
Fig 2. Perineural squamous cell carcinoma: Another case of frozen sections stained with
toluidine blue. A, The perineural corona sign is prominent at the 403 magnification. B, At the
1003 magnification, the actual nerve involvement becomes more obvious.
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poor, with less than 35% of patients surviving for
5 years.4 Given the aggressive nature of perineural
SCC, the development of efficient and easily appli-
cable techniques to diagnose subtle perineural
invasion is of paramount importance.

The perineural corona sign can enhance
the diagnostic accuracy for perineural SCC.
Occasionally, we encounter the distinctive stromal
changes without obvious perineural tumor cells.
Asymmetric tumor spread along the nerve can create
a skiplike phenomenon and can result in false-
negative margins during MMS.5 The finding of a
perineural pink corona, even in the absence of tumor
cells, may be a harbinger of perineural invasion and
should prompt the Mohs surgeon to consider further
tissue evaluation.

We propose that toluidine blue could be used
alone or in conjunction with hematoxylin and eosin
stain when performing MMS for clinically high-risk
SCCs to aid in the recognition of perineural SCC.
Toluidine blue is a fast and reliable stain that can be
easily incorporated in any Mohs practice. The
perineural corona sign can advantageously highlight
subtle or nearby perineural involvement.
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Enhancing techniques to evaluate tumor
margins

To the Editor: Drosou et al describe a quick and
straightforward technique for detecting perineural
invasion in squamous cell cancers (SCCs) using
toluidine blue.1 Toluidine blue has been historically
used by Mohs surgeons for its capacity to highlight
mucinous stroma around basal cell carcinomas
(BCCs). However, over the years this has been
largely replaced by the use of rapid hematoxylin
and eosin (H&E) stains due to improved cellular and
histologic definition. Finding individual tumor cells,
especially in small localized areas such as around
nerves or blood vessels or in heavily inflamed areas,
can be very challenging. The toluidine blue sign
noted by Drosou et al appears very useful for
suggesting the presence of tumor. However, immu-
nohistochemical stains offer improved specificity
and enhanced contrast, allowing easier detection of
tumor cells (Fig 1). The use of immunohistochem-
istry for Mohs micrographic surgery (MMS) has long
been established and a recent survey shows that
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Fig 1. Comparison of tissue staining techniques. Toluidine blue (A), hematoxylin and
eosin stain (B), pan anticytokeratin immunohistochemistry (C) for an infiltrative
squamous cell carcinoma. Formalin fixed paraffin embedded (FFPE) tissue was used for this
example.
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immunostaining in Mohs surgery has nearly doubled
in the past decade.2 Jimenez et al showed that
anticytokeratins help reveal the presence of tumor
cells in dense inflammatory aggregates as well as
highlight perineural involvement in several cases of
SCC.3 Variants of SCC, such as spindle cell carci-
nomas, which are notoriously difficult to identify
with standard stains, are also easier to identify
with the use of immunohistochemical markers.
Dermatofibrosarcoma protuberans (DFSP) tumors
may be more readily traced with markers such as
CD34, and markers such as BerE4 and MART-1 can
be used for BCC and lentigo maligna, respectively.4-6

Immunohistochemical protocols do take more time,
but they have become more efficient and readily
available for everyday use. For instance, a cytoker-
atin (AE1/AE3) immunostaining protocol as short as
19 minutes can be used for the detection of SCC
tumor cells in Mohs frozen sections.7 In the future,
this may be further improved by using immunoflu-
orescence, which offers the added benefit of not
only viewing specimens with an incredible amount
of visual contrast but also gives the Mohs surgeon
the ability to view several cellular markers simulta-
neously. Drosou and colleagues offer a quick and
important sign that is useful in identifying perineural
invasion in SCC. Other approaches such as ‘‘immuno
MMS’’ should also be considered when difficult cases
are identified to maximize the clearance of margins.
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Comments on ‘‘Diet and psoriasis, part I:
Impact of weight loss interventions’’

To the Editor: We read with great interest the review
on weight loss in psoriasis recently published online
in the Journal.1 The authors concluded that weight
loss may be a useful preventive and adjunctive
therapy for the treatment of psoriasis but ‘‘larger,
prospective clinical studies are needed to further
delineate the efficacy of diet and weight loss
interventions in psoriasis improvement.’’ We have
recently completed a randomized clinical trial on
weight reduction in overweight or obese psoriatic
patients.2 The study included patients with chronic
plaque psoriasis, aged 18 to 80 years, with bodymass
index 25 or higher and a Psoriasis Area and Severity
Index (PASI) score of 10 or higher, who had started a
systemic therapy for psoriasis not achieving
clearance after 4 weeks of continuous treatment. A
total of 588 patients were initially screened and 303
were finally randomized. The impact of a dietetic
plan associated with advice on physical exercise was
compared with a simple informative counseling
about the utility of weight loss during a 20-week
period. The dietetic plan was based on the
exchange system, in which foods are divided into
groups, and, within each group, the maximum
food allowance is defined based on the amount of
calories involved. The main outcome was any
reduction of PASI score from baseline at week 20.
The target weight reduction was a loss equal to or
greater than 5% of baseline weight at week 20.
Outcome parameters were evaluated by an assessor,
different from the treating physician, blind to the
patient treatment allocation. Only 29 enrolled
patients (6.9%) withdrew before the end of the
study. Intention-to-treat analysis showed a median
PASI score reduction of 48% in the dietary
intervention arm and 25.5% in the information-only
arm (P¼ .02). The weight-loss target was reached by
29.8% of patients in the dietary intervention arm and
14.5% in the information-only arm (P ¼ .001).
Interestingly, there was a clear correlation between
the amount of weight loss and the improvement of
psoriasis expressed as percent reduction of PASI
value, both in the intervention arm and in the
information-only arm.

All in all, our study documented that, in the
short term, even limited weight loss could help
reduce psoriasis severity in overweight or obese
patients, increasing the efficacy of systemic treatment.
Interestingly, similar to metabolic control in diabetes,3

we showed that even a small reduction in bodyweight
may have a large clinical influence on disease activity.

The long-term impact of a dietetic intervention on
psoriasis remains to be documented, and we are
exploring the possibility of promoting a larger inter-
national collaboration focusing on the impact of
dietetic interventions in the long-term management
of psoriasis and its comorbidities, possibly by nesting
randomized trials within existing disease registries.
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The use of tumor necrosis factor inhibitors in
pregnancy: What is the evidence?

To the Editor: We commend Murase et al1 on their
excellent review of the use of medications for
dermatologic conditions in pregnant and lactating
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