosurgery	  &	  Psychiatry	  74(2),	  203-‐207	  (2003).	  

164.	   Moldrich	   RX,	   Pannek	   K,	   Hoch	   R,	   Rubenstein	   JL,	   Kurniawan	  ND,	   Richards	   LJ:	   Comparative	  
mouse	   brain	   tractography	   of	   diffusion	   magnetic	   resonance	   imaging.	   NeuroImage	   51(3),	  
1027-‐1036	  (2010).	  

165.	   Mori	   S,	   Itoh	   R,	   Zhang	   J	   et	   al.:	   Diffusion	   tensor	   imaging	   of	   the	   developing	  mouse	   brain.	  
Magnetic	  Resonance	  in	  Medicine	  46(1),	  18-‐23	  (2001).	  

166.	   Zhang	  J:	  Diffusion	  tensor	   imaging	  of	  white	  matter	  pathology	   in	  the	  mouse	  brain.	   Imaging	  
2(6),	  623-‐632	  (2010).	  

167.	   Sun	  SW,	  Neil	   JJ,	   Song	  SK:	  Relative	   indices	  of	  water	  diffusion	  anisotropy	  are	  equivalent	   in	  
live	   and	   formalin‐fixed	   mouse	   brains.	  Magnetic	   resonance	   in	   medicine	   50(4),	   743-‐748	  
(2003).	  

168.	   Sun	   SW,	   Neil	   JJ,	   Liang	   HF	   et	   al.:	   Formalin	   fixation	   alters	   water	   diffusion	   coefficient	  
magnitude	   but	   not	   anisotropy	   in	   infarcted	   brain.	  Magnetic	   resonance	   in	  medicine	  53(6),	  
1447-‐1451	  (2005).	  

169.	   Shepherd	  TM,	  Thelwall	  PE,	  Stanisz	  GJ,	  Blackband	  SJ:	  Aldehyde	   fixative	   solutions	  alter	   the	  
water	   relaxation	   and	   diffusion	   properties	   of	   nervous	   tissue.	   Magnetic	   Resonance	   in	  
Medicine	  62(1),	  26-‐34	  (2009).	  



33	  

	  

170.	   Aggarwal	  M,	  Mori	  S,	  Shimogori	  T,	  Blackshaw	  S,	  Zhang	  J:	  Three	  dimensional	  diffusion	  tensor	  
microimaging	  for	  anatomical	  characterization	  of	  the	  mouse	  brain.	  Magnetic	  Resonance	  in	  
Medicine	  64(1),	  249-‐261	  (2010).	  

171.	   Caminiti	  R,	  Carducci	  F,	  Piervincenzi	  C	  et	  al.:	  Diameter,	  Length,	  Speed,	  and	  Conduction	  Delay	  
of	  Callosal	  Axons	   in	  Macaque	  Monkeys	  and	  Humans:	  Comparing	  Data	  from	  Histology	  and	  
Magnetic	  Resonance	   Imaging	  Diffusion	  Tractography.	  The	  Journal	  of	  Neuroscience	  33(36),	  
14501-‐14511	  (2013).	  

172.	   Barazany	  D,	  Basser	  PJ,	  Assaf	  Y:	   In	  vivo	  measurement	  of	  axon	  diameter	  distribution	   in	  the	  
corpus	  callosum	  of	  rat	  brain.	  Brain	  132(5),	  1210-‐1220	  (2009).	  

173.	   Alexander	   DC,	   Hubbard	   PL,	   Hall	   MG	   et	   al.:	   Orientationally	   invariant	   indices	   of	   axon	  
diameter	  and	  density	  from	  diffusion	  MRI.	  Neuroimage	  52(4),	  1374-‐1389	  (2010).	  

174.	   Horsfield	  MA,	  Barker	  GJ,	  Barkhof	  F,	  Miller	  DH,	  Thompson	  AJ,	  Filippi	  M:	  Guidelines	  for	  using	  
quantitative	  magnetization	  transfer	  magnetic	  resonance	  imaging	  for	  monitoring	  treatment	  
of	  multiple	  sclerosis.	  Journal	  of	  Magnetic	  Resonance	  Imaging	  17(4),	  389-‐397	  (2003).	  

175.	   Filippi	   M,	   Rocca	   MA:	   Magnetization	   transfer	   magnetic	   resonance	   imaging	   in	   the	  
assessment	  of	  neurological	  diseases.	  Journal	  of	  Neuroimaging	  14(4),	  303-‐313	  (2004).	  

176.	   Abdel-‐Fahim	  R,	  Mistry	  N,	  Mougin	  O	  et	  al.:	  Improved	  detection	  of	  focal	  cortical	  lesions	  using	  
7T	  magnetisation	  transfer	  imaging	  in	  patients	  with	  multiple	  sclerosis.	  Multiple	  Sclerosis	  and	  
Related	  Disorders,	  (2013).	  

177.	   Van	   Buchem	   MA,	   Mcgowan	   JC,	   Kolson	   DL,	   Polansky	   M,	   Grossman	   RI:	   Quantitative	  
volumetric	  magnetization	  transfer	  analysis	  in	  multiple	  sclerosis:	  estimation	  of	  macroscopic	  
and	  microscopic	  disease	  burden.	  Magnetic	  Resonance	  in	  Medicine	  36(4),	  632-‐636	  (1996).	  

178.	   Van	  Waesberghe	  J,	  Van	  Walderveen	  M,	  Castelijns	  JA	  et	  al.:	  Patterns	  of	  lesion	  development	  
in	   multiple	   sclerosis:	   longitudinal	   observations	   with	   T1-‐weighted	   spin-‐echo	   and	  
magnetization	  transfer	  MR.	  American	  Journal	  of	  Neuroradiology	  19(4),	  675-‐683	  (1998).	  

179.	   Dousset	   V,	   Grossman	   R,	   Ramer	   K	   et	   al.:	   Experimental	   allergic	   encephalomyelitis	   and	  
multiple	   sclerosis:	   lesion	   characterization	  with	  magnetization	   transfer	   imaging.	  Radiology	  
182(2),	  483-‐491	  (1992).	  

180.	   Filippi	  M,	  Rocca	  MA,	  Martino	  G,	  Horsfield	  MA,	  Comi	  G:	  Magnetization	  transfer	  changes	  in	  
the	  normal	  appering	  white	  matter	  precede	  the	  appearance	  of	  enhancing	  lesions	  in	  patients	  
with	  multiple	  sclerosis.	  Annals	  of	  neurology	  43(6),	  809-‐814	  (1998).	  

181.	   Laule	   C,	   Vavasour	   IM,	   Whittall	   KP	   et	   al.:	   Evolution	   of	   focal	   and	   diffuse	   magnetisation	  
transfer	  abnormalities	  in	  multiple	  sclerosis.	  Journal	  of	  neurology	  250(8),	  924-‐931	  (2003).	  

182.	   Pike	  GB,	  De	  Stefano	  N,	  Narayanan	  S	  et	  al.:	  Multiple	  Sclerosis:	  Magnetization	  Transfer	  MR	  
Imaging	   of	   White	   Matter	   before	   Lesion	   Appearance	   on	   T2-‐weighted	   Images.	   Radiology	  
215(3),	  824-‐830	  (2000).	  

183.	   Fazekas	   F,	   Ropele	   S,	   Enzinger	   C,	   Seifert	   T,	   Strasser-‐Fuchs	   S:	   Quantitative	   magnetization	  
transfer	   imaging	   of	   pre-‐lesional	   white-‐matter	   changes	   in	   multiple	   sclerosis.	   Multiple	  
sclerosis	  8(6),	  479-‐484	  (2002).	  

184.	   Werring	  D,	  Brassat	  D,	  Droogan	  A	  et	  al.:	  The	  pathogenesis	  of	  lesions	  and	  normal-‐appearing	  
white	  matter	  changes	  in	  multiple	  sclerosis.	  Brain	  123(8),	  1667-‐1676	  (2000).	  

185.	   Miller	   D,	   Thompson	   A,	   Filippi	   M:	   Magnetic	   resonance	   studies	   of	   abnormalities	   in	   the	  
normal	  appearing	  white	  matter	  and	  grey	  matter	  in	  multiple	  sclerosis.	  Journal	  of	  neurology	  
250(12),	  1407-‐1419	  (2003).	  

186.	   Aharoni	  R,	  Vainshtein	  A,	  Stock	  A	  et	  al.:	  Distinct	  pathological	  patterns	  in	  relapsing–remitting	  
and	   chronic	   models	   of	   experimental	   autoimmune	   enchephalomyelitis	   and	   the	  



34	  

	  

neuroprotective	   effect	   of	   glatiramer	   acetate.	   Journal	   of	   autoimmunity	   37(3),	   228-‐241	  
(2011).	  

187.	   Aharoni	   R,	   Eilam	   R,	   Domev	   H,	   Labunskay	   G,	   Sela	   M,	   Arnon	   R:	   The	   immunomodulator	  
glatiramer	   acetate	   augments	   the	   expression	   of	   neurotrophic	   factors	   in	   brains	   of	  
experimental	  autoimmune	  encephalomyelitis	  mice.	  Proceedings	  of	   the	  National	  Academy	  
of	  Sciences	  of	  the	  United	  States	  of	  America	  102(52),	  19045-‐19050	  (2005).	  

188.	   Haacke	   EM,	   Xu	   Y,	   Cheng	   Y-‐CN,	   Reichenbach	   JR:	   Susceptibility	   weighted	   imaging	   (SWI).	  
Magnetic	  Resonance	  in	  Medicine	  52(3),	  612-‐618	  (2004).	  

189.	   Chavhan	   GB,	   Babyn	   PS,	   Thomas	   B,	   Shroff	   MM,	   Haacke	   EM:	   Principles,	   techniques,	   and	  
applications	   of	   T2*-‐based	  MR	   imaging	   and	   its	   special	   applications.	   Radiographics	   29(5),	  
1433-‐1449	  (2009).	  

190.	   Haacke	  E,	  Mittal	  S,	  Wu	  Z,	  Neelavalli	  J,	  Cheng	  Y-‐C:	  Susceptibility-‐weighted	  imaging:	  technical	  
aspects	  and	  clinical	  applications,	  part	  1.	  American	  Journal	  of	  Neuroradiology	  30(1),	  19-‐30	  
(2009).	  

191.	   Tallantyre	  E,	  Dixon	   J,	  Donaldson	   I	   et	  al.:	  Ultra-‐high-‐field	   imaging	  distinguishes	  MS	   lesions	  
from	  asymptomatic	  white	  matter	  lesions.	  Neurology	  76(6),	  534-‐539	  (2011).	  

192.	   Lummel	   N,	   Boeckh-‐Behrens	   T,	   Schoepf	   V,	   Burke	  M,	   Brückmann	   H,	   Linn	   J:	   Presence	   of	   a	  
central	   vein	   within	   white	   matter	   lesions	   on	   susceptibility	   weighted	   imaging:	   a	   specific	  
finding	  for	  multiple	  sclerosis?	  Neuroradiology	  53(5),	  311-‐317	  (2011).	  

193.	   Gaitán	  MI,	  De	  Alwis	  MP,	   Sati	   P,	  Nair	  G,	  Reich	  DS:	  Multiple	   sclerosis	   shrinks	   intralesional,	  
and	  enlarges	  extralesional,	  brain	  parenchymal	  veins.	  Neurology	  80(2),	  145-‐151	  (2013).	  

194.	   Qian	   P,	   Cadavid	   D,	   Wolansky	   LJ,	   Cook	   SD,	   Naismith	   RT:	   Heterogeneity	   in	   longitudinal	  
evolution	  of	  ring-‐enhancing	  multiple	  sclerosis	   lesions.	  Annals	  of	  Neurology	  70(4),	  668-‐669	  
(2011).	  

195.	   Gaitán	   MI,	   Shea	   CD,	   Evangelou	   IE	   et	   al.:	   Evolution	   of	   the	   blood–brain	   barrier	   in	   newly	  
forming	  multiple	  sclerosis	  lesions.	  Annals	  of	  neurology	  70(1),	  22-‐29	  (2011).	  

196.	   Nathoo	   N,	   Agrawal	   S,	   Wu	   Y	   et	   al.:	   Susceptibility-‐weighted	   imaging	   in	   the	   experimental	  
autoimmune	   encephalomyelitis	   model	   of	   multiple	   sclerosis	   indicates	   elevated	  
deoxyhemoglobin,	  iron	  deposition	  and	  demyelination.	  Multiple	  Sclerosis	  Journal,	  (2012).	  

197.	   Comabella	  M,	  Khoury	  SJ:	  Biomarkers.	  In:	  Multiple	  Sclerosis,	  (Ed.^(Eds).	  Wiley-‐Blackwell,	  26-‐
55	  (2012).	  

198.	   Filippi	  M,	  Evangelou	  N,	  Kangarlu	  A	  et	  al.:	  Ultra-‐high-‐field	  MR	  imaging	  in	  multiple	  sclerosis.	  
Journal	  of	  Neurology,	  Neurosurgery	  &	  Psychiatry	  85(1),	  60-‐66	  (2014).	  

199.	   Ge	  Y:	  Multiple	  sclerosis:	  the	  role	  of	  MR	  imaging.	  American	  Journal	  of	  Neuroradiology	  27(6),	  
1165-‐1176	  (2006).	  

200.	   Pagani	   E,	   Bammer	   R,	   Horsfield	   MA	   et	   al.:	   Diffusion	   MR	   imaging	   in	   multiple	   sclerosis:	  
technical	  aspects	  and	  challenges.	  American	  Journal	  of	  Neuroradiology	  28(3),	  411	  (2007).	  

	  

	  


