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Ko and colleagues recently compared the cost-
effectiveness of multiple antimuscarinic drugs for
the treatment of overactive bladder (OAB),!
including darifenacin, solifenacin, trospium,
oxybutynin immediate release (IR), oxybutynin
extended release (ER), transdermal (TD)
oxybutynin, tolterodine IR, and tolterodine ER,
using data from published clinical trials.>” They
developed a decision-analysis model that
included rates of discontinuation and treatment
success, which they defined as complete
continence as recorded in bladder diaries at the
end of the trial. The model also included costs
associated with OAB-induced comorbidities,
which were estimated using the assumption that
costs would be highest in patients who
discontinued and lowest in patients who
achieved treatment success. Their results suggest
that the expected cost per patient and the cost-
effectiveness ratio were lowest for solifenacin.
However, closer examination of the relevant trials
suggests that their analysis was biased toward
solifenacin.

First, treatment success (i.e., continence) rates
for solifenacin were derived from 3-day bladder
diary data.® Only 1 other study* used 3-day
bladder diaries, a head-to-head study of TD
oxybutynin and tolterodine ER. Treatment
success rates for tolterodine ER were calculated
by pooling data from this study with data from a
study’ in which 7-day diaries were used,
weighted by the number of patients in each study
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(the study in which 7-day diaries were used
included more than 3 times as many patients).
Treatment success rates for each of the other
agents were derived exclusively from 7-day diary
data.>*> " This is problematic because it is well
established that continence rates decrease as
diary length increases (i.e., the likelihood of a
patient having an incontinence episode becomes
greater as the time that the patient is followed
increases).® Indeed, treatment success rates for
tolterodine ER in the studies included by Ko and
colleagues were 50% lower when a 7-day (17%)
versus a 3-day diary (38%) was used. Thus, it is
not surprising that treatment success rates were
considerably higher for solifenacin and TD
oxybutynin than for the other agents and,
because success rate was a key factor in cost
estimates, that the cost per patient and cost-
effectiveness ratio were lowest for solifenacin and
TD oxybutynin.

Second, the study populations may have
differed in baseline demographic (e.g., age,
gender) and clinical characteristics (e.g., baseline
symptom severity, previous treatment with
antimuscarinics) that influence treatment success
rates. For instance, baseline frequency of
incontinence episodes, which is inversely related
to end-of-study continence rates,® is provided in
all reports that contributed to Ko and colleagues’
analysis except for that of solifenacin.® If
baseline incontinence frequency was lower in the
solifenacin study, this could result in higher
treatment success rates. Again, this would bias
the cost estimates favorably toward solifenacin.

Finally, the published report of the solifenacin
study® used by Ko and colleagues did not provide
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end-of-study continence rates for the placebo
arm. This is problematic because placebo rates in
clinical trials of OAB are notoriously large and
variable,” and differences between studies in
placebo continence rates may reflect differences
in study design.'® If the placebo effect in some
antimuscarinic trials was larger than in others,
this would also lead to artificially higher
treatment success rates and, thus, bias the model.

If the considerations outlined above were
controlled for in a subsequent analysis, the
findings would likely be much different. Thus,
further research on the relative cost-effectiveness
of antimuscarinic drugs used in the treatment of
OARB is needed.
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Authors’ Reply

We appreciate the comments of Dr Hubbe.
First, we would like to emphasize that we have
no financial interests in any of the medications
included in our analysis. This analysis was not
supported by any manufacturer or other entity.

As such, we did not intend to bias our analysis
toward or against any product. We agree with
Dr. Hubbe regarding the potential influence of
different definitions/measures for complete
continence on the study results. His comments
highlight the issue for meta-analysis and
pharmacoeconomic research of treatment
outcomes being measured slightly differently
among studies, even though the same
terminology is used. Additionally,
pharmaceutical companies may select different
endpoints to discourage direct comparisons." ?
Along those same lines, pharmaceutical
manufacturers often select inappropriate
comparison groups.’

Dr. Hubbe also raised the concern about the
differences in study populations and in
continence rate of the placebo arm among the
studies that contributed to our analysis. This
again, is another tactic used by some
manufacturers to prevent direct or indirect
comparisons. The problem is further
compounded by the manufacturers providing
insufficient information about the study design,
methods, or analytical techniques. We
acknowledge the potential influence of the
differences on the analysis results. That is why
we conducted sensitivity analyses by varying
point estimates of treatment effect by + 50%.
Due to the limited data reported in the published
studies, it is impossible to fully assess the
comparability of study populations or the study
designs between the studies. In addition,
although it would have been ideal to adjust the
continence rates for any placebo effect, this was
not possible because half of the studies included
in our analysis either fail to report continence
rate for the placebo arm or did not include
placebo arm in the clinical trial.

Finally, we agree with Dr. Hubbe that
continuing and further research on the cost-
effectiveness of antimuscarinic drugs for the
treatment of OAB is needed, especially based on
studies involving direct head-to-head
comparisons. In the meantime, payers and
health care organizations are forced to make
decisions concerning formulary acceptance,
placement, and other pharmacy benefit
management techniques when confronted with
marketed products. These decisions occur with
and without the benefit of studies like the one we
reported in Pharmacotherapy. Our goal in
conducting studies like this is to assist payers in
making decisions that explicitly take into
account all known information. Although our
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analysis is limited by the reported data, we
believe that is better than making decisions in the
absence of information.
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