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The supply of human disease 
is endless. The human imag-

ination — and its capacity for inven-
tion — is similarly boundless. The
difficulty arises when we consider
that no new technology or treatment
comes without a cost. Resources are
limited, treatments produce adverse
effects, and evidence accumulates
slowly. The fundamental challenge
remains: Within the context of finite 
resources, adverse effects and in-
complete evidence, how do we, as
physicians or policy-makers, provide
the best and most highly individual-
ized care to patients? Taken together,
the diverse articles in this issue yield
some insights into this issue.

In the 1980s the development of
selective serotonin reuptake inhibitors
(SSRIs) for the treatment of depres-
sion marked the beginning of the
Prozac era, as the new class of drugs
replaced tricyclic antidepressants as
first-line therapy. When first intro-
duced, SSRIs were touted as being
virtually free of side effects. But in
1997 a Time Magazine article on sero-
tonin drugs called them “crudely ef-
fective, but capable of doing plenty of
collateral damage.”1 In their meta-
analysis comparing the adverse effects
of SSRIs and tricyclic antidepressants,
Evelinda Trindade and colleagues
suggest that the truth probably lies
somewhere in between (page 1245).
In a study of 84 randomized con-
trolled trials reporting on 18 adverse
effects, they found that tricyclics and
SSRIs had comparable rates of ad-
verse effects, although the key effects
differed between the 2 drug classes.

Fear of adverse effects often makes
women reluctant to begin hormone
replacement therapy. Examining the
decisions of 37 postmenopausal
women with risk factors for osteo-
porosis-related fractures, Alexandra
Papaioannou and colleagues found

that about one-quarter elected to use
hormone replacement after an educa-
tional intervention and that this pro-
portion increased to about one-third
after the women received the results
of bone densitometry testing (page
1253). Brian Lentle presents both
sides of the controversy surrounding
bone densitometry testing (page 
1261) and concludes that the technol-
ogy should be used until consensus is
reached or new methods emerge.

Just as the potential adverse effects
of hormone replacement therapy
arouse special concern in women, the
prospect of prostate surgery and its
attendant complications are a source
of similar fears in men. Continuing
our Clinical Basics series on prostate
cancer, Larry Goldenberg and col-
leagues explore the important topic of
surgical treatment for localized dis-
ease (page 1265). They describe the
clear benefits and considerable risks,
providing a useful guide to early and
late complications.

It is often difficult to make clinical
decisions in the face of insufficient evi-
dence of benefit or clear evidence of
risk. Another set of problems arises
when life-saving or life-enhancing
treatments for otherwise deadly or dis-
abling diseases are effective, safe —
and expensive. Jennifer MacKenzie
and colleagues examine patterns of
prescribing and financial support for
enzyme replacement for Gaucher’s
disease across the provinces (page
1273). For a single patient, the first
year of therapy with alglucerase costs
over $500 000. The authors suggest
that valuable insights into ways of
dealing with other beneficial but costly
treatments might be gleaned from the
early Canadian experience with the
“world’s most expensive drug.”
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