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but she appeared healthy, with no evidence of
MiTES, suggesting a normal upper limit of 15 repeats.
All MiTES patients investigated to date were homo-
zygous (18/18) or compound heterozygous (17/18).
Two HSAN8 families had polyalanine tract expan-
sion,3 a Pakistani family homozygous for 19 repeats
and an Irish family showing unusually mild disease,
MiTES-type lesions, and homozygosity for 18 re-
peats. The evidence thus suggests that 17 or 18
repeats produces the localized MiTES phenotype,
whereas 19 or more causes HSAN8. Polyalanine
expansions are a known cause of genetic disease,
previously described in 9 genes, 8 of which, like
PRDM12, encode transcription factors associated
with congenital syndromes.5

In summary, we have increased the number of
reported cases of MiTES to 13, reported resolution of
excoriations with persistent scarring in an adult,
confirmed the cause as biallelic polyalanine expan-
sions in PRDM12 to 17 or 18 repeats, and revised the
normal upper limit of repeats to 15.
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Retrospective cohort study of
anatomic localization of cutaneous
squamous cell carcinomas in solid
organ transplant recipients
compared with immunocompetent
patients
To the Editor: Solid organ transplant recipients
(SOTRs) are at 65- to 250-fold increased risk of
developing cutaneous squamous cell carcinoma
(SCC). Their SCCs may behave more aggressively
than SCCs in immunocompetent individuals.1 As a
potential reason for this observed difference in
clinical outcomes, we asked whether the anatomic
distribution of SCCs in SOTRs significantly differed
compared with immunocompetent patients.

We conducted a retrospective cohort study of the
anatomic location of primary SCCs in adult SOTRs
and immunocompetent patients of the Yale
Transplant Dermatology Clinic between January 1,
2008, and December 31, 2015. This study
was approved by the Yale University Institutional
Review Board. Data on age, sex, race, immunosup-
pression, and anatomic site of histopathologically
confirmed SCCs sorted into 5 regions were collected.
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Table I. Comparison of anatomic location of tumors in the study population

Location

SOTR Immunocompetent

RR* 95% CI PNo. (%)y Patients, No. No. (%)y Patients, No.

Head and neckz 67 (40.1) 32 24 (21.6) 15 1.90 1.04-3.47 .038x

Ear and lip 16 (9.6) 12 8 (7.2) 5 1.38 0.42-4.56 .598
Trunk 14 (8.4) 10 21 (18.9) 15 0.46 0.21-1.03 .059
Upper extremities 51 (30.5) 21 27 (24.3) 15 1.28 0.57-2.86 .552
Lower extremities 19 (11.4) 10 31 (27.9) 12 0.42 0.14-1.24 .118

CI, Confidence interval; RR, relative risk; SOTR, solid organ transplant recipient.

*SOTR vs immunocompetent.
yNumber of squamous cell carcinomas (% total squamous cell carcinomas in group).
zExcept high-risk ear and lip region.
xHighlights a significant association.
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Age- and sex-adjusted negative binomial
regression with robust sandwich estimator was
used to account for tumor count data overdispersion.
The generalized estimating equation method was
used to compare tumor location between groups
while taking correlation between multiple tumors
from the same patient into account. Significance
level was P \ .05, two-sided. Negative binomial
regression and generalized estimating equation
contrast estimates were done using SAS 9.4 software
(SAS Institute Inc, Cary, NC).

We included 58 SOTRs and 40 immunocompetent
patients. In these same cohorts, we previously found
that sex and race were not significantly different
between groups and that the immunocompetent
patients were older than SOTRs (73.4 vs 65.0 years,
P\ .001).2 There were no significant differences in
the risk of developing an SCC observed in the ear and
lip region or on the upper extremities between the
groups (Table I). The risk of developing an SCC in
the head and neck was observed to be 90% greater in
SOTRs than in immunocompetent patients (relative
risk [RR], 1.90; 95% confidence interval [CI], 1.04-
3.47). The difference in risk of developing SCC in the
trunk region (RR, 0.46; 95% CI, 0.21-1.03) and the
lower extremities (RR, 0.42; 95% CI, 0.14-1.24)
trended toward significance between the 2 groups.

The increased risk of developing SCCs on the
head and neck in SOTRs may reflect their increased
susceptibility to ultraviolet-induced carcinomas.
Although not statistically significant, the increased
risk of ear and lip (RR, 1.38) and upper extremities
(RR, 1.28) regions in SOTRs may further reinforce
this hypothesis because these areas are commonly
chronically sun exposed. The trend toward
decreased risk of developing SCCs on the lower
extremitiesmay be due to these sites being prone to a
distinct set of indolent squamous proliferations,
which have features of SCCs but can regress with
conservative treatment such as steroids.3,4
Criteria for high-risk SCCs include tumor
diameters [2 cm, higher histologic grade,
subcutaneous tissue invasion, and location in the
scalp, eyelids, ears, nose, or lips, or a combination of
these. The high-risk SCCs that develop on the head
and neck may partially explain worse outcomes in
SOTRs.

In a previous study, male SOTRs developed
more SCCs on their head and neck compared
with female SOTRs.5 To our knowledge, our study
is the first to show that SOTRs are at significantly
increased risk for developing their SCCs on the
head and neck compared with an immunocom-
petent population. Vigilant surveillance, including
the head and neck of SOTRs by transplant teams
and dermatologists, may lead to improved clinical
outcomes.
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Analysis of conflicts of interest in
pharmaceutical payments made to
Food and Drug Administration
physician advisers after
dermatologic drug approval
To the Editor: Academic physicians have regularly
served as votingmembers of advisory committees for
the United States Food and Drug Administration
(FDA).1-3 These committee members serve as
external experts to the FDA in determining whether
a new medical therapy is fit for the United States
market.2,3 Considering that financial conflicts of
interest have been shown to impact member voting
habits, physician financial ties have been a topic of
ongoing discussion.2-5 A recent study found that
many former FDA advisors receive large sums of
money from pharmaceutical companies once their
advisory role is complete.3 Some fear these
relationships may incentivize future committee
members to expect after-the-fact rewards for
favorable voting habits.3 The FDA has guidelines to
minimize financial conflicts of interest but does not
make stipulations about postadvisory role financial
relationships.3

Investigations using publicly available Open
Payment data from the Centers for Medicare and
Medicaid Services database have analyzed post hoc
advisory role payments to physician advisors in the
approval of psychopharmacologic, rheumatologic,
cardiac, and renal drugs.2 To our knowledge, these
analyses have not been reported for dermatologic
drug advisors. The purpose of this study was to
review Open Payment data for industry payments
made to former dermatologic drug committee
members.

Payments made to United States physicians who
advised FDA committees during the approval of 8
dermatologic therapies were analyzed using the
Open Payment database. Drugs were chosen from
recently approved dermatology medications from
CenterWatch.com and included those used
frequently and infrequently by dermatologists:
brodalumab, dalbavancin, deoxycholic acid,
dupilumab, peginterferon alfa-2b, secukinumab,
tedizolid phosphate, and ustekinumab.3 Data were
collected from 2013 to 2017. This range was selected
because no data are available before 2013, and 2017
correlated with the most recent data available.4

Payments classified as general payments were
recorded and included consulting fees, speaking
fees, educational expenses, food and beverage
expenses, and travel and lodging expenses.

Of the 61 physician advisers, 33 (54%) received at
least 1 industry payment after dermatologic drug
approval. Of the 33 receiving 1 payment, 9 (27%)
accepted more than $1000, 6 (18%) accepted more
than $10,000, 5 (15%) accepted more than $50,000,
and 3 (9%) accepted more than $100,000. The 33
physician advisers received a mean 6 standard
deviation of $47,860.62 6 $85,938. The standard
deviation was larger than the mean due to the
nonnormal distribution of the data. For the
drugs examined, payments from competing
pharmaceutical companies outnumbered payments
from the drug manufacturer (Table I).

Our research concludes former FDA committee
advisors for dermatologic drugs frequently received
payments from industry. Furthermore, a significant
proportion (24%) of those who accepted payments
received funds in excess of $50,000. Critics of such
industryephysician relationships argue these
payments could incentivize FDA advisors to alter
their voting habits.3 Others conclude post hoc
industry payments should not be discouraged
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