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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.®
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.’

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
CMA]J
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HEALTH AND DRUG ALERT

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)." 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.” A complete list
of adverse effects and contraindica-
tions is provided in the Compendium of
Pharmaceuticals and Specialties.”

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 B,, 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.

Eric Wooltorton
Editorial Fellow
CMA7
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Epoetin alfa (Eprex): reports of pure red blood cell aplasia

Pure red cell aplasia®*

Pure red-cell aplasia (PRCA) is a selec-

tive failure of the erythroid elements in

bone marrow. Affected patients have

¢ normochromic, normocytic anemia

¢ aseverely restricted reticulocyte
count

¢ normal granulocyte and platelet
counts

e virtually no erythroid precursors
in bone marrow aspirates

Other conditions associated with

PRCA include

e thymomas

e lymphoma

e chronic T- or B-cell lymphocytic
leukemia

¢ acquired hypogammaglobulinemia

e systemic lupus erythematosus

e T-gamma lymphocytosis

e AIDS
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