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A rare association: Crohn's disease and coeliac disease 

RI~SUMI~ 

Nous rapportons le cas d'une patiente gtg6e de 23 ans, hospitalis6e pour bilan d'une diarrh6e glairo-sanglante. La colonoscopie et les 
biopsies eoliques ont permis le diagnostic de maladie de Crohn (MC). La patiente a 6t6 mise sous m6salazine. L'6volution a 6t6 marqu6e par 
la disparition des 6missions glairo-sanglantes et une diminution de la diarrb6e. Une gastroscopie pratiqu6e ~t la recherche d'une localisation 
gastrique et/ou duod6nale a r6v616 l'existence d'une atrophie villositaire totale. Devant la suspicion d'une maladie coeliaque (MCA), le bilan 
a 6t6 compl6t6 par une 6tude immunologique qui a mis en 6vidence des anticorps anti-gliadine et des anticorps anti-endomysium. La patiente 
a 6t6 raise sous r6gime sans gluten associ6 ~ la m6salazine. Une r6mission clinique, biologique et histologique a 6t6 not6e pendant deux ans, 
puis une atteinte proctologique de la maladie de Crohn est apparue. 

A l'occasion de cette observation, nous soulignons la raret6 de l'association de la maladie de Crohn et de la maladie eaeliaque. Nous 
insistons 6galement sur l'6tiopathog6nie complexe de la maladie coeliaque qui pourrait avoir des points communs avee celle de la maladie de 
Crohn, particuli~rement aux plans immunologiques et g6n6tiques. 

S U M M A R Y  

We report the case o f  a 23 year-old female patient, hospitalized for the evaluation o f  bleeding diarrhea with glairs. The colonoscopy and 
colonic biopsies allowed for a diagnosis" o f  Crohn's disease (CD). The patient was treated with mesalazine. The evolution showed the disappea- 
ring o f  the bloody and glair), emissions and a decrease o f  the diarrhea. A gastroscopy performed in order to search for a duodenal and~or gastric 
localization revealed a total atrophy o f  the villi. In the face o f  a suspicion o f  coeliac disease (COD), the evaluation was completed with an immu- 
nological study which revealed anti-gliadine and anti-endomysium antibodies. The patient was subjected to a gluten-free diet associated with 
mesalazin. A clinical biological and histological remission was observed for two years, then a proctologic form o f  Crohn's disease occurred. 

In the face o f  this observation, we want to emphasize that the association of  Crohn's disease with coeliac disease is a very rare occurrence. 
We also insist on the complex etiopathogeny o f  coeliac disease which could have common points with that o f  Crohn "s disease, in particular from 
immunological and genetic points o f  view. 

I N T R O D  U C T I O N  

La  m a l a d i e  de  C r o h n  ( M C )  est  une  m a l a d i e  in f l am-  
m a t o i r e  c h r o n i q u e  d e  l ' i n t e s t i n  ( M I C I )  p o u v a n t  
a f f e c t e r  l ' e n s e m b l e  du  t u b e  d i g e s t i f  e t  6 v o l u a n t  p a r  
p o u s s 6 e s  e n t r e c o u p 6 e s  de  r 6 m i s s i o n  [1]. La  m a l a d i e  
cce l i aque  ( M C A ) ,  d d f i n i e  p a r  une  i n t o l d r a n c e  de  la  
m u q u e u s e  i n t e s t i na l e  au  g l u t e n  [2], se m a n i f e s t e  p a r  
un s y n d r o m e  de  m a l a b s o r p t i o n  1i6 fi une  a t r o p h i c  vil-  
los i t a i re  t o t a l e  ou  s u b t o t a l e  de  l ' i n t e s t i n  gr~le  p r o x i -  
ma l  e t  r 6g re s san t  ap rbs  exc lus ion  a l i m e n t a i r e  du  glu-  
t e n  [2]. L a  p r 6 v a l e n c e  d e  la  M C A  es t  e s t i m 6 e  
1 / 1 0 0 0 0 0  h a b i t a n t s  e t  c e l l e  d e  la  M C  e n t r e  1 e t  
6 / 1 0 0 0 0 0  h a b i t a n t s  en  E u r o p e  [3]. A u  M a g h r e b ,  la 
p r 6 v a l e n c e  de  la M C A  est  i n c o n n u e  ; en  r e v a n c h e ,  
ce l le  de  la M C  a 6t6 e s t i m 6 e  ~t 1,24/100 000 h a b i t a n t s  
dans  une  6 t u d e  p o r t a n t  su r  le C e n t r e - E s t  t un i s i en  [4]. 

Ces  m a l a d i e s  t o u c h e n t  a v e c  p r 6 d i l e c t i o n  l ' a d u l t e  
j eune .  

L ' a s s o c i a t i o n  chez  un  m 6 m e  m a l a d e  d e  ces  d e u x  
a f fec t ions  a 6t6 tr~s r a r e m e n t  d6c r i t e .  N o u s  r a p p o r -  
tons  le cas d ' u n e  j e u n e  p a t i e n t e  p r 6 s e n t a n t  ce t t e  asso-  
c ia t ion.  

O B S E R V A T I O N  

M lie E. K.,  ~g6e de  23 ans ,  sans  a n t 6 c 6 d e n t  p e r s o n -  
nel  ou  fami l ia l  p a t h o l o g i q u e  n o t a b l e ,  est  hosp i t a l i s6e  
il y a 3 ans  dans  n o t r e  un i t6  p o u r  le b i l an  d ' u n e  d ia r -  
rh6e c h r o n i q u e  g l a i r o - s a n g l a n t e  ch i f f r6e  ?a 6 sel les  p a r  
jour ,  a c c o m p a g n 6 e  de  d o u l e u r s  a b d o m i n a l e s  et  d ' u n  
a m a i g r i s s e m e n t  a p p a r u s  6 m o i s  a u p a r a v a n t .  L ' e x a -  
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men clinique met en 6vidence une patiente amaigrie, 
pesant  40 kg pou r  1,56 m, une p~leur cutan6o-  
muqueuse,  une peau sbche et une glossite. L 'examen 
p roc to log ique  no te  des ulc6rat ions  multiples et 
superficielles de la marge anale et un orifice fistuleux 
avec 6mission de pus. La biologie trouve une an6mie 
hypoch rome  microcyta i re  (h6moglobine  = 8,4 g/dl, 
V G M  = 75p 3, C C M H  = 28 %), un syndrome inflam- 
matoire  (VS = 80 mm h la premi6re heure, f ibrinfmie 
= 5 g/l), et un syndrome carentiel.  Le bilan h6patique 
et l ' ionogramme sanguin sont normaux.  La parasito- 
logie des selles et la coprocul ture  sont n6gatives. La 
coloscopie t rouve une a t te in te  segmentai re  du rec- 
tum, du c61on gauche et du c61on transverse, caract6- 
ris6e par  des u lc6rat ions  superf iciel les  en carte  de 
g6ographie,  sans at te inte  de la dernibre anse il6ale. 
Les biopsies coliques no ten t  un infiltrat inflamma- 
toire, des abc~s crypt iques et un granulome 6pith6- 
lio'ide sans nfcrose  cas6euse. Le diagnostic de MC est 
alors pos6 et la pat iente est trait6e par  m6salazine h la 
dose de 4 g/j. Le transit baryt6 du gr~le et l '6chogra- 
phie abdominale sont normaux.  L'6volution est mar- 
qu6e par  la d ispar i t ion des 6missions glairo-san- 
glantes mais avec pers i s tance  de la diarrh6e,  de 
l 'an6mie,  et de l ' a l t6ra t ion  de l '6tat  g6n6ral. La 
patiente est r6hospitalis6e trois mois plus tard ; une 
endoscopie cesogastroduod6nalc est alors r6alis6e et 
se r6v61e opt iquement  normale  et des biopsies syst6- 
matiques gastriques et duod6nales  sont r6alis6es. Les 
biopsies duod6nales r6vblent une atrophie villositaire 
totale, un infiltrat lymphoplasmocyta i re  et une aug- 
men ta t ion  du n o m b r e  de lymphocy tes  intra6pith6- 
liaux. Au plan immunologique,  il existe dans le s6rum 
des anticorps anti-gliadine de type IgA (1/1 600 mis 
en 6vidence par technique E L I S A )  et des anticorps 
ant i -endomysium (1/800, mis en 6vidence par  tech- 
nique d ' i m m u n o f l u o r e s c e n c e ) .  Le  diagnostic de 
maladie co~liaque est alors re tenu  et la pat iente est 
mise sous r6gime sans gluten (RSG) ,  associ6 ~t la 
m6salazine. La pat iente  est revue r6guli6rement en 
consultation, le RSG est cor rec tement  suivi. L'6volu- 
tion est marqu6e par une disparit ion de la diarrh6e, 
une reprise du poids (48 kg), une n6gativation des 
anticorps anti-gliadine et ant i -endomysium associ6e 
une repousse villositaire quasi complete  avec un recul 
de deux ans. II y a un an, la pat iente a fait une rechute 
cl inique et endoscop ique  de sa MC qui a n6cessit6 
l 'adjonct ion de cortico'l'des et de m6tronidazole  par  
voie orale. Une am61ioration des 16sions coliques a 
6t6 not6e mais les 16sions proctologiques continuent 
consti tuer un handicap pour  la pat iente ~ ce jour. 

DISCUSSION 

Le premier  cas d 'association MCA et MC a 6t6 rap- 
port6 en 1967 [5]. Jusqu 'en 1992, 7 observations ont 
6t6 publi6es, avec une pr6dominance  masculine dans 
6/7 cas. Notre  patiente est le deuxibme sujet f6minin. 
L'hge du diagnostic de cette association est pr6coce, 
en moyenne  25 ans [5]. Les deux affections sont dia- 

gnostiqu6es s imultan6ment dans la moiti6 des cas, et 
dans l 'autre moiti6, l 'une ou l 'autre des affections est 
d iagnos t iqu6e  en p r e m i e r  [5]. L ' assoc ia t ion  de la 
MCA  h d 'autres  maladies auto- immunes,  telles le dia- 
b6te insul inod6pendant ,  la thyroi'dite auto- immune,  
la de rma t i t e  he rp6 t i fo rme ,  et cer ta ines  h6pato-  
pathies,  en par t icul ier  c i r rhose  biliaire primitive et 
h6pat i te  au to - im m u n e ,  est c l a i r emen t  6tablie [6]. 
Cependant ,  son association aux MICI est rare [7, 8]. 
L ' ex i s t ence  d ' u n e  r6ponse  i m m u n e  anorma le  au 
cours  de la MC repose  sur un faisceau d 'argu-  
ments  [9]: 

- -  pr6sence d 'auto-ant icorps  induits par le gluten, 
les anticorps anti-gliadine et ant i -endomysium ; 

- -  association fr6quente de la MC ~a d 'autres mala- 
dies auto- immunes ; 

- -  infil tration du chor ion par  des lymphocytes  T 
CD4 sp6cifiques de la gliadine. 

Quant  ~ la MC, sa pathog6nie est multifactorielle ; 
elle fait  in te rven i r  des fac teurs  e n v i r o n n e m e n t a u x  
(mode  de vie, a l imenta t ion ,  tabac,  agents  infec- 
t ieux .... ) et des fac teurs  immuno log iques  [10]. La 
raise en 6vidence darts le s6rum des malades atteints 
de MICI  de n o u v e a u x  m a r q u e u r s  s6rologiques,  
A S C A  et p A N C A ,  soul igne l ' ex is tence  clans ce t te  
maladie d 'anomalies  immunitaires.  Les ASCA,  diri- 
g6s con t re  une levure a l imenta i re  : Saccharomyces 
cerevisiae, sont pr6sents chez 50 h 65 % des patients 
porteurs  d 'une  MC et chez 15 % des patients porteurs  
d 'une  rectocol i te  u lc6ro-h6morrag ique  (RCH) .  Les 
p A N C A  ou Perinuclear Antineutrophili Cytoplasmic 
Antibody, sont des au toant icorps  re t rouv6s dans la 
maladie de Crohn,  avec une pr6valence de 4 ~ 25 % et 
darts 60 ?a 90 % des malades atteints de R C H  [11]. 

Des  formes  familiales ont  6t6 d6crites aussi bien 
dans la MC [8, 12] que dans la M C A  [9], sugg6rant 
l ' intervention dans chacune de ces deux affections de 
facteurs  g6n6tiques.  Cot ton  et al. [13] ont  rappor t6  
une association familiale des deux maladies darts trois 
families siciliennes. 

CONCL USION 

L'association de la MC et de la MCA  pourrai t  ~tre 
une associat ion fortui te .  Cependan t ,  l 'exis tence de 
formes familiales et l '6t iopathog6nie des deux affec- 
tions ayant  comme suppor t  co m m u n  un m6canisme 
immunog6n6 t ique ,  p o u r r a i en t  sugg6rer  que ce t te  
association n 'est  pas fortuite et qu'el le  doit 4tre sus- 
pect6e chez les malades ayant une MICI et chez qui la 
diarrh6e persiste malgr6 une r6mission endoscopique 
de la MICI.  Un aut re  m6canisme doit  alors 4tre 
recherch6.  La r6al isat ion d ' u n e  endoscop ie  haute ,  
lots de la coloscopie  initiale d ' une  MICI,  doit  6tre 
sys t6mat ique  car les biopsies gas t r iques  et duod6-  
nales r6alis6es m o n t r en t  des g ranu lomes  dans 12 
23 % des cas. Cet te  endoscopie  permet t ra i t ,  dhs le 
premier  examen endoscopique,  le diagnostic de l'as- 
sociation MC-MCA.  

386 V o l u m e  3 3  - N ~ 3 - 2 0 0 3  A c t a  E n d o s c o p i c a  



REFERENCES 

1. LENNARD-JONES J.E. - -  Classification of inflammatory 
bowel disease. Scand. J. Gastroenterol., 24 (suppl 170), 2-6. 

2. TRIER J.S. - -  Diagnosis of coeliac sprue. Gastroenterology, 
1998, 115, 211-216. 

3. EKBOM A., HELMICK C., ZACK M., ADAMI H.O. - -  The 
epidemiology of inflammatory bowel disease : a large, popula- 
tion-based study in Sweden. Gastroenterology, 1991, 100, 350- 
358. 

4. MEHDI A., BACCOUCHE A., SKANDRANI K. et al. -- 
Epid6miologie des maladies inflammatoires cryptog6n6tiques 
de l 'intestin dans le centre-est tunisien. Maghreb Mddical, 
1997, 314, 47-52. 

5. Clinicopathological Conference. - -  A case of Crohn's disease 
in a patient with treated adult coeliac disease. Br. Med. J., 1967, 
2, 222-226. 

6. DENIE C. - -  Foie et maladie coeliaque. H~pato Gastro, 
novembre-d6cembre 2000, 302-304. 

7. CURTIS W.D., SHUM_a_N B.M., GRIFFIN J.W. Jr. - -  Asso- 
ciation of gluten-sensitive enteropathy and Crohn's  colitis. 
Am. J. GastroenteroL, 1992, 87, 1634-1637. 

8. KITIS G., HOLMES G.K.T., COOPER B.T., THOMP- 
SON H . ,  A L L A N  R . N .  - -  Association of coeliac disease and 
inflammatory bowel disease. Gut, 1980, 21,636-641. 

9. KARRAS A., CAILLAT-ZUCMAN S. - -  Transglutaminase 
tissulaire : un auto-antig6ne c16 dans la maladie c~eliaque. 
H~pato Gastro, septembre-octobre 1999, 405-408. 

10. COLOMBEL J.F., DESREUMAUX P. - -  Physiopathologie 
des maladies inflammatoires chroniques de l'intestin. In : Ram- 
baud J.C. Les maladies inflammatoires chroniques de l'intes- 
tin. Paris, John Libbey Eurotext, 1998, 27-46. 

11. QUINTON J.F., SENDID P., R E U M A U X  D. et at. -- Anti- 
Saecharomyces cerevisiae mannan antibodies combined with 
antibody in inflammatory bowel diseases : prevalence and dia- 
gnostic. Gut, 1998, 42, 788-791. 

12. WASHINGTON Aga-D.D.W. - -  Maladie caeliaque de 
l'adulte, 6pid6miologie, traitement. Mdd. Chir. Dig., 1997, 26, 
355-356. 

13. COTTON M., CAPPELLO M., PUELO A., C1PPOLA C., 
FILIPPAZO M . G .  - -  Familial association of Crohn's and coe- 
liac diseases. Lancet, 1989, 2,338. 

I N T R O D U C T I O N  

Crohn's disease (CD) is a chronic inflammatory 
bowel disease (CIBD) that can affect any part o f  the 
digestive tract and that evolves through successive 
bursts followed by remission periods [1]. The coeliac 
disease (COD), defined as an intolerance of  the intesti- 
nal mucosa to gluten [2], appears as a deficient absorp- 
tion syndrome resulting from a total or subtotal atro- 
phy o f  the villi in the proximal small bowel which 
regresses after the exclusion of  gluten from the diet. 
The prevalence of CoD is estimated at 1/100,000 and 
that of  CD between 1 and 6/100,000 of  the population 
in Europe [3]. In the Maghreb, the prevalence of  CoD 
is unknown, whereas that of  CD has been estimated at 
1.24/100,000 in a study concentrating on the mid-east 
o f  Tunisia [4]. These diseases preferentially affect 
young adults. 

The association in the same patient o f  these two 
diseases has very rarely been described. We report the 
case of  a young female patient with such an associa- 
tion. 

O B S E R V A T I O N  

M&s E.K., aged 23, without any remarkable perso- 
nal or familial pathological history was hospitalized 
three years ago in our unit for the evaluation of  a 
bloody and glairy chronic diarrhea with six emissions 
per day, accompanied by abdominal pains and a loss 
of  weight that started 6 months earlier. The clinical 
exam revealed an emaciated patient, weighing 40 kg 
with a height of l .56 m, cutaneo-mucous paleness, dry 
skin and glossitis. The proctologic examination revea- 
led multiple superficial ulcerations of the anal margin 
and a fistula opening with pus emission. The biology 

showed mycrocytic hypochrome anemia (hemoglo- 
bin = 8.4 g/dl, M G V  = 75 p3, MHCC = 28 %), an 
inflammatory syndrome (SS = 80 mm the first hour, 
fibrinemia = 5 g/l), and a carential syndrome. The liver 
balance and the blood ionogram were normal. The 
parasitological exam of  the stools and coproculture 
were both negative. The colonoscopy revealed a seg- 
mentary involvement of  the rectum, left colon and 
transverse colon, characterized by superficial ulcera- 
tions in the shape of  geographical maps, without invol- 
ving the last ileal loop. Biopsies from the colon reveal 
an inflammatory infiltrate, cryptic abscesses and an 
epithelioid granuloma without caseous necrosis. The 
diagnosis of  CD was then pronounced and the patient 
treated with mesalazine at the dose o f  4 g/d. The 
barium enema of  the digestive tract and the abdominal 
ultrasound were normal The evolution showed the 
disappearance of the glairy and bloody emissions but 
with the persistence of  diarrhea, anemia and the altered 
general status. The patient was hospitalized again three 
months later; a gastro-duodenal endoscopy was then 
performed and was optically normal; gastric and duo- 
denal biopsies were sampled. The duodenal biopsies 
revealed total atrophy of the villi, a lymphoplasmacy- 
tic infiltrate and an increase in the number of  intra-epi- 
thelial lymphocytes. At  the immunological level, there 
were seric anti-gliadine antibodies of  the IgA isotype 
(1/1600, revealed by ELISA)  and anti-endomysium 
antibodies (1/800, revealed by immunofluorescence). 
The diagnosis of  coeliac disease was then pronounced 
and a gluten-free diet prescribed (GFD), in addition to 
melasazine. The patient consulted regularly after that 
and correctly followed the GFD. The evolution consis- 
ted of  the disappearance o f  the diarrhea, a gain in 
weight (48 kg), the absence of  anti-gliadine and anti- 
endomysium antibodies associated with an almost 
complete growth of the villi after a two year follow-up. 
One year ago, the patient clinically and endoscopically 
relapsed which required the addition of  corticoids and 
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metronidazole per os. An improvement of  the colonic 
lesions was noticed but the proctologic lesions are still 
an handicap for the patient as of  today. 

DISCUSSION 

The first case of  an association between CoD and 
CD was reported in 1967 [5]. Until 1992, 7 observa- 
tions have been published, with a predominance in 
men (6/7 cases). Our patient is the second female case. 
The diagnosis o f  this association is made early, at 
25years on average [5]. The two affections are simul- 
taneously diagnosed in half of  the cases, and in the 
other half  one or the other affections is diagnosed 
first [5]. The association of  CoD to other auto-immune 
diseases, such as insulino-dependant diabetes, auto- 
immune thyroiditis, herpetiform dermatitis and certain 
liver diseases, in particular primary biliary cirrhosis 
and auto,immune hepatitis, is clearly established [6]. 
Its association with CIBD, however, is rare [7, 8]. The 
existence o f  an abnormal immune response during CD 
relies upon several arguments [9] : 

- -  presence o f  auto-antibodies induced by gluten, 
anti-gliadine and anti-endomysium antibodies; 

- -  frequent association o f  CD with other auto- 
immune diseases; 

- -  infiltration of  the chorion by CD4 T lympho- 
cytes specific for gliadine. 

When considering CD, its pathogeny involves mul- 
tiple factors : environmental factors (life style, diet, 
tobacco, infectious diseases...) and immunological 

factors [10]. In the serum of  patients suffering from 
CIBD, new serological markers can be observed, 
ASCA and pANCA,  directed against a yeast from the 
diet, Saccharomyces cerevisiae, present in 50to 65 % 
of  the patients with CD and in 15 % of  patients with 
hemorrhagic ulcerative colitis (UC). The perinuclear 
Ant ineut rophi l  Cytoplasmic Ant ibodies  (pANCA) 
are auto-antibodies found in Crohn's disease, with a 
prevalence of  4 to 25 %, and in 60 to 90 % of  patients 
with UC [11]. 

Familial forms have been described in CD [8, 12] as 
well as in CoD [9] suggesting a role, in both cases, for 
genetic factors. Cotton et al. [13] reported a familial 
association of  the two diseases in three Sicilian fami- 
lies. 

C O N C L U S I O N  

The association between CD and CoD could be 
only fortuitous. However, there are familial forms and 
since the etiopathogeny of  both diseases has a common 
immunogenetic nature, these two arguments could 
suggest that this is not a fortuitous association and that 
it must be suspected in patients with a CIBD and a per- 
sisting diarrhea despite the endoscopic remission of  
CIBD. Therefore, another mechanism must be looked 
for. An  upper endoscopy, during the initial colono- 
scopy for a CIBD, must be systematically performed 
because the gastric and duodenal biopsies show granu- 
loma in 12 to 23 % of  the cases. This endoscopy would 
allow, as soon as the first endoscopic exam, the dia- 
gnosis of  the CD-CoD association. 
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