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We were pleased that van Netten et al.
(1) appreciate the importance of our article (2) substantiating the relationship
between adherence to off-loading
modalities and healing of diabetic foot
ulcers (DFUs). Their letter contained several comments regarding our article that
we address here.
The ﬁrst comment by van Netten et al.
is regarding the rationale for using a surrogate clinical outcome (ulcer area reduction) rather than ulcer healing by a
ﬁxed time, preferably 12 weeks, which
would allow for direct comparisons with
other articles on off-loading. It is important to note, as was outlined in our article, that the study associated with our
publication was not limited to examining off-loading adherence. The main focus of this multifaceted investigation
(National Institutes of Health National
Institute of Diabetes and Digestive and
Kidney Diseases grant R01DK071066)
was to examine the hypothesized psychological stress–induced modulation of
the molecular/cellular DFU proﬁle in its
relationship to healing. Well-documented
difﬁculties associated with the acquisition of quality DFU specimens (3) inﬂuenced the duration and distribution of
resources for this study. After evaluating
available resources, the demands on participants, and the intent of the parent

study in which our adherence study
was included, the investigation was designed with a 6-week monitoring period.
In considering ulcer area reduction at
6 weeks of treatment as the outcome
measure, a number of previous publications have demonstrated that the
percentage of wound healing that occurs
in as little as 1–4 weeks of monitoring
is a signiﬁcant predictor of whether a
wound will have healed at a later date
(4,5). Another reason for analyzing
wound reduction rather than complete
wound healing is because the latter
measure discards information about
the healing process (e.g., equating a
wound that has worsened with one
that has almost completely healed),
which increases measurement error
and reduces the statistical power of
the analysis.
van Netten et al. also suggest we
should have reported univariate and
multivariate coefﬁcients for all baseline variables from our study. However, bivariate associations are not
informative when measures are confounded, as in this study, and the ratio
of cases to variables is inadequate to
estimate all multivariate parameters
simultaneously.
The lack of plantar pressure measurements in our study also was noted as a

limitation. Having such data would certainly be of beneﬁt in evaluating the outcomes associated with speciﬁc removable
off-loading modalities. However, identifying responses to adherence levels
of individual off-loading modalities
was beyond the scope of this project.
The intent of the analysis was to determine whether varying levels of adherence to off-loading impact the healing
process. Future studies with funding
available to ensure each participating
center has the equipment and trained
personnel to conduct pressure assessments would beneﬁt from this additional assessment.
In conclusion, our study objectively
demonstrated the positive association
between adherence to off-loading modalities and DFU healing. With this in
mind, investigators should consider incorporating adherence monitoring into
future studies of any potential new therapies for DFUs.
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