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Abstract

Streszczenie

In this paper we present a review of the literature concerning refractory coeliac disease (RCD). It can be
expected that the prevalence of RCD is related to the general prevalence of coeliac disease (CD). The ra-
te is estimated to be 7-8% of patients with CD, predominantly affecting adults. Before making a definitive
diagnosis, a long list of possible concomitant diseases and intended or unconscious intake of gluten sho-
uld be excluded. Immunohistochemical tests and DNA analyses can be very helpful in determining abnor-
mal phenotype and changes in the TCR-y receptor gene, which is found in morphologically normal intrae-
pithelial lymphocytes in the majority of refractory coeliac patients. Many studies indicate that RCD is the link
between CD and small intestine T-cell ymphoma (EATL). This is why early diagnosis is of such great impor-
tance. The prognosis is unfavourable. Trials with steroid monotherapy or in combination with azathioprine
or with other drugs (cyclosporin, anti-TNF-q., IL-10) and an elementary diet - if lacking response to stero-
ids - have been undertaken. (Gastroenterol. Pol., 2004, Vol. 11, No. 5, p. 471-475)
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W pracy przedstawiono przeglad pismiennictwa dotyczacy choroby trzewnej opornej na leczenie dieta. Na-
lezy sie spodziewaé, ze wraz ze wzrostem czestosci wystepowania celiakii, wzrosnie rowniez czestos¢ wy-
krywania choroby trzewnej opornej na leczenie dietg. Szacuije sie, ze dotyczy ona 7-8% pacjentdéw z cho-
robg trzewna, gtownie oséb dorostych. Przed postawieniem ostatecznego rozpoznania nalezy wykluczyé
btedne rozpoznanie wstepne, dtugg liste mozliwych wspotwystepujacych choréb oraz Swiadome lub przy-
padkowe nieprzestrzeganie diety bezglutenowej. Duza pomoca w ustaleniu rozpoznania moga by¢ badania
immunohistochemiczne oraz metody analizy DNA umozliwiajace wykrycie nieprawidtowego fenotypu oraz
zmian w obrebie genu receptora TCR-y, ktore sg stwierdzane w obrebie morfologicznie prawidtowych lim-
focytéw srodnabtonkowych u wiekszosci pacjentow z chorobg trzewna oporna na leczenie dieta. Wiele da-
nych wskazuje na to, ze choroba ta jest ogniwem tagczacym pomiedzy celiakig, a chtoniakiem jelita cienkie-
go wywodzacym sie z komorek T (EATL), dlatego wazne jest wczesne ustalenie rozpoznania. Rokowanie
jest zte. Podejmuje sie proby leczenia steroidami w monoterapii lub skojarzeniu z azatiopryng, a w przypad-
ku braku odpowiedzi na steroidoterapie innymi lekami (cyklosporyna, anti-TNF-a., IL-10), a takze dietg ele-
mentarna.

Stowa kluczowe: choroba trzewna oporna na leczenie dieta, chtoniak jelita cienkiego, leczenie

the small intestine mucosa damaged by gluten can be
expected after implementation of a gluten-free diet (1).

Coeliac disease (CD) is a chronic inflammation of the
small intestine caused - in genetically predisposed peo-
ple - by the intestinal mucosa’s exposure to gluten, a plant
protein contained in the seed coat of European grains.
According to the modified criteria of the European Socie-
ty of Gastroenterology, Hepatology and Nutrition (ESP-
GHAN), clinical recovery and histological improvement of

However, based on the prior literature, a gluten-free diet
is ineffective in 10-20% of coeliac patients (2).

In patients with suspected CD who are resistant to die-
tary treatment (refractory coeliac disease, thereafter -
RCD), it should first be decided whether the initial diagno-
sis of CD was correct. Unfortunately, CD is still diagnosed
on the basis of clinical improvement after implementation
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of a gluten-free diet, without performing a small intestine
biopsy. This is especially common in young children, due
to the ambiguous and multi-symptom clinical presentation
of many diseases in this age range. In such cases, the first
biopsy of the small intestine mucosa is recommended at
least two years after implementation of a gluten-free diet.
Subsequently, gluten introduction with monitoring of the
clinical course with repeated determination of serum an-
ti-gliadin (AGA) or anti-endomysial (EmA) antibodies and
the second small intestine biopsy are recommended. It
should be pointed out that other medical conditions that
are unrelated to CD also show good response to a gluten-
free diet. According to some authors, up to 40% of pa-
tients with irritable bowel syndrome report improvement
after excluding wheat from their diets (3). Gluten elimina-
tion from the diet also leads to clinical improvement in pa-
tients with an allergy to gluten or transient gluten intoleran-
ce (4). It is worth noting that partial intestinal villous atro-
phy could be caused by diseases other than CD, e.g.,
post-infection syndromes, parasitic infections, drug syn-
dromes and ionizing radiation effect (5).

Furthermore, in patients considered to be suffering
from CD resistant to dietary treatment (RCD), gluten-free
diet compliance should be verified. Accidental or intended
intake of gluten-containing food or even a normal diet se-
em to be the most common reasons for the lack of clini-
cal improvement after implementing the diet (5, 6). The ra-
te for coeliac patients who consistently or periodically fa-
il to follow medical advice is estimated at 30-70%. The
non-compliance with the gluten-free diet could be related
to several factors including: insufficient knowledge of the
disease and its treatment, self-denial, low flavour value of
gluten-free foods, difficult access to gluten-free products,
and presence of gluten as technological supplement in
generally used food products without including such in-
formation on their labels (7).

Several definitions of RCD appear in the literature. Al-
though the term “refractory coeliac disease” seems con-
tradictory because, according to the diagnostic criteria for
CD, improvement after implementation of a gluten-free
diet is necessary, it is frequently encountered in the me-
dical literature. Therefore, this term has been used in this
review. Based on the literature review and their own clini-
cal assessment, Biagi and Corazza (2) proposed a new
terminology. They introduced the term “refractory coeliac
disease” meaning CD without complications of lympho-
ma, ulcerative jejunoileitis or collagenous colitis, no lon-
ger responds to a gluten-free diet. They used the term
“non-coeliac refractory sprue” to mean enteropathy with
no response to a gluten-free diet and no histological va-
riation with CD, in which lack of HLA alleles or hypersen-
sitivity to gluten excludes CD.

The prevalence of RCD is difficult to assess due to ca-
se reports in the literature in which CD is not well docu-
mented or diagnosis seems to be incorrect. According to
O’'Mahony et al. (5), RCD should be diagnosed in patients
with villous atrophy in the small intestine mucosa consi-
stent with CD with no histological improvement after an ar-
bitrarily accepted term of 12 months of a strict gluten-free
diet. Adhering to these criteria, RCD could be estimated
to occur in 7-8% of patients with CD.

The relationship between RCD and CD is widely di-
scussed in the medical literature. The proof of the relation-
ship is a presence of serum anti-gliadin and(or) anti-endo-
mysial antibodies and HLA-DQw?2 haplotype in patients of
both groups (8). According to Isaacson (9), RCD can start
both as “de novo” disease or as a complication of histo-
pathologically proven typical CD.

The majority of patients with RCD shows so-called pri-
mary resistance. In those patients who do not respond to
dietary treatment, CD could not be definitely diagnosed
according to compulsory diagnostic criteria, and they
would fall into a more general diagnosis of unclassified
sprue. A small number of patients initially responds to
a gluten-free diet, but later, despite strict compliance, they
develop the so-called secondary resistance (10).

Resistance to dietary treatment could be classified as
1) clinical resistance, that is, persistence of clinical symp-
toms of chronic diarrhea, flatulence or abdominal pain,
despite stated histological regeneration of the small inte-
stine mucosa, or 2) histological resistance with persistent
or recurrent histopathological disturbances in the small in-
testine (11). It should be noted that a significant clinical ef-
fect is observed after a few days of a gluten-free diet, whi-
le histological regeneration can last up to 2 years (12). Si-
multaneous histological improvement is characterized by
a significant rise in the length of intestinal villi, decrease
of intestinal crypt hyperplasia and reduction in intraepithe-
lial ymphocyte count, and it occurs more rapidly in the di-
stal small bowel. In many coeliac patients responding to
dietary treatment despite normal intestinal villous architec-
ture, the number of T lymphocytes with v/8 receptors re-
mains slightly increased with the normal level of T o/ lym-
phocytes T, which is in strict correlation with the rate of
intestinal villi shortening (13).

No satisfactory clinical improvement with good histo-
logical response to a strict gluten-free diet most likely in-
dicates concomitant additional disease. The diseases re-
sponsible for persistence of chronic diarrhea in coeliac
patients include collagenous colitis, lymphocytic colitis,
ulcerative colitis, secondary lactose intolerance, pancre-
atic insufficiency and rectal sphincter insufficiency (14).

The combined resistance to gluten-free diet treatment
in coeliac patients requires strict exclusion of other fac-
tors, which despite a gluten-free diet can lead to no clini-
cal improvement or histological regeneration of the small
intestine mucosa. Many studies show that the most com-
mon reasons for combined resistance are small intestine
lymphoma, inflammatory bowel disease, autoimmune en-
teritis, collagenous enteritis, other than gluten food pro-
tein intolerance (milk, soy, egqg), gardiasis, Whipple’s di-
sease and bacterial overgrowth (11, 15-17). The algorithm
of procedures to follow for patients suspected to suffer
from RCD is presented in figure 1 (11).

Autoimmune enteropathy, in particular, should be no-
ted. It is a chronic disease of the lower part of alimenta-
ry tract, which had originally been reported only in chil-
dren, but in subsequent years some cases of incidence
in adults were also presented. The diagnostic criteria of
the disease comprise histopathologic signs of enteropa-
thy without identification of a triggering food protein, per-
sistence of chronic diarrhoea despite long-term parente-
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ral nutrition, presence of antibodies against enterocytes
and concomitant autoimmune diseases. Recently, special
cases of adult patients with autoimmune enteropathy who
were treated as suffering from RCD have been reported
(15, 18, 19). In none of the reported cases was there
IgAEmA in serum; in one case IgAAGA were present. All
had HLA-DQ2 alleles, which, though typical for coeliac
patients, are also found in patients with other autoimmu-
ne diseases (15, 19). It seems that in all patients in whom
RCD is considered the antibodies against enterocytes
should be determined because proper identification of pa-
tients with autoimmune enteropathy has significant thera-

peutic and prognostic implications (11).

For many years the relationship of RCD and enteric
lymphoma from T-cells (enteropathy - associated T-cell
lymphoma - EATL) has been discussed. In coeliac pa-
tients sensitive to gluten-free diet, intraepithelial lympho-
cytes have a normal phenotype, and the majority are
CD8+lymphocytes and T lymphocytes with o/, and
especially y/d receptors. In the majority of coeliac pa-
tients not responding to dietary treatment, intraepithelial
lymphocytes are morphologically normal, but they have
a different phenotype when compared to the control gro-
up and patients with typical CD: the presence of intracy-
toplasmic CD (iCD3e), surface marker CD103+ and ab-
sence of surface markers CD3+, CD8+, CD4+ and TCRy
receptor (TCR-CD8-CD4-CD3-), and monoclonal rearran-
gements in TCRygene (8, 11, 20). An abnormal immuno-
phenotype is easy to find using the immunohistochemical
method on formalin fixed paraffin embedded biopsy sam-
ples from the small intestine mucosa, while the clonal po-
pulation is easily detected by analysing DNA (PCR) extrac-
ted from intestinal biopsy samples (8, 21). Such pheno-
typically abnormal intraepithelial lymphocytes are identi-
cal as described in the small intestine mucosa of patients
with ulcerative jejunitis and in the “non-lymphomatous”

Algorithm of procedures in refractory coeliac disease (27)

and “lymphomatous” mucosa of patients with EATL, imply-
ing that both RCD and ulcerative jejunitis could be the mis-
sing link between CD and enteropathy-associated T-cell
lymphoma (8, 20, 22, 23). The type of CD with phenoty-
pically abnormal intraepithelial lymphocytes classified as
type Il occurs significantly more often and, according to
clinical trials, sometimes shows progression in subclini-
cal or latent form of small intestine lymphoma. It seems
that identification of coeliac patients resistant to a gluten-
free diet with a population of abnormal intraepithelial lym-
phocytes will allow to distinguish patients with an increa-
sed risk of EATL development, enabling to start chemo-
therapy in the early phase of the disease (11). The patients
with CD resistant to a gluten-free diet and the phenotypi-
cally normal population of CD3+CD8+ intraepithelial lym-
phocytes classified as type | exhibit long-term clinical
and histological recovery after steroid treatment in com-
bination with a gluten-free diet, implying that the lack of
such lymphocytes could be a successful prognostic fac-
tor of good treatment results (8).

The treatment of RCD patients is still one of the most
often discussed problems in the medical literature focusing
on gastroenterology. The analysis of the published cases
still shows the prognosis to be unfavourable (2). Clearly,
despite patient resistance, a strict gluten-free diet should
be recommended, stressing potential consequences of
accidental or sometimes intended intake of food products
containing gluten (11). The general laboratory diagnostics
could identify vitamin deficiencies, especially vitamin By,
folic acid and microelements such as zinc and copper, and
supplementing the missing components in some patients
could result in a therapeutic advantage. In patients with
a considerable body weight loss, food deficiency and
edema from hypoproteinemia, exclusively parenteral nutri-
tion is recommended (11, 24). Elemental diet is still con-
troversial although the literature contains reports of excel-
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lent clinical and histopathological improvements following
the implementation of such a diet in patients non-respon-
sive to a gluten-free diet and refusing to take steroids orim-
munosuppressive drugs (25).

In addition to the diet, the essential therapy of RCD is
immunosuppressive treatment. The justification for such
a type of therapy is proven participation of abnormal in-
traepithelial and mucous lymphocytes and local rise in so-
me cytokines (interferon, IL.-6, TNF) production in patho-
genesis of RCD (11). It is recommended that prednisone
(830-40 mg) be administered daily for individualized length
of time with subsequent decrease to the minimal mainte-
nance dose, or with addition of azathioprine to decrease
side effects of steroid therapy (6, 25, 26). In some pa-
tients steroids result in good clinical and histopathologi-
cal response; however, they do not prevent the develop-
ment of enteric lymphoma, often disguising the symptoms
and delaying the diagnosis (11).

The literature also includes individual reports on effi-
ciency of azathioprine and cyclosporin in some patients
with RCD and with no response to steroids (6, 19, 27).
One should remember the risk of severe opportunistic in-
fections in patients with long malnutrition and immunosup-
pressive treatment as well as the risk of EATL develop-
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