LETTER -

THERAPY

Psoriasiform rash following
maculopapular eruption during
the continued administration of
pembrolizumab™

Dear Editor,

A 73-year-old male with unresectable head and neck
squamous cell carcinoma was treated with monthly pem-
brolizumab (200 mg). He had no family or personal history
of skin disease, including psoriasis. Soon after the sec-
ond administration, he developed itchy erythema, which
spread to the trunk and extremities. Physical examination
showed coalesced erythema and papulaes on the trunk and
extremities (Fig. 1). Histopathological examination showed
vacuolar changes of the basement membrane of the epi-
dermis and prominent infiltration of eosinophils in the
upper dermis (Fig. 2). Because grade of cutaneous Immune-
Related Adverse Events (irAEs) was 2, pembrolizumab was
continued under treatment with topical corticosteroid; how-
ever, itchy erythema gradually worsened, and after 5 doses
pembrolizumab was discontinued. Oral prednisolone was
administered at a dose of 5-10 mg/day, but the skin lesions
further worsened and a different skin rash appeared. One
month after discontinuing pembrolizumab, infiltrative ery-
thematous and slightly keratotic plaques were observed on
the trunk and extremities (Fig. 3). Mucous involvement was
not observed. A second biopsy revealed subcorneal neu-
trophilic abscess, individual cell keratinization, liquefaction
degeneration of the basement membrane region and der-
mal cellular infiltrates containing eosinophils (Fig. 4). After
increasing the dose of oral prednisolone to 30 mg/day for 2
weeks, the skin lesions improved. After prednisone discon-
tinuation, there was no recurrence of skin lesions.

The present case initially developed a maculopapular or
morbiliform coalesced erythema on the trunk and extremi-
ties 5 weeks after initiation of pembrolizumab. Initial biopsy
specimen showed interface changes of the epidermis and
dermis junction, and prominent eosinophil infiltration in
the upper dermis. Because pembrolizumab was effective for
SCC, pembrolizumab was continued thereafter using topical
corticosteroid, but itchy erythema was gradually worsened,
and pembrolizumab was stopped after 5 doses. His rash
was treated with oral prednisolone (initially 5 mg/day for
1 week, and 10 mg/day for another 1 week); however, 2
months later, his skin rash deteriorated, and clinical phe-
notype changed along with the gradual worsening of the
skin rash. Of interest, the second biopsy revealed psori-
asiform changes such as subcorneal neutrophilic abscess,
while individual epidermal cell keratinization and liquefac-
tion degeneration were also observed.

Although it is well-known that various cutaneous irAEs
appeared by the use of immune checkpoint inhibitors
(ICls),"* there are few reports on phenotypic changes of
cutaneous irAEs during long-term use of ICls. To date, there
is one report in which pembrolizumab caused LP-like lesions,
which thereafter developed bullous pemphigoid.* They

* Study conducted at the Fukushima Medical
Fukushima, Japan.

University,

Figure 1  Diffuse coalescent erythema and paplular lesions on
the trunk and extemities.

Figure 2

Histopathological features showing vacuolar degen-
eration of the basement membrane of the epidermis and
cellular infiltration of mononuclear cells and eosinophils in the
upper dermis.
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speculated that ICIs evoked the breakdown of immune tol-
erance to the epidermal basement membrane zone through
lichenoid reactions. In addition, resumption of ICls may
induce both the same and different cutaneous lesions,’
with an escalated grade. In the majority of cases, irAEs are
grade 1 or 2, and can be controlled under topical treatment
without discontinuation of ICls. However, in the present
case, cutaneous manifestation worsened during continued
administration of pembrolizumab, and beyond the con-
trol of topical and oral corticosteroids. Pembrolizumab was
finally discontinued, but skin lesions further deteriorated
even after the discontinuance. Furthermore, the phenotype
of skin lesions changed from initially coalesced erythema
to keratotic plaques, with. Histopathological features such
as psoriasiform changes. Thereafter, skin lesions gradually
worsened and the intervals of pembrolizumab administra-
tion were prolonged or skipped; however, skin lesions were
uncontrolled and finally pembrolizumab was discontinued
and oral prednisolone was administered. But 2 months after
discontinuation of pembrolizumab, different phenotypes of
skin lesions appeared, which were proved to be psoriasiform
by skin biopsy. Therefore, careful and long-term monitoring,
as well as management of cutaneous irAEs are required.
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Single-lesion sporotrichosis m
triggering Sweet’s syndrome*

Dear Editor,

Sporotrichosis is a deep mycosis caused by dimorphic fungi
of the genus Sporothrix, which can be subacute or chronic,
and is usually subcutaneous but may be systemic in rare
cases. It can be classified into four categories: cutaneous-

lymphatic (around 75% of cases), localized cutaneous (20%),
disseminated and extracutaneous."?

Skin lesions typically appear at the inoculation site, as
an implantation mycosis, mainly when handling plants and
infected soil or after trauma by infected animals."?

It begins as an inflammatory papule, which develops
into a nodule or gumma that becomes an ulcer and later,
in cutaneous-lymphatic presentations, papules and nodules

Figure 1

(A) Initial clinical appearance with pustule. (B) Evolution to ecthymoid lesion. (C) Positive culture for Sporothrix spp.

* Study conducted at the Universidade Federal de Pelotas, Pelotas, RS, Brazil.
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