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Dear Editor,

oNOYTULT D WN =

While an increased risk of squamous cell carcinoma has been well documented in

patients with epidermolysis bullosa (EB),! malignant melanoma (MM) is not

19 particularly common in any form of EB. Junetional EB{JEB)isnet-considered-to-be-
- tedwitl . 1 rick of MM.2 .
22 i

MM

A 72-year-old woman had a recurrent history of blistering since birth. At her first visit,
she had a large number of blisters, erosions/ulcers, sleers;-and scars on the whole body
37 (Fig. 1a, b). A skin puneh biopsy frem-theright-thigh revealed a subepidermal blister
(Fig. 1¢). Ethical approval was obtained and all research was performed in accordance
with the principles of the Declaration of Helsinki. Whole-exome sequencing CWES) was
46 performed-fora-definitive-diagnosis—The-WES analysis found a previously unreported
mutation, ¢.663G>A (p.Trp221%*), and a previously reported mutation, ¢.3539dupC
(p.Gly1181Argfs*61) in COLI7A41. She was diagnosed with intermediate junctional EB

(JEB).
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Physical examination also revealed a black node ef5x1+0-em surrounded by dark

pigmentation on the left lower leg. The lesion was noticed at a site of recurrent

erosions/ulcers one year before her first visit (Fig. 1d). Computed-tomography-

organs: A skin biopsy from the node revealed sheets of dense infiltrates consisting of

atypical epithelioid melanocytes with round, hyperchromatic nuclei (Fig. 1e). The-

was diagnosed with MM and had a metastasis of the left inguinal lymph node. Wide

local resection of the primary lesion and left inguinal lymph node dissection were

performed. Histopathological examination revealed a dome-shaped nodule contiguous

with the adjacent hyperplastic epidermis. There were atypical epithelioid melanocytes

with hyperchromatic nuclei (Fig. 1f, g). The-tumerthickness-was20-mm—The BRAF-

- Local

recurrence, in-transit skin metastasis, and metastasis in the liver and the lungs were

observed soon after surgery. She was treated initially with nivolumab and then with

ipilimumab. However, she was unable to complete these treatments because of an

immune-related adverse event. One year after resection of the primary MM lesion, she

died of multiple organ failure due to the exacerbation of multiple organ metastases.
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Patients with varieus-ferms-ef EB sometimes have EB nevi, which are benign

pigmented lesions that resemble MM clinically and histopathologically.” EB-nevi-

Hewever; [rregular streaks, bluish-white veils, and black dots as dermoscopic features

and architectural asymmetry, variability of melanocytic nests, and elongation of rete

ridges as histopathological features are found more frequently in MM than in EB nevi.?

According to the National Epidermolysis Bullosa Registry

(https://doi.org/10.1001/jamadermatol.2013.5628), the cumulative risk of MM arising in

The Journal of Dermatology



oNOYTULT D WN =

The Journal of Dermatology Page 6 of 8

EB is 0.65% for localized EB simplex (EBS), 1.79% for generalized EBS, 2.5% for

severe generalized recessive dystrophic EB (RDEB), and 9.6% for dominant dystrophic

EB. One patient with EBS and two patients with RDEB were reported to have MM.3 43

We speculate that chronic inflammation and defective anti-tumor immunosurveillance

due to EB lesions may be associated with the development of MM, although we do not

have any evidence to support this hypothesis, and the development of MM in the

patients with JEB might be coincidental.

Ireoneluston;to-the-bestofeurknowledge; As far as we know, the present case is the

first reported case of MM that developed in a JEB patient. The present patient suggests

that we have to keep the possibility of both MM and EB nevus in mind when we see a

pigmented lesion in a JEB patients-espeeiatly-in-elderly-pationts-with-intermediate FEB-

dueto-COLI 741 mutations.
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Figure legends

Figure 1. Clinical and histopathological features of intermediate junctional

epidermolysis bullosa and malignant melanoma in the patient

(a) Numerous blisters, erosions, ulcers and their scars are seen on the back. (b) Total

scarring alopecia. (¢) A skin punch biopsy from the right thigh reveals subepidermal

blistering. (d) An irregularly shaped node of 5 x 10 cm surrounded by a dark, pigmented

region on the left lower leg. (¢) The initial punch biopsy specimen shows dense

infiltration of atypical epithelioid melanocytes with round, hyperchromatic nuclei. (f, g)

A resected specimen from the tumor reveals atypical epithelioid melanocytes with

hyperchromatic nuclei, eosinophilic cytoplasm and melanin granules densely infiltrated

in the nodular lesion ((f) the margin of the node; (g) the coexistence of subepidermal

blistering and atypical epithelioid melanocytes).
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