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Dear Editor:
Crohn’s disease is an autoimmune condition involving the 
lower gastrointestinal tract that requires long term use of 
immunosuppressive agents due to its chronic and relaps-
ing course. Diverse side effects of prolonged immuno-
suppression in Crohn’s disease patients have been re-
ported, including the development of eruptive benign 
melanocytic nevi and even malignant melanomas1,2. In 
this letter, we report the first Korean case of multiple mela-
nocytic nevi formation in a patient with Crohn’s disease 
undergoing immunosuppressive treatment with 6-mercap-
topurine and intravenous (IV) adalimumab.
A 36-year-old Korean woman presented to the department 
of dermatology complaining of numerous widespread mo-
les on her entire body except her face. She was diagnosed 
with Crohn’s disease 12 years ago with an enterocuta-
neous and enteroenteric fistula complicated by intra-
abdominal abscess. Screening for tuberculosis was negative. 
Immunosuppressive therapy was initiated soon after the 
diagnosis, 6-mercaptopurine (50 mg per day) being the 
mainstay agent. The patient was occasionally given corti-
costeroid and started IV adalimumab ten weeks prior to 
her visit to our department. According to the patient, the 
number and the extent of moles increased rapidly only a 
few weeks after the initiation of adalimumab. 
Skin examination revealed multiple characteristic melano-
cytic lesions of varying sizes (＞30 in number, from 2 to 6 
mm in diameter) (Fig. 1A∼C). A skin biopsy was per-
formed on three discrete lesions, which were the three 
largest ones (Fig. 1D). Common histologic findings among 
the three lesions included nevus cells arranged symmetri-

cally and superficially in relatively well defined nests and 
lack of diffuse atypia within the lesions (Fig. 2). Accordingly 
the patient’s cutaneous condition was compatible with 
eruptive benign melanocytic nevi. She is currently visiting 
our dermatologic clinic on a regular basis as surveillance 
for possible malignant transformation of the numerous 
nevi.
Developments of both inflammatory and melanocytic le-
sions such as eruptive nevi associated with immuno-
suppressive therapy, including the use of biologicals, have 
been reported previously1,3,4. Immunosuppressants such 
as azathioprine, 6-mercaptopurine and methotrexate are 
known to occasionally cause developments of eruptive 
nevi. Moreover, medical conditions including leukemia, 
pregnancy, erythema multiforme, epidermolysis bullosa 
and Stevens–Johnson syndrome have also been reported 
to induce the development of eruptive nevi even in the 
absence of immunosuppression3. This report adds the first 
Korean case of eruptive benign melanocytic nevi for-
mation following IV adalimumab therapy for the treatment 
of Crohn’s disease. The lesions developed newly and rap-
idly in previously normal skin. Previous cases suggest the 
tendency of melanocytic nevi to appear on specific loca-
tions (palms and soles); however, widespread distribution 
of nevi involving almost the entire body as in our case is a 
novel presentation1. Not only benign melanocytic lesions 
but also malignant melanomas have been reported to de-
velop during or after anti-tumor necrosis factor (TNF)-α 

therapy2,3,5. Thus, a skin examination before and after the 
use of anti-TNF-α agents could be of value in identifying 
the development of melanocytic nevi, which often neces-
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Fig. 1. (A) Multiple melanocytic 
nevi scattered on the left upper 
arm, (B) both lower legs, and (C) 
on the back. (D) One of the nevi 
(indicated by an arrow) was biop-
sied, whose histologic findings are 
illustrated in Fig. 2.

Fig. 2. (A) Nevus cells are arranged in nests, superficially and symmetrically within the lesion (H&E, ×100). (B) Neither diffuse atypia 
nor other findings suggestive of malignancy is noted (H&E, ×200). Other biopsied lesions shared very similar histologic findings.
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sitates evaluation to rule out malignant melanoma. 
Overall, this case adds clinical evidence that TNF-α plays 
a critical role in the differentiation and proliferation of 
melanocytes, inducing the development of melanocytic 
nevi.
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Dear Editor:
Kim et al.1 in their interesting study compared the allergo-
logical data on the oral lichen planus (OLP) with those of 
other published articles regarding the oral lichenoid re-
actions (OLRs). We would underscore that the prognostic 
value of the screening patch test on the clinical behaviour 
of these diseases is significantly different. Regarding to the 
OLRs induced by dental alloy restorations, both the metals 
and particles/ions of the corrosive process are believed 
that could perturb the surface antigens of the basal layer 

keratinocytes in neighboring mucous membranes, result-
ing an autoimmune activation and T-cell-mediated re-
action2. Clinical evidence is supported by fact that ORLs 
can disappear as consequence of replacing of the metal al-
loy—mostly the amalgam fillings—with non-metal materi-
als2. Conversely, in OLP the triggering for the immune-ac-
tivation of the basal layer keratinocytes remains unrecog-
nized and the lesions can rarely achieve a complete heal-
ing2. Medical history and oral examination of a subject 
with OLRs may provide suggestions for the potential sensi-
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