
[Two of the authors respond:]

As Vivian McAlister notes, the study
by Hui and associates1 demon-

strated some systemic absorption of di-
clofenac after topical application. How-
ever, the plasma level was only 11.8
(standard deviation [SD] 4.2) ng/mL,
approximately 125 times below the
level seen after ingestion of a 50-mg
tablet of an oral formulation.2

This finding is consistent with the
site-specific action of topical NSAIDs,
which can achieve an analgesic effect
much greater than that expected on the
basis of observed serum levels.3 For ex-
ample, according to Vaile and Davis,3

“topically applied versus orally admin-
istered drug[s] generally show very low
relative concentrations [in the plasma]
… unlikely to explain efficacy.” Simi-
larly, in studies of patients scheduled
for knee surgery, tissue levels of topi-
cally applied NSAIDs were much
greater than blood levels and were sim-
ilar to tissue levels achieved with oral
therapy.4 After multiple applications of
topical diclofenac for up to 84 days,5

the mean plasma level of the drug was
still only 8.95 (SD 9.17) ng/mL.6 Early
experiments in rats7 demonstrated an
effect of oral diclofenac at 0.3 mg/kg
— an amount that became the basis for
oral dose-ranging trials in humans —
yet some 30 years later, there is still no
recognized pharmacokinetic correla-
tion between clinical effect and blood
levels. Intuitively, however, it is diffi-
cult to conceive that an oral dose pro-
ducing the low systemic levels seen af-
ter topical application would have any
clinical effect.

A more recently published study8

demonstrating the clinical equivalence
of this topical diclofenac solution and
oral diclofenac puts the magnitude of
its analgesic effect into perspective.
The observed improvement in pain
scores with topical diclofenac cannot
be accounted for by the miniscule
blood levels of diclofenac and could
be achieved only by local accumula-
tion of a therapeutic concentration at
the pain site. 

McAlister also asks about the con-
comitant use of low-dose ASA. When

we eliminated the 43 patients who used
ASA (up to 325 mg/day) the p values
were even more convincing.

Our data do show improvements in
pain scores in both control groups (ve-
hicle control and placebo).9 This
placebo effect may very well represent a
true response,10 and we agree that es-
tablishing efficacy warrants a traditional
superiority trial comparing active drug
with placebo.5,9 In standard medical
practice, however, we would be inclined
to follow the thinking of Hróbjartsson
and Gøtzsche10 that “outside the setting
of clinical trials, there is no justification
for the use of placebos.” 
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Correction

The DOI published in a recent
news item1 was mistakenly listed

as 10.1503/cmaj.1045319. It should be
10.1503/cmaj.045319.
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Letters submission process

CMAJ’s enhanced eLetters feature is now the portal for all submissions to our
letters column. To prepare an eLetter, visit www.cmaj.ca and click “Submit a
response to this article” in the box near the top right-hand corner of any eCMAJ
article. All eLetters will be considered for publication in the print journal. 

Letters written in response to an article published in CMAJ are more likely to be
accepted for print publication if they are submitted within 2 months of the
article’s publication date. Letters accepted for print publication are edited for
length (usually 250 words) and house style.


