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diagnosed as anti-p200/lam�1 pemphigoid. In
addition, 13 sera (9.2%) contained AAbs
exclusively reactive with Col7, and 4 (2.8%)
contained AAbs exclusively reactive with lam332.
In 9 of the cohort of 141 sera (6.4%), no target
antigen was identified (Fig 2).

In summary, anti-p200/lam�1 pemphigoid was by
far the most frequent pemphigoid disease, with
78.7% of the 141 patients having dermal binding
AAbs, followed by EBA in 11.4% of patients and
anti-lam332 MMP in 3.5% of patients.

Dual reactivity with different antigens may be
explained either by cross-reactive AAbs or by
epitope spreading, which is a phenomenon that
describes the generation of AAbs with different
antigen specificities in the same patient.1 Our data
suggest that epitope spreading may occur more
frequently in anti-p200/lam�1 pemphigoid than in
EBA and anti-lam332 MMP.
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Methodologic gaps and risk of bias
in randomized controlled trials of
local anogenital wart treatments
To the Editor: The latest guidelines for first-line
treatment of anogenital warts (AGWs) in immuno-
competent adults failed to establish a therapeutic
hierarchy1,2 because of methodologic gaps in
research and insufficient randomized controlled trial
(RCT) evidence. This section of our systematic
review (Prospero no. CRD42015025827) addresses
these insufficiencies and provides recommendations
for future RCTs of AGW treatments.

A search was conducted through 12 databases
from their inception to August 1, 2018 (supplemental
material available at https://www.mendeley.com/
community/journal-of-the-american-academy-of-
dermatology/). RCTs were included when a
provider- or patient-administered treatment was
reported in $1 parallel treatment group; the other
inclusion criteria were reported in a previous paper.3

The primary outcomes were percentage of clearance
and percentage of recurrence, and the Cochrane
Collaboration risk of bias tool and its methodology4

were used.
In total, 70 unique RCTs involving 9931 individual

patients (mean 142 participants/study) fulfilled the
inclusion criteria (Appendix S2). The overwhelming
majority of included RCTs (66/70) were found to be
of poor quality (Appendix S3). A risk of performance
bias due to knowledge of the allocated intervention
by participants and personnel (excluding outcome
assessor) was detected in 31 of 70 RCTs (row 3,
Appendix S3). The risk of detection bias due to
knowledge of the allocated intervention by outcome
assessors was high in 10 of 70 and unclear in 35 of 70
RCTs (row 4, Appendix S3). The risk of selection bias
due to inadequate generation of a randomized
sequence was high in 7 of 70 and unclear in 38 of
70 RCTs (row 1, Appendix S3). Other biases
corresponded mainly to pharmaceutical funding or
to conflicts of interest; the risk was high in 25 of
70 RCTs and unclear in 35 of 70 RCTs (row 7,
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Appendix S3). A selection bias was suspected in
many RCTs (57/70) (row 2, Appendix S3). High risk
of attrition bias and reporting bias was evident in 19
of 70 and 20 of 70 RCTs, respectively (rows 5 and 6,
Appendix S3). Thirty-five RCTs were published since
the first CONSORT (Consolidated Standards of
Reporting Trials) statement was released (1996)5;
among these, 12 had a high or uncertain risk of
reporting bias. AGW clearance was assessed
from immediately after treatment (mainly for
provider-administered therapies) up to 4 months
later, depending on the study. Recurrence was
occasionally assessed (15/70 RCTs) 1-12months after
clearance.

The following should be considered in future
RCTs. Participants and physicians should be
systematically blinded to the allocated intervention,
and both AGW clearance and recurrence should be
assessed at fixed time points (a consensus is lacking
on this point) by an independent expert unaware of
the allocated intervention. Proper randomization
procedures should be strictly followed. The
CONSORT statement must imperatively be
employed. Systematic information on previous
therapies and on AGW location and characteristics
should be provided to enable efficacy analyses. The
unit of analysis must always be the patient, as the
primary goal is full recovery. Split studies should be
avoided for statistical reasons but also because of
the risk of performance bias. In future RCTs, the
percentage of AGW recurrence, which is an
important yet often neglected outcome, should
also be evaluated. Nevertheless, RCT assessment
of recurrence raises important methodologic
problems, including a high rate of loss to
follow-up and recontamination.
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Association between prurigo
nodularis and malignancy in
middle-aged adults
To the Editor: Prurigo nodularis (PN) is an extremely
pruritic, inflammatory skin disease associated with
multiple underlying comorbidities.1 Case reports
have noted an association between PN and
malignancies, including lymphoma2,3 and solid
organ tumors.4 The goal of this cross-sectional study
was to evaluate an association between PN and a
variety of malignancies in a diverse patient
population.

Institutional review board approval was waived
for this study because only anonymous aggregate-
level data were used. The study population consisted
of 695 patients aged 40-69 years who presented to
the Johns Hopkins Health System during 2013-2017
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