
tify and rectify mistakes rather than
merely increasing the burden of paper-
work for researchers. 

Ferris and Naylor rightly argue that
their proposed measure is a reasonable
addition to clinical trial monitoring in
and of itself.5 However, too many indi-
vidual straightforward and reasonable
measures can result in a whole that is
anything but. We agree with Yusuf that
the correct direction is to reduce over-
head costs and paperwork in the hope of
making clinical trials more accessible.

J.A. “Chris” Delaney
Statistician
Royal Victoria Hospital
McGill University Health Centre
Montréal, Que.
Andrei S.P. Brennan
Research Ethics Quality Assurance
Officer

Research Institute
McGill University Health Centre
Montréal, Que.
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Is topical treatment of
osteoarthritis site-specific?

The topical treatment of os-
teoarthritis has until now been left

to the questionable domain of patent
medicines and television advertising.
Arthur Bookman and associates1 are to
be congratulated for bringing some sci-
ence to the area through their placebo-
controlled study of topical diclofenac.
However, like all good trials, this study
raises other questions. 

The authors state that topical treat-

ment is site-specific but do not present
data in support of this assertion. The
appropriate control to determine site
specificity would be topical application
of diclofenac to an unaffected site. It is
unlikely that a lipid-soluble agent dis-
solved in ethanol would travel from the
skin to the joint without first being ab-
sorbed by veins or the lymphatic vessels
and then entering the systemic circula-
tion. A previous study, in which one of
the authors participated, showed that
topical diclofenac is in fact absorbed
and metabolized.2 Poor bioavailability
may be enhanced by periarticular in-
flammation, but this has not been
demonstrated either. 

Nonetheless, because of the pharma-
cokinetic profile of topically applied di-
clofenac, which avoids the peaks and
valleys associated with toxicity, this
route may be superior to oral adminis-
tration. If the efficacy of topically ap-
plied diclofenac is related to the sys-
temic level of the drug, Bookman and
associates1 may have discovered a new
ultra-low therapeutic range for non-
steroidal agents, much like low-dose
acetylsalicylic acid (ASA) in other situa-
tions. In this respect it would be inter-
esting to know if concomitant use of
low-dose ASA  affected outcome.

The 2 placebo groups in this study
enjoyed a benefit that was both clini-
cally and statistically significant. Again,
it is not known if the placebo effect is
site-dependent, but it would seem that
use of placebo creams should be contin-
ued in experimental design and consid-
ered in clinical practice. 

Vivian C. McAlister
Department of Surgery
University of Western Ontario
London, Ont.
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