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eliac disease (CD) is an immune mediated, inflammatory intestinal
disease triggered by gluten proteins.1 Recently, white matter lesions
have been described in CD patients with headache in brain magne-

tic resonance imaging (MRI).2,3 It is suggested that these white matter lesi-
ons are “multiple sclerosis like diseases”2,3 and that there can be an
association between CD and multiple sclerosis (MS). To further investigate
this observation, small intestine biopsy studies were carried out in patients
with MS; yet no symptoms that could be associated with CD were found.4

Nevertheless, in patients who were diagnosed with CD years after the di-
agnosis of MS, it was still considered that the association of MS and CD co-
uld represent not a coincidence but a common autoimmune or genetic
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ba sis.2,5 Ho we ver it is dif fi cult to conc lu de whet her
ob ser ved ne u ro lo gic ab nor ma li ti es ori gi na te ce li ac
di se a se it self or due to sus pec ted ac com pan ying MS. 

Du ring the co ur se of MS, the re por ted ca se was
ob ser ved to have gas tro in tes ti nal symptoms which
sug ges ted an as so ci a ti on with CD. The aim of this
paper is to emp ha si ze the as so ci a ti on of MS and CD
with our ca se in whom the re is not only nonspe ci -
fic whi te mat ter le si ons which can be se en in CD,
but mo re spe ci fic le si ons con cor dant with MS.

CA SE REPORT
The 16-ye ar-old ma le pa ti ent pre sen ted with right
arm and leg numb ness, dip lo pi a and diz zi ness to
İzmir Te pe cik Tra i ning and Re se arch Hos pi tal Ne -
u ro logy Cli nic in May 2008. He was hos pi ta li zed
for furt her in ves ti ga ti ons and an in for med con sent
was ob ta i ned. His his tory revealed that the pa ti ent
was first hos pi ta li zed in Sep tem ber 2004 in the pe-
di at rics cli nic of the hos pi tal af ter he comp la i ned
for numb ness in the right arm and leg. He was di-
ag no sed with MS ac cor ding to Mc Do nalds cri te ri -
a6 and re ce i ved 1000 mg/day methy lpred ni so lo ne
for 10 days (Fi gu re 1a and 1b). Alt ho ugh his we ak -
ness in his right arm and leg had im pro ved al most
comp le tely, he aga in star ted to comp la in abo ut the

sa me prob lem in March 2005. In bra in MRI the re
was no new or con trast en han cing le si ons and the
pa ti ent did not re ce i ve any tre at ment. The we ak -
ness in the right arm and leg im pro ved spon ta ne o -
usly wit hin 10 days. In Ja nu ary 2007, the pa ti ent
con sul ted to the pe di at ric gas tro en te ro logy cli nic
of the hos pi tal due to comp la ints of sto mac h ac he
and odo ro us, fo amy, and dark co lo red di arr he a ac-
com pa ni ed by we ight loss of 18 ki log rams in three
months. He was di ag no sed with CD by in tes ti nal
bi opsy, and se rum im mu no lo gi cal mar kers. He was
put on a glu ten-fre e di et he be ne fi ted sig ni fi cantly. 

The pa ti ent had no re mar kab le pre vi o us me d-
i cal prob lems ot her than CD and MS. In the fa mily
his tory of the pa ti ent was unremarkable.

When ad mit ted to our cli nic in May 2008, the
ge ne ral physical exa mi na ti on of the pa ti ent was
nor mal. In the ne u ro lo gi cal exa mi na ti on, the re was
slight right he mi pa re sis, the ten don ref le xes we re
hype rac ti ve in both lo wer ex tre mi ti es and the plan-
tar res pon se was ex ten sor on the left. The re was no
ot her pat ho lo gic ne u ro lo gic exa mi na ti on fin dings.
Comp le te blo od co unt, ro u ti ne se rum bi oc he mistry
analy sis and eryt hrocy te se di men ta ti on ra te we re
nor mal. In the bra in MRI, con trast enc han cing le-
si ons we re fo und (Fi gu re 2a, 2b and 2c). Cer vi cal

A B
FI GU RE 1: Flu id at te nu a ted in ver si on re co very mag ne tic re so nan ce ima ging of the bra in in sa git tal pla ne de mons tra tes bra in stem, cal lo sal (A) and ce reb ral (B)
mul tip le scle ro sis le si ons. 
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and tho ra cic MRI we re nor mal. Ce reb ros pi nal flu -
id was not stu di ed. Thyro id func ti on tests, vi ta min
B12, fo lic acid, an ti-strep to li si ne O, C-re ac ti ve pro-
te in, an gi o ten sin con ver ting enz yme, Lyme im mu -
nog lo bu lin M and im mu nog lo bu lin G an ti body
le vels we re nor mal. An ti-tis su e trans glu ta mi na se
(tTG) im mu nog lo bu lin A (<2) was ne ga ti ve, an ti-
gli a din an ti body (AGA) le vel was 1/160 and an ti-
en do mi si al an ti body (EMA) le vel was 1/60. Pe ak
P100 la tency of the vi su al evo ked po ten ti als was
de la yed, but the amp li tu de was nor mal. In gas tro -
in tes ti nal system (GIS) en dos copy, the re was gra de
A esop ha gi tis. In the he ma toxy lin-eo sin sta i ned du -
o de nal bi opsy pre pa ra ti on exa mi ned under x10 (Fi -
gu re 3a) and x40 (Fi gu re 3b) mag ni fi ca ti on, no

sig ni fi cant chan ges were seen in mu co sal crypts or
vil lo us arc hi tec tu re. Mild lymphop las mo cytic cell
in fil tra ti on was observed in la mi na prop ri a and
mar ked lymphocy te in fil tra ti on was seen in sur fa -
ce epit he li um Staining with CD3 mar ker under x40
mag ni fi ca ti on revealed these cha rac te ris tics mo re
cle arly (Fi gu re 3c). The se fin dings we re con sis tent
with Type 1 CD ac cor ding Marsh cri te ri a.7

In his last ad mis si on to our cli nic, the patient’s
the acu te MS at tack was tre a ted with da ily 1000 mg
methy lpred ni so lo ne for 10 days. Right he mi pa re -
sis im pro ved but the pa ti ent ex pe ri en ced anot her
MS re lap se with the sa me cli ni cal fe a tu res af ter
thre e months and star ted to ha ve im mu no mo du la -
tor the rapy. 

A B C
FIGURE 2: Brain magnetic resonance imaging in T2 weighted (A), fluid attenuated inversion recovery (B) and post contrast (C) sequences. In T2 weighted (A)
and fluid attenuated inversion recovery (B) sequences, periventricular and right parietal lesions are seen, and in post contrast T1 sequence gadolinium en-
hancement in the right parietal lesion are seen. 

A B C
FI GU RE 3: In the he ma toxy lin-eo sin sta i ned du o de nal bi opsy pre pa ra ti on exa mi ned under x10 (3a) and x40 (3b) mag ni fi ca ti on and x40 ti mes mag ni fi ca ti on fol-
lo wing CD3 mar ker (3c). In tra e pit he li al lymphocy te in fil tra ti on in mu so ca with nor mal vil lo us and epit he li al arc hi tec tu re (3a), lymphop las mo cytic cell in fil tra ti on in
la mi na prop ri a and mar ked lymphocy te in fil tra ti on in sur fa ce epit he li um (3b) are se en. In the exa mi na ti on fol lo wing the CD3 mar ker under x40 mag ni fi ca ti on, the -
se cha rac te ris tics we re se en mo re cle arly (3c).



Turkiye Klinikleri J Med Sci 2011;31(1) 243

Neurology Uludağ et al

DIS CUS SI ON
Ce li ac di se a se is a glu ten sen si ti ve en te ro pathy. The
me an pre va len ce is 0.5-1% in the ge ne ral po pu la -
ti on. It’s ma in tar get is the small in tes ti ne, but dif-
fe rent systems can al so be in vol ved. CD is a T cell
me di a ted au to im mu ne di se a se. It can start at any
age and is thre e ti mes mo re fre qu ent in wo men.
The ini ti al symptom is di arr he a in 50% of adults.
We ight loss, hypo al bu mi ne mi a and ede ma, hypo -
cal ca e mi a, vi ta min de fi ci ency, os te o ma la ci a, blo od
and bo ne ano ma li es are ot her pos sib le symptoms.
Ne u ro lo gi cal in vol ve ment is se en in 6-10% of the
adults with CD. Among the most com mon ne u ro -
lo gi cal prob lems as so ci a ted with CD are pe rip he ral
ne u ro pathy, ce re bel lar ata xi a, epi lepsy, de men ti a,
mul tip le scle ro sis, ne u rom ye li tis op ti ca and mig ra -
i ne.8,9 Dep res si on and ot her psychi at ric symptoms
ha ve al so be en re por ted as com mon comp li ca ti ons
of CD oc cur ring in abo ut one third of pa ti ents.
Com mon symptoms inc lu de apathy, ex ces si ve an -
xi ety and ir ri ta bi lity.8 Ne u ro lo gi cal symptoms may
be re la ted to me ta bo lic, ge ne tic, im mu no lo gic and
nut ri ti o nal fac tors.8

In CD, se ve ral an ti bo di es can be me a su red such
as AGA, an ti-EMA, an ti-tTG and an ti-re ti cu lin
(ARA).10 The im pro ve ment with glu ten-fre e di et
and the ab nor ma li ti es in the small in tes ti ne bi opsy
are di ag nos tic. In the small in tes ti ne bi opsy, the pat -
ho logy of the di se a se can ran ge from in fil tra ti ve le-
si ons cha rac te ri zed by in cre a sed in tra e pit he li al
lymphocy tes with nor mal arc hi tec tu re to a comp le -
tely flat mu co sa.1 The Marsh clas si fi ca ti on, as mo di -
fi ed by Ober hu ber and col le a gu es, is used to gra de
the se ve rity of the se le si ons.1,11 Vil li at rophy is re-
por ted in ot her di sor ders, and di ag no sis of c e li ac di s-
e a se is, the re fo re, con fir med only by cli ni cal
symptoms, a po si ti ve se ro logy, or his to lo gi cal im pro -
ve ment af ter com men ce ment of a glu ten-fre e di et.1

The prevalence of ot her au to im mu ne di se a ses is
al so hig h in CD. Among the se are in su lin de pen dent
di a be tes mel li tus, thyro id di se a ses, Sjög ren syndro -
me, Ad di son di se a se, au to im mu ne li ver di se a ses and

car di om yo pathy.10 For the se as so ci a ti ons, the ge ne tic
ten dency re la ted to the hu man le u kocy te an ti gens
and CD it self as an eti o lo gic fac tor for the au to im -
mu ne di se a ses have been bla med.10 When CD is ob-
ser ved to get her with ot her au to im mu ne di se a ses,
first the symptoms of the ot her au to im mu ne di se a se
are se en in the pa ti ent. Wit hin this pe ri od, CD which
do es not show any cli ni cal symptom is na med as “si -
lent CD”.2,3 The au to im mu ne di se a se ac com pan ying
CD im pro ve with a glu ten-fre e di et.2,3

Mul tip le scle ro sis and CD are both Th1 me di a -
ted di se a ses and re cent da ta sug gest that a de fect in
a re gu la tory T cell sub set (CD4+CD25+Foxp3+ T cells)
is in vol ved in the pat ho ge ne sis of both di se a ses.12-14

Ho we ver the re is litt le in for ma ti on abo ut the fre qu -
ency of CD in MS and it has be en re por ted that the
je ju nal bi op si es are nor mal in pa ti ents with MS.4 In
2008, Fer ro et al.5 re por ted a ca se of MS ha ving he -
a dac he comp la ints first, and la ter di ag no sed as “si -
lent CD”. Pen gi ran Ten gah et al.3 pub lis hed two
ca ses ha ving whi te mat ter le si ons li ke MS in bra in
MRI without any ce reb ros pi nal flu id oli goc lo nal
band po si ti vity and the patients were la ter di ag no sed
“si lent CD”. Had ji vas si li o u et al fo und that 10 pa ti -
ents who had bra in whi te mat ter le si ons but not di-
ag no sed with MS. The patients res pon ded to low
glu ten di et in dif fe rent le vels, and three of the se pa-
ti ents we re di ag no sed with CD.2 Ki es lich et al.15 ob-
ser ved fo cal whi te mat ter le si ons in the bra in MRI of
20% of the chil dren who had CD di ag no sis and ne -
u ro lo gic in vol ve ment.15

Our pa ti ent’s first gas tro in tes ti nal symptom oc-
cur red two ye ars af ter the di ag no sis of MS. Si mi larly in
pre vi o usly re por ted ca ses, CD, when ac com pa ni ed by
anot her au to im mu ne di se a se, is ge ne rally “si lent” for a
ti me pe ri od. The dif fe ren ce of this ca se from pre vi o -
usly re por ted ones is that, the re is not only fo cal whi -
te mat ter le si ons but mo re im por tantly the de fi ni tive
di ag no sis of MS. Ad di ti o nally, our aim is to emp ha si -
ze that this ca se of MS co e xis tent with CD can po int
out a ten dency to Th1 me di a ted di se a ses and MS pa ti -
ents with gas tro in tes ti nal symptoms sho uld be in ves -
ti ga ted with furt her blo od sur vey tests.
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