
tions from multiple physicians filled at
multiple pharmacies. These authors
found that a computer intervention that
provided prescription information
along with some basic decision support
significantly decreased inappropriate
prescribing. 

Alan J. Forster
Carl van Walraven
Ottawa Health Research Institute
The Ottawa Hospital
Ottawa, Ont.
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Use of Eprex in Canada

We are writing to correct and clar-
ify several points in Barbara Sib-

bald’s article on recombinant human
erythropoietin (epoetin alfa [Eprex]).1

Sibbald erroneously states that Health
Canada has advised practitioners
“against intravenous injection” of the
drug “for patients with chronic renal
failure.” In fact, Health Canada’s advi-
sory of Jan. 13, 2004, recommended
that “where intravenous access is avail-
able, Eprex HSA-[human serum albu-

min] containing formulation should be
administered intravenously”; where in-
travenous access is not available, the
HSA-containing formulation may be
administered subcutaneously but only
after a risk–benefit assessment.2 These
guidelines for the use of Eprex in
Canada are detailed in the text box.

Sibbald correctly communicated
the well-documented risk of pure red
cell aplasia (PRCA) associated with the
use of Eprex but failed to note that the
degree of risk differs with the formula-
tion and route of administration. Two
formulations are available in Canada,
one containing HSA as the stabilizer,
the other containing polysorbate-80
(i.e., HSA-free [not “HSA-3,” as men-
tioned in the CMAJ article]). The lat-
ter has recently been presented in a
prefilled syringe intended for subcuta-
neous administration, whereas the for-
mulation containing HSA is presented
in multiuse vials. Most cases of PRCA
are associated with HSA-free Eprex
administered subcutaneously (this
route is associated with increased de-
velopment of antibodies to an im-
munogen3). We are not aware of any
domestic or foreign reports of PRCA
associated with Eprex administered in-
travenously.

In Europe, Eprex is available only in
the HSA-free formulation. Further-
more, contraindications are not absolute
in Europe, so use of a “contraindicated”
product is not actually prohibited.

Therefore, it was appropriate for the
European Medicines Agency to issue an
advisory to health care practitioners
contraindicating HSA-free Eprex in Eu-
rope, given the concern over PRCA
with this formulation and the lack of an
alternative. In Canada, health care pro-
fessionals have access to an alternative
Eprex formulation (containing HSA and
not polysorbate-80), so a “ban” on the
product is not appropriate.

Sibbald also stated that Eprex has
been banned in Australia. However, a
“Dear Healthcare Professional” letter,
issued by the sponsor in December
2002, recommends “that Eprex be
given by the intravenous route where
feasible, as this is thought to reduce the
risk of antibody formation.”4 There-
fore, to date, Eprex has not in fact been
banned by the Australian Therapeutic
Goods Administration. 

It should also be noted that PRCA is
not always irreversible; only 25% to
50% of patients become transfusion-
dependent, and immunosupressive
therapy can be effective in treating the
condition.3

An alternative erythropoietin has not
been on the Canadian market for long,
and therefore the cumulative safety data
are less extensive than for older products
such as Eprex. In addition, many pa-
tients who currently take the newer
product have also been exposed to
Eprex. The limitation of assessing prod-
ucts that are relatively new to the mar-
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Box 1: Guidelines for use of Eprex in Canada2

Eprex HSA-containing formulation, multiuse vials

•  Where intravenous access is available (e.g., patients on
hemodialysis), HSA-containing formulation of Eprex should
be administered intravenously

•  Where intravenous access is not available (e.g., patients with renal
insufficiency not yet undergoing dialysis or peritoneal dialysis
patients), the HSA-containing forumulation may be administered
subcutaneously, provided a risk–benefit assessment of this route of
administration is conducted before initiation of therapy

Eprex polysorbate-80-containing formulation (HSA-free),
prefilled syringes

•  Polysorbate-80-containing (HSA-free) formulation should be
administered by the intravenous route only
Note: HSA = human serum albumin.



ket, on a background of exposure to an-
other similar product, must be weighed
against any safety considerations. Sys-
tematic efforts are being made by aca-
demic researchers, Health Canada and
the pharmaceutical industry to better de-
fine and address the problems of PRCA.

The importance of reporting adverse
reactions to Health Canada or the man-
ufacturer cannot be overstated. Health
care practitioners are encouraged to fa-
miliarize themselves with the guidelines
and mechanisms for adverse reaction re-
porting (see the Web site of the Cana-
dian Adverse Reaction Monitoring Pro-
gram, www.hc-sc.gc.ca/hpfb-dgpsa
/tpd-dpt/index_adverse_e.html).

Carole Légaré
Acting Director, Marketed Biologicals
Biotechnology Products Division
Christoper Turner
Director General
Marketed Health Products Directorate
Anges V. Klein
Manager
Clinical Evaluation Division
Biologics and Genetics Therapies
Directorate

Health Canada
Ottawa, Ont.
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Does testosterone affect
effect?

When Luke Fazio and Gerald
Brock1 write that “Testosterone

. . . does not effect [sic] reflexogenic or
psychogenic erections,” do they mean
that testosterone does not directly cause
(i.e., effect) such erections? Or did they
mean to use “affect,” to indicate that
testosterone does not influence or mod-
ify such erections? If, as I suspect, the
latter is the case, then the corrected
statement, that testosterone does not
affect psychogenic erections, is some-
what at odds with a statement earlier in
the same paragraph that “androgens
play a predominantly modulating role
by their effect on libido and sexual be-
haviour.”

Perhaps reference to the cited refer-
ence would affect (or even effect) clarity
here.

Bill Danby
Lecturer, Adjunct Staff
Darmouth Medical School
Hanover, NH
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[One of the authors responds:]

We agree that our description of
the impact of testosterone on

penile erections1 was unclear. The liter-
ature supports a modulating role of
testosterone on erectile function.2 This
hormone clearly increases responsive-
ness to phosphodiesterase type 5 in-
hibitors, and testosterone levels corre-
late with measured frequency of sleep
erections. However, testosterone levels
do not directly correlate with erectile
function, and supplementing low levels
of testosterone in hypogonadal men or
administering exogenous testosterone
to eugonadal men generally does not
enhance erectile performance.

Gerald Brock
Division of Urology
Faculty of Medicine and Dentistry
University of Western Ontario
London, Ont.
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Corrections

The report on the subcutaneous
use of Eprex1 contained 3 errors.

The most serious appeared in the first
sentence of paragraph 2: in fact, Health
Canada advised against subcutaneous
injection of the drug, not intravenous
as printed. The second error was use of
the term “HSA-3” to describe the drug
formulation containing polysorbate-80;
the correct term is “HSA-free.” Fi-
nally, pure red cell aplasia is not always
irreversible, as was stated in the article.
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An article about Germany’s new user
fees1 should have stated that the

price was 10 Euros (about Cdn$16.50).
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