
&w*sffi ffiffiwwweffi wY%ffiesffi

F.  Marmouz (1)

SUMARRY: Coeliac disease is an auto-immune inf lammatory reaction characterized by a part ial  or total ví l l i 's atrophy of the
proximal small  intest ine occuring after ingestion of gluten in genetical ly predisposed patients.
The classic form is much more frequent in chi ldren. Thereby there has been a misevaluation and improper treatment of coe-
l iac dísease in adults who suffer more from asymptomatica and atypical forms.
Currently the only effect ive treatment is a str ict gluten free diet for l i fe.
However recent researches brought a new l ight on the matter. Now oats as a causative factor is controvert ial .  The introduc-
t ion of some moderate intest inal lesions (pre-atrophic with intra-epithel ial hyperlymphocytosis qual i f ied as r< weak enteropa-
th ies)  in  the def in i t ion o f  coe l iac  d isease might  be poss ib le .
Moreover the way to diagnose has evolved as serological tests and markers are more used due to their eff iciency.
Key-words: Adult -  Coeliac - Disease - Gluten - Atrophye of the vi l l i  -  Auto-immune disease.

oe l i ac  d i sease  i n  adu l t s  i s  an  en te ropa th i c  au to -
i m m u n e  c o n d i t i o n  c a u s e d  b y  i n g e s t i o n  o f  g l u -

t en  i n  gene t i ca l l y  p red i sposed  pa t i en t s .  l t  i s
character ized in  i ts  c lass ic  form by severe a t rophy of
t h e  v i l l i  p r e d o m i n a n t l y  i n  t h e  s m a l l  i n t e s t i n e  a n d  i s
more  marked  p rox ima l l y ,  wh i ch  imp roves  when  whea t
g lu ten  i s  exc luded  f r om the  d ie t  and  t he  equ i va len t  p ro -

lamines of  o ther  impl icated cerea ls  (bar ley ,  rye,  oats)

Two  recen t  i deas  mod i f y  t h i s  de f i n i t i on :
.  oats  as a  causat ive fac tor  is  cont rover t ia l
.  moderate in test ina l  les ions,  ca l led pre-at rophic  wi th

in t ra-ep i the l ia l  hyper lymphocytos is  and qual i f ied as
" \Meak"  enteropath ies,  can be inc luded in  the def in i -
t ion i f  they are decreas ing when us ing g lu ten f ree d ie t .

î l l  recent ly  cons idered as rare and af fec t ing essent ia l -
l y  ch i l d ren ,  t he  p reva lence  o f  Coe l i ac  D i sease  has  been
reeva lua ted ,  espec ia l l y  i n  adu l t s .  l t  i s  an  au to - immune
d i sease ,  d i f f i cu l t  t o  d i agnose  and  imp rope r l y  t r ea ted .

EPTDEMIOTOGY

In  France more  than 150,000 peop le  and in  excess  o f
2 mi l l ion Europeans are af fected by Coel iac Disease.
The major i t y  a re  adu l ts .  The peak  age o f  d iagnos is  o f
Coe l iac  D isese.  In  ch i ld ren  is  be tween 6  and 24  month
of  age,  wh i ls t  in  adu l ts  the  peak  is  usua l ly  be tween 40
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and  50  yea rs  o f  age .  Tw ice  as  many  f ema les  a re  d ia -
gnosed  compared  t o  ma les .  Las t l y  t he  r i s k  o f  deve lo -
p ing  t he  d i sease  i s  mu l t i p l i ed  by  a  f ac to r  o f  10  when

a  f a m i l y  h i s t o r y  o f  C o e l i a c  D i s e a s e  i s  p r e s e n t .

Caucas ians  a re  more  a t  r i s k  t han  o the r  r aces .

PATHOPHYSIOLOGY AilD
IMMUNOLOGIGAL MEGHAilISMS

Coel iac Disease is an auto- immune inf lammatory reac-
t ion character ized by paft ia l  or  total  atrophy of  the v i l l i  of
the proximalsmal l  intest ine occurr ing af ter  ingest ion of
gluten in genet ical ly predisposed pat ients.  l t  is  a digest i -
ve hypersensi t iv i ty wi th an inappropr iate immune res-
ponse of the mucosa. Up to 95 % of patients express a
HLA-DO2 molecule.  The toxic cereals for  these pat ients
are wheat,  bar ley,  rye the gl iadines soluble f ract ions of
gluten and some fract ions of  them such as alphagl iadi-
ne are toxic substances. Gl iadine is modif ied by a t issue
transglutaminase, then presented by cel ls to T lympho-
cytes of  CD4 chor ion,  the or ig in of  the inf lammatory
react ion producing cytokines (TNF-alpha, Interferon
ga m ma. .  .  ) ,  ant i -bod ies (a nt ig I  iad ine,  t issue, ant i t ransf l  u-
taminase,  an t i -endomys ium. . . )  and an  in f i l t ra t ion  o f  the
smal l  intest ine by intraepi thel ia l  lymphocytes type CD8.
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The classic form is rare and represents the iceberg of
the  adu l t  Coe l iac  d isease ( less  than 20  % o f  the  cases) .
The main  s igns  are  d iges t ive  and genera l :  d ia r rhea
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(w i tn  s tea tor rhoea) ,  abdomina l  pa ins ,  we igh t  loss
(w i th  ma lnu t r i t ion)  and anaemia .

The b io log ica l  anomal ies  a re  ind i rec t  s igns  o f  ma lab-
sorp t ion  in  the  smal l  in tes t ine  :
È  anaemia ,  i ron ,  fo la tes  and even v i tamin  812 and
vi tamin K def ic iency;
>  hypoca lcemia ,  hypomagnes ia ,  source  o f  c ramps
and tetany;
>  hypopro t idemia ,  hypoa lbumin ia .
The asymptomat ica or atypical  forms are more fre-
quent ly  seen in  adu l ts .
These represent the invis ib le part  of  the iceberg :

hypos ideremia ;
) rhumatological : demineralisation, a fth ralgies, fractu res;
F  neuro log ica l :  per iphera l  neuropathy  ( lack  o f ) ,  ep i -
lepsy  (and cerebra l  ca lc i f i ca t ions) ,  a tax ia  (v i tamin  E
def ic iency?) .

I  Migraine.

I  D i g e s t i v e :  s i m u l a t i n g  a  f u n c t i o n a l  c o l o p a t h y ,
mouth  u lcers ,  unexp la ined increase o f  t ransminases ,
severe hepatopathy (rare).

I  Gynecological :  infert i l i ty ,  amenorrhea, foetal  hypo-
trophy, miscarr iages.

These atypical  forms must be looked for in at  r isk
pat ients :  l inked to f i rst  degree (10%1, pat ients wi th
Coe l iac  D isease,  type  I  d iabet ics  (5  to  t0  %1.

Tr isomie  21  (Mongo l ism) ,  pa t ien ts  su f fe r ing  f rom one
or  more  au to- immune d iseases  (dermat i t i s  herpe t i fo r -
mis ,  thy ro id  d isease) .

I  Many other morbid associat ions are possible :
È Hematological :  lgA- def ic iency,  haemolyt ical  anae-
mia ,  th rombopen ic  purpura .
> Nephrological: lgA - nephropathy.

Crohn d isease and co lo rec ta l  b leed ing . . .
F  Lupus,  S jógren myasthen ia ,  po lymyos i te ,  rheuma-
to id  po lyar th r i t i s .
> Atopia,  asthma, disease of  farmer 's lung or poul t ry
breeders.

I There are two criteria for diagnosis {C.F.D): serolo-
g ica l  and h is to log ica l .
> The ef f ic iency of  g luten free diet  is  not now an obl i -
gatory cr i ter ia as serological  tests are more ef fect ive.
È Sero log ica l  markers  a re  ind ica ted  in  case o f  susp i -
c ion of  Coel iac Disease, very useful  in atypical  or
asymptomat ic  fo rms and fo r  the  fo l low up dur ing  the
use of  a gluten free diet .
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> lgA Endomys ia l  an t ibod ies :  sens i t i v i t y  >  90  7o ,  spe-
cif icity > 95 Y".
> Their  posi t iv i ty:
.  lgA Ant ig l iadin :  sensi t iv iy 90 7o, speci f ic i ty 85 %.
.  lgG Ant ig l iad in  :  sens i t i v iy  75  %,  spec i f i c i t y  90  %.

Th is  tes t  i s  on ly  o f
. interest if the lgA test is not positive (2 to 3 oó of cases).
.  lgA Ant i t ransglutaminase :  sensi t iv iy :  > 90 y",  speci-

f ic i ty > 99 Y. (ELISA method).

l f  the sensi t iv i ty of  these markers is high, fur ther
blood tests must be addressed to a reference labora-
tory to avoid " fa lse negat ives" for  the endomysial
an t ibod ies .

A select ive def ic iency in lgA (2 to 3 % of cases) can
lead to a " fa lse negat ive" i f  we don' t  look for  lgG ant i -
bod ies .

A posi t ive serology does not negate nei ther duodenal
biopsy ( f ibroscopy),  nor the start  of  a G.F.D. because
of the possibi l i ty  of  fa lse posi t ives.

The h is to log ica l  c r i te r ia  (duodena l  b iops ies  by  f ib ro -
scopy) are:
.  V i l lous  a t rophy  (genera l l y  to ta l  o r  sub to ta l ) .
.  Inc reased ep i the l ia l  l ymphocy tos is .
.  Hyperplasia of  the crypts.

TREATMEIUT AIUID OUTGOME

The treatment rests solely on a G.F.D. for  l i fe,  excluding
al l  food containing wheat,  bar ley or rye and any medi-
cat ion containing gluten. This constraining diet  requires
the pat ients to buy special  products and rarely,  supple-
ments  o f  i ron ,  fo la te ,  ca lc ium,  v i tamin  D. . .

Even i f  c l in ica l  improvement  i s  o f ten  rap id  us ing
G.F,D. ( f rom a few days to a few weeks),  v i l lous res-
ponse general ly appears between six and twenty four
m o n t h s .

The advantage of  G.F.D. is not only regression of
symptoms but also the eventual  prevent ion of  com-
p l i ca t ions  such as :
.  bone deminera l i za t ion  (50  % o f  cases) ;
.  au to- immune d isease (d iabetes  or  thy ro id  d isease) ;
.  a  ra re  invas ive  lymphoma wh ich  is  s ix  t imes more

f requent  in  case o f  Coe l iac  D isease or  o ther  ma l ign
d iseases .

The Coe l iac  Sprue is  an  en teropathy  w i th  v i l lous  a t ro -
phy character ized by the absence of  any histological
and c l in ica l  improvement  desp i te  a  s t r i c t  G.D.F .
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