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It was with great interest that I reviewed
the article from Fedorko et al. (1), as we
had recently completed a comprehen-
sive systematic review of the literature
for our clinical practice guideline on
the use of adjunctive hyperbaric oxy-
gen therapy for diabetic foot ulcers
(2). I looked forward to including a large,
randomized, double-blind trial to our
analysis, but I was dismayed by themeth-
odological errors I found in the article.
It is obvious that a great deal of work

went into the conduct of the trial, and
many components to decrease bias
should be applauded (e.g., allocation
concealment, intention-to-treat analy-
sis, display of Consolidated Standards
of Reporting Trials [CONSORT] flow di-
agram, and use of sham treatments).
However, a major flaw in the study
lies in its use of photographic adjudica-
tion of whether a limb “met the criteria
for major amputation” rather than us-
ing actual amputation rates as an out-
come measure. The fact that there may
be patients who “met the criteria for
major amputation” but went on to
heal undermines the conclusions of
this study and introduces both report-
ing and confirmation bias into the
equation. There is no reporting of

actual amputation rates anywhere in
the article, which raises the question
as to why they were not included.
Were these subjects lost to follow-up
or were the results inconsistent with
the goals of the researchers? The only
way to alleviate these concerns is to
publish the actual amputation rates
and validate the decision criteria.

Another issue with the study design
is the authors’ categorization of a
transmetatarsal amputation as a “ma-
jor” amputation, which is usually de-
fined as an amputation above the
ankle. This definition artificially raises
the negative outcomes in both groups
and grossly mischaracterizes the two
outcomes as being equal. Most clini-
cians would say that the quality of life
when preserving a weight-bearing sur-
face is significantly different from one
that requires a prosthesis for ambula-
tion. Although all patients underwent
“comprehensive wound care,” there
was no mention of the means of ensur-
ing off-loading of the diabetic foot,
which is a prerequisite for healing.
The authors incorrectly define aWagner
grade 1 ulcer as a healed wounddit is
defined by Wagner (3) as “a superficial
ulcer without penetration to deeper

layers”dwhich raises questions about
the accuracy of the secondary out-
comes of wound healing. A further ex-
ample of confirmation bias is the
willingness of the authors to categori-
cally dismiss the results of two other
randomized controlled trials (4,5) for
not having inert placebo groups (i.e.,
52% O2), while erroneously stating
that their own sham treatment of
26% O2 was inert.

Publication of negative studies is im-
perative in the pursuit of the true value
of an intervention, and we would be
more accepting of a conclusion based
on reporting actual amputation rates
above the ankle. Inclusion of sham
treatment in the control group of hyper-
baric oxygen studies is expensive and
challenging to implement, but often
provides more definitive results. Unfor-
tunately the full potential of this sham-
controlled study has not been realized
due to its shortcomings.
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