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Melanoma subsequent to
natalizumab exposure: A report
from the RADAR (Research on
Adverse Drug events And Reports)
program
To the Editor: Although natalizumab is approved for
treating multiple sclerosis,1 reports have raised
concern about malignant melanoma (MM) after
natalizumab exposure.2,3 The aim of this study was
to determine if an association was detectable for MM
after natalizumab exposure in patients with multiple
sclerosis.

Using RADAR methodology,4 we searched the
following databases: FDA Adverse Event Reporting
System (FAERS), EudraVigilance (European
Medicines Agency), and the Northwestern
Medicine Enterprise Data Warehouse (NMEDW).

The FAERS search (January 2004-June 2014)
comprised terms related to MM combined with
natalizumab. The proportional reporting ratio
(PRR) was then calculated to determine if a safety
signal (defined as[3 events, chi-squared result[4,
and PRR [2) was detectable.5 We extracted
data (January 2004-December 2015) from the
NMEDW, a large, urban, Midwestern US population
([4 million patients, including a National Cancer
Instituteedesignated comprehensive cancer center)
for multiple sclerosis patients exposed to natalizu-
mab who had a diagnosis for MM [3 months after
initial exposure (International Classification of
Diseases 9th Revision [172.0-172.9]; International
Classification of Diseases 10th Revision [C43.0-
C43.9]). The EudraVigilance database was searched
(December 2001-November 2016) for terms related
to MM combined with natalizumab.

A signal was detected in the FAERS database (PRR
2.42, 95% confidence interval 2.10-2.8) from 205
reports of MM subsequent to natalizumab exposure.
In the NMEDW, of 5097 multiple sclerosis patients,
192 were exposed to natalizumab with 3 (1.6%)
subsequently receiving a MM diagnosis (a significant
association, Fisher’s exact test, P \ .0001). The
EudraVigilance database comprised 78 reports of
MM after natalizumab exposure.

These findings substantiate a recent study that
linked natalizumab exposure to MM through FAERS
analysis.2 Natalizumab-exposed patients had a
younger median age at MM diagnosis compared
with the general (nonenatalizumab-exposed)
US population.2 Mechanisms underlying the
association for MMwith natalizumab are incompletely
understood; however, it seems that the drug’s
inhibitory effects on �4-integrins might relate to MM
evolution because melanoma cells expressing �4�1
have increased homotypic intercellular adhesion
and decreased ability to invade the extracellular
matrix.3 Inhibition of integrins with natalizumabmight
increase invasive potential. Of importance, these
findings suggest that MMoccurrence after natalizumab
exposure might be biologically dissimilar to MM de
novo.

Limitations include possible reporting bias within
FAERS and possible redundancy in the
EudraVigilance and FAERS databases. Moreover,
signals detected from reporting in FAERS constitute
reporting ratios and cannot be interpreted as
incidence rates or risk ratios.5 Furthermore,
NMEDW database’s small sample prevented
additional analyses for potential confounding
factors. Because determination of PRR requires the
total number of adverse events reported for the drug
of interest, number of adverse events of interest
for the drug of interest, total number of all other
adverse events, and the total number of all other
drugs,5 PRR could not be calculated with
EudraVigilance data.

These findings demonstrate a detectable safety
signal within FAERS and a statistically significant
association for MM after natalizumab exposure in
NMEDW; the EudraVigilance data was not
inconsistent with these findings, with 78 reports
being found. Of note, the full prescribing
information for natalizumab does not refer to
melanoma,1 but enhanced monitoring of exposed
patients seems warranted, especially for those at
high risk for melanoma.
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Table I. Descriptive characteristics of patients and
bacterial cultures

Characteristic Value

Patients (N = 80)
Age, y
Mean (SD) 35.5 (14.4)

Sex, n (%)
Female 59 (73.8%)
Male 21 (26.3%)

Cultures and washes (N = 121 cultures)
Body site of culture, n (%)
Axilla 49 (40.5%)
Buttocks and groin 34 (28.1%)
Trunk 13 (10.7%)
Head and neck 12 (9.9%)
Thigh 10 (8.3%)
Arm 2 (1.7%)
Not specified 1 (0.8%)

Use of antibiotics* and/or wash, n (%)
No antibiotics or wash 50 (41.3%)
Antibiotics 1 wash 35 (28.9%)
Antibiotics alone 25 (20.7%)
Wash alone 11 (9.1%)

Type of antimicrobial wash, n (%)
No wash 75 (62.0%)
Chlorhexidine 17 (14.1%)
Dilute bleach bath 8 (6.6%)
Benzoyl peroxide 4 (3.3%)
$2 washes 17 (14.1%)

SD, Standard deviation.

*Oral or topical antibiotics.
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The effect of antimicrobial washes
on antibacterial resistance in
hidradenitis suppurativa lesions
To the Editor: Hidradenitis suppurativa (HS) is a
chronic relapsing inflammatory skin condition that
results in painful nodules, abscesses, and sinus tracts
typically in intertriginous body sites.1 Topical and
oral antibiotics are the first-line treatment for HS2,3;
however, there is concern regarding antibiotic
resistance in target and nontarget bacteria, as well
as regarding the growth of opportunistic pathogens.4

Some clinical practice guidelines for HS recommend
concomitant antimicrobial washes, including chlor-
hexidine, bleach baths, and benzoyl peroxide for
reducing inflammation and antibacterial resistance
rates.2,3 Importantly, for acne, studies have found
that combining benzoyl peroxide with standard
antibiotics can significantly reduce the antibacterial
resistance in those lesions.5 In this study, we sought
to examine the association between antibiotic
resistance in HS lesions and antimicrobial washes.
We conducted a cross-sectional analysis of 80
patients with HS who had a total of 121 HS lesional
cultures; the 80 patients were from 2 academic
medical centers in Pennsylvania and California.
Information on demographics, culture results with
the isolated species and associated antibiotic
susceptibilities, use of oral and/or topical antibiotics
within 1 month before or concurrent with culture,
and use of an antimicrobial wash within 1 month
before or concurrent with culture was collected and
analyzed.

Patient and HS lesional culture characteristics are
outlined in Table I. Themost common sites of culture
were the axillae, buttocks, and groin. Many of the
cultures (41.3%) were performed in the absence of
oral or topical antibiotic or antimicrobial wash use.
Chlorhexidine was the most commonly used
antimicrobial wash, but dilute bleach baths, benzoyl
peroxide washes, or combinations of all 3
antimicrobial washes were also documented.
Table II demonstrates the variation among groups
that received antibiotic treatment only, antimicrobial
washes only, both, or neither and the associated
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