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Response to Blume et al.

W e have read with interest the ar-
ticle by Blume et al. (1) in which
the authors interpret the pre-

sented results as supporting evidence that
negative pressure wound therapy
(NPWT) is as safe as and more efficacious
than advanced moist wound therapy
(AMWT) to treat foot ulcers in diabetic
patients. NPWT is widely applied, al-
though the evidence base is weak and ex-
isting trials are frequently affected by
methodological flaws (2,3). In our opinion,
the presented results should be interpreted
with more caution.

One of the major reasons for the lim-
ited validity of the results is the high pro-
portion of censored subject data (33%,
n � 111) in this unblinded trial. Even
though NPWT can hardly be studied in a
blinded fashion, an open study design,

principally, carries a high potential for
bias.

This could have been minimized by a
blinded committee assessing clinical out-
comes and objectifying study decisions,
leading to discontinuation and censoring
(e.g., “withdrawal by investigator,” the
second most frequent reason for discon-
tinuation in this trial). The criteria for dis-
continuation are not clearly stated, and
comparability in censoring over time can-
not be assessed because data on the num-
ber of subjects at risk are not presented in
Fig. 2. This should be considered when
interpreting the Kaplan-Meier analysis of
“time to complete ulcer closure” because
this analysis is based on the assumption
that being censored is not related to prog-
nosis. In this context, we are wondering
how “ineffective therapy” could be a rea-
son to exclude patients in a trial con-
ducted to prove whether an intervention
is effective. We are not sure how to inter-
pret the difference between the presenta-
tion of the results in this figure and in the
text: according to the text, 43.2%
(NPWT) and 28.9% (AMWT) of patients
had complete ulcer closure until day 112.
In Fig. 2 it seems that at day 112, �58%
(NPWT) and �38% (AMWT) have com-
plete closure.

To confirm the results of the intent-
to-treat analysis, an analysis including
only patients who complete the active
treatment phase is used (n � 120 in each
group). We were not able to reproduce
these numbers using the data presented in
the flow diagram.

Another major point of criticism is
the primary end point definition. Com-
plete ulcer closure defined as skin closure
without drainage or dressing is an impor-
tant outcome, but it has to be followed up
adequately to ensure that wound closure
was permanently successful, in particular
when it was achieved by surgery. In fact,
the authors state that ulcer closure was
followed at 3 and 9 months, but, unfortu-
nately, these crucial data are not presented.

Finally, we are not convinced by the
arguments for the postulated equivalence
of safety. It is unclear whether safety anal-
ysis was taken into account for sample
size calculation and whether the power
was sufficient. That no significant differ-
ences were found may not lead to the con-
clusion of equivalence without further
exploration. Moreover, numerically,
more cases of infection (n � 11 vs. n � 4)
and of major secondary amputations are
observed under NPWT (n � 5 vs. n � 4).
We suggest that in future trials the above-
mentioned issues should be considered
and all efforts be made to rule out poten-
tial sources of bias.
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