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Background: Irritable bowel syndrome
is common. It is found in 10% to 20%
of people1,2 with the use of standard di-
agnostic tools such as the Rome II cri-
teria3 (text box). The condition is twice
as common in women as in men and
can sometimes be difficult to distin-
guish clinically from celiac disease.
Studies in Europe have shown that up
to 1% of the adult population may have
celiac disease.4,5 The recent develop-
ment of serologic assays that have rea-
sonable sensitivity and specificity for
celiac disease have led to increased
recognition that the disease is more
common than was believed and may
present with atypical or, indeed, no
gastrointestinal symptoms. This ex-
plains the increased concern that some
patients in whom irritable bowel syn-
drome has been diagnosed may in fact
have celiac disease.

Question: What proportion of patients
who meet the Rome II criteria for irri-
table bowel syndrome have celiac dis-
ease?

Methods: The authors applied the
Rome II criteria for irritable bowel syn-
drome to 686 new patients presenting
to a university hospital gastroenterol-
ogy clinic after referral by a family
physician. None of the patients had had
their condition investigated previously.
A total of 300 people (214 women, 86
men) met the criteria; they ranged in
age from 18 to 87 (mean 56) years.

Control subjects — healthy people
without irritable bowel syndrome —
were recruited from family practices in
the hospital catchment area. Patients or
their companions (most control sub-
jects were companions) were invited to
volunteer for the study while they were
in the waiting rooms of their family

doctors. Control subjects were matched
to case subjects by age (within 1 year)
and sex, and questioned in the same
fashion as the case subjects. 

All case and control subjects under-
went a wide range of baseline investiga-
tions, including full blood count, mea-
surement of erythrocyte sedimentation
rate, blood urea nitrogen and serum
electrolyte levels, and thyroid function
tests. In addition, they were investi-
gated for celiac disease by analysis of
serum levels of IgG antigliadin, IgA
antigliadin and endomysial antibodies.
Most of the case subjects, particularly
those older than 45, underwent colo-
noscopy or sigmoidoscopy and barium
enema. Case and control subjects with
positive antibody test results were of-
fered duodenal biopsy to confirm the
possibility of celiac disease. 

Results: Of the 66 case subjects who
had positive antibody test results, 49
had elevated levels of only IgG
antigliadin, 4 of only IgA antigliadin
and 6 of only endomysial antibodies.
Fourteen of the 66 were subsequently
found to have histologic evidence of
celiac disease; 11 of the 14 were positive
for endomysial antibodies. Nine of the
66 case subjects were lost to follow-up
or refused duodenal biopsy; 1 of them
was positive for endomysial antibodies.

Of the 44 control subjects who had
positive antibody test results, 41 had
elevated levels of only IgG antigliadin,
1 of only IgA antigliadin and 2 of IgG
antigliadin and endomysial antibodies.
Only the last 2 subjects elected to un-
dergo duodenal biopsy, and both were
found to have histologic evidence of
celiac disease.

Commentary: The authors found that a
high proportion of patients (about 5%)
who were referred to a university hos-
pital gastroenterology clinic and who
met the Rome II criteria did have ce-
liac disease. In addition, the clinic spe-
cialists uncovered other organic abnor-
malities in almost 20% of the referred
patients.

The study had several weaknesses.
For instance, although most of the case
subjects underwent extensive investiga-
tions of the lower gastrointestinal tract,
the control subjects did not. Thus, some
of the case subjects who were lost to fol-
low-up or refused investigation and
many of the age-matched control sub-
jects might have been found to have ir-
ritable bowel disease, celiac disease or
other gastrointestinal abnormalities.

The authors conclude from their
findings that patients who meet the
Rome II criteria for irritable bowel syn-
drome and who are referred to a sec-
ondary care centre should be investi-
gated routinely for celiac disease.

Implications for practice: Almost all pri-
mary care physicians and internists have
seen and manage patients with irritable
bowel syndrome. The difficulty has
been in knowing how far to go with in-
vestigations to rule out organic causes
of their symptoms. Celiac disease is

Irritable bowel syndrome: Could it be celiac disease?

Rome II diagnostic criteria for
irritable bowel syndrome

At least 12 weeks, which need not be
consecutive, in the preceding 12
months of abdominal discomfort or
pain that has 2 out of 3 features:

• Relieved with defecation

• Onset associated with a change 
in frequency of stool

• Onset associated with a change 
in form (appearance) of stool

Symptoms that cumulatively support
the diagnosis of irritable bowel
syndrome

• Abnormal stool frequency (more 
than 3 bowel movements per day 
or fewer than 3 bowel movements 
per week)

• Abnormal stool form (lumpy/hard 
or loose/watery stool)

• Abnormal stool passage (straining, 
urgency or feeling of incomplete 
evacuation)

• Passage of mucus

• Bloating or feeling of abdominal 
distension
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Reason for posting: Health Canada has
alerted health care professionals of a
letter issued by Janssen-Ortho Inc.
warning of serious postmarketing ad-
verse events associated with the anemia
drug epoetin alfa (Eprex).1 Seven cases
of pure red cell aplasia (PRCA) have
been reported in Canada after an esti-
mated 80 000 patient-years of exposure
to the drug. Affected patients had a
worsening of anemia that was unre-
sponsive to increasing doses of the drug
months to years after initiation of the
therapy and ultimately became transfu-
sion dependent. PRCA was confirmed
by means of bone marrow evaluation,
and in many patients antibodies neu-
tralizing the epoetin alfa were found.

The drug: Endogenous erythropoietin
is a glycoprotein produced by the kid-
neys that stimulates the division and
differentiation of erythroid precursors
in the bone marrow. Epoetin alfa is a
recombinant version of the hormone
with an identical amino acid se-
quence. It is approved in Canada for
the treatment of anemia associated
with chronic renal failure, cancer,
cancer chemotherapy and zidovudine-
treated HIV infection, and for use in
patients undergoing autologous blood
donation and to reduce exposure to
allogeneic blood for patients under-
going major elective surgery.

Previously recognized adverse
events associated with epoetin alfa
include hypertension, hypertensive
crises (including headaches, confusion
and generalized tonic-clonic seizures),
thrombotic events and nonspecific
“flu-like” symptoms.2 A complete list
of adverse effects and contraindica-
tions is provided in the Compendium of
Pharmaceuticals and Specialties.2

What to do: Physicians need to identify
patients taking epoetin alfa who have a
worsening of their anemia or do not re-
spond to the drug. Relevant anemia
workups should be performed, includ-
ing assessments for blood loss, hemoly-
sis, systemic infection or inflammation,
aluminum toxicity and for deficiencies
of iron, folate and vitamin B12 when ap-
propriate. If PRCA is suspected, bone
marrow evaluation and testing for ery-
thropoietin autoantibodies are indi-
cated. Other causes of PRCA should be
excluded (see box) and the epoetin alfa
therapy stopped immediately. Patients
may become transfusion dependent.
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Epoetin alfa (Eprex): reports of pure red blood cell aplasia
Pure red cell aplasia3,4

Pure red-cell aplasia (PRCA) is a selec-
tive failure of the erythroid elements in
bone marrow. Affected patients have
• normochromic, normocytic anemia
• a severely restricted reticulocyte

count
• normal granulocyte and platelet

counts
• virtually no erythroid precursors

in bone marrow aspirates
Other conditions associated with
PRCA include
• thymomas
• lymphoma
• chronic T- or B-cell lymphocytic

leukemia
• acquired hypogammaglobulinemia
• systemic lupus erythematosus
• T-gamma lymphocytosis
• AIDS

more common than once was thought,
and newer tools, especially endomysial
antibody tests, are thought to be more
specific than the widely used IgG and
IgA antigliadin tests.

In an editorial accompanying the
Lancet article a gastroenterologist cau-
tioned that more studies are needed.6

He noted an earlier study in which 121
consecutive patients were referred for
investigation of irritable bowel syn-
drome. Using Rome I criteria and simi-
larly extensive investigations, the re-

searchers detected no cases of celiac
disease.6

Because of the findings from the
Lancet study, the editorialist has decided
to further lower his threshold for
screening for celiac disease among pa-
tients referred for investigation of irri-
table bowel syndrome. Perhaps other
gastroenterolgists would be wise to do
the same.

John Hoey
CMAJ

References
1. Thompson WG. The irritable bowel syndrome

then and now. CMAJ In press.
2. Paterson WG, Thompson WG, Vanner SJ,

Faloon TR, Rosser WW, Birtwhistle RW, et al.
Recommendations for the management of irrita-
ble bowel syndrome in family practice. CMAJ
1999;161(2):154-60. Available: www.cma.ca
/cmaj/vol-161/issue-2/0154.htm

3. Drossman DA, editor. Rome II: the functional gas-
trointestinal disorders — diagnosis, pathophysiology,
and treatment: a multinational consensus. 2nd ed.
McLean (VA): Degnon Associates; 2000.

4. Feighery C. Coeliac disease. BMJ 1999;319:236-9.
5. Catassi C, Ratsch IM, Fabiani E, Rossini M, Bordic-

chia F, Candela F, et al. Coeliac disease in the year
2000: exploring the iceberg. Lancet 1994;343:200-3.

6. Valori R. Coeliac disease in patients with irritable
bowel syndrome [editorial]. Lancet 2001;358:1475.

Eric Wooltorton
Editorial Fellow
CMAJ


