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A 79-year-old man with urothelial carcinoma presented with a 1-week history of erythematous, indurated,
arcuate plaques studded with pustules (Figs 1 and 2). Nine weeks prior to presentation he received
pembrolizumab 200 mg administered as intravenous infection for a total of three doses; there were no other
newly introduced medications to note. The patient also denied any personal or family history of psoriasis. The
eruption involved >75% body surface area including the trunk, extremities, and intertriginous regions.
Importantly, palms, soles, mucosa, and nail units were spared. The patient denied cutaneous pain, fever,
arthralgias, or myalgias. A lesional biopsy submitted for hematoxylin-eosin staining showed a subcorneal
pustule with polymorphous infiltrate of neutrophils, lymphocytes, and eosinophils within the papillary dermis
(Fig 3), whereas perilesional direct immunofluorescence (DIF) was negative.

Question 1: What is the most likely diagnosis
based on history and clinicopathologic
features?

A. Subcorneal pustular dermatosis (SPD)

B. IgA pemphigus

C. Acute generalized exanthematous pustulosis
(AGEP)

D. Acute generalized pustular psoriasis of von
Zumbusch

E. Subacute
(SCLE)

cutaneous lupus erythematosus

Answers:

A. Subcorneal pustular dermatosis (SPD) — Cor-
rect. SPD, also referred to as Sneddon-Wilkinson
disease, is an idiopathic vesiculobullous disorder
that classically presents with polycyclic plaques
containing superficial sterile pustules.”” Although
SPD is predominantly associated with IgA parapro-
teinemia, which was lacking in the abovementioned
case of the patient, occasional reports have linked it
to drug eruptions as well. In a similar case, Zhao
et al” described an intracorneal pustular drug erup-
tion that presented 12 weeks after the introduction
of nivolumab.”

B. IgA pemphigus — Incorrect. This immunobul-
lous entity presents with pruritic, arcuate plaques in
intertriginous locations and may be associated with
IgA monoclonal gammopathy. IgA pemphigus is
subdivided into subcorneal pustular dermatosis
type and intraepidermal neutrophilic type. Although
there is significant clinical overlap between SPD and
IgA pemphigus, a defining difference is that IgA
pemphigus will have a positive DIF."

C. Acute generalized exanthematous pustulosis
(AGEP) — Incorrect. AGEP is a febrile pustular
drug reaction, commonly to B-lactam antibiotics,
macrolides, or calcium channel blockers." Although
there have been some reports linking checkpoint
inhibitors to AGEP under the category of neutro-
philic drug eruptions,”" we believe that our case is

more consistent with SPD on the basis of the key
features of the eruption latency to rash presenta-
tion. It should be emphasized that AGEP is typified
by a more abrupt onset of nonfollicular-based
pustules that will first begin on the face and then
become more generalized.” In contrast, our patient
had follicular-based pustules and no facial involve-
ment. The timeframe for AGEP is another crucial
point. AGEP is classified by a sudden eruption
usually within 4 to 5 days but may be up to
2 weeks." In contrast, our patient was receiving
treatment with pembrolizumab for 9 weeks before
his first cutaneous symptoms presented. Addition-
ally, AGEP is typically accompanied by systemic
symptoms such as fever and peripheral neutro-
philia,” all of which were lacking in the case of our
patient.

D. Acute generalized pustular psoriasis of von
Zumbusch — Incorrect. This severe subtype of
psoriasis will feature tender psoriasiform plaques
and systemic symptoms such as fever.' Leukocytosis
and hypocalcemia can be present. Although there
may be controversy over the relationship between
SPD and pustular psoriasis, the lack of personal or
family history of psoriasis is an important fact to
consider when distinguishing these entities.

E. Subacute cutaneous lupus erythematosus
(SCLE) — Incorrect. SCLE can present as annular
plaques with central clearing or papulosquamous
plaques on sun-exposed areas. Although SCLE may
occur in genetically predisposed individuals, it can
be associated with certain medications; causative
agents include hydrochlorothiazide, nonsteroidal
antiinflammatory  drugs, angiotensin-converting
enzyme inhibitors, terbinafine, proton pump inhib-
itors, etc.

Question 2: What is the mechanism of action of
pembrolizumab?

A. Inhibits epidermal growth factor receptor

B. Inhibits dihydrofolic acid through competing
with para-aminobenzoic acid for the binding site of
dihydropteroate synthetase
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C. Inhibits checkpoint cytotoxic T-lymphocyte—
associated protein 4

D. Inhibits programmed cell death protein

E. Inhibits the mammalian target of rapamycin
Answers:

A. Inhibits epidermal growth factor receptor —
Incorrect. This includes medications such as erloti-
nib and cetuximab.

B. Inhibits dihydrofolic acid through competing
with para-aminobenzoic acid for the binding site of
dihydropteroate synthetase — Incorrect. This is the
mechanism of action of dapsone, a possible treat-
ment for SPD.'

C. Inhibits checkpoint cytotoxic T-lymphocy-
te—associated protein 4 — Incorrect. This is the
mechanism of action of ipilimumab, a monoclonal
antibody that neutralizes cytotoxic T-lymphocy-
te—associated protein 4, resulting in a heightened
immune response to tumor cells.”

D. Inhibits programmed cell death protein — Cor-
rect. Pembrolizumab, along with nivolumab, is
a programmed cell death protein 1 inhibitor
approved by the US Food and Drug Administration
for metastatic melanoma, Merkel cell carcinoma,
cutaneous squamous cell carcinoma, and various
solid organ cancers.’

E. Inhibits the mammalian target of rapamycin —
Incorrect. This class of medications includes siroli-
mus and everolimus. These have been used for the
treatment of certain solid organ cancers and antire-
jection mechanisms in solid organ transplant
recipients.

Question 3: Which histologic description cor-
relates with the diagnosis/the images shown?

A. Subcorneal vesicle with neutrophils and nega-
tive DIF

B. Subcorneal neutrophilic vesicle with overlying
hyperkeratosis and crust, pseudohyphae within the
stratum corneum

C. Subcorneal vesicle with neutrophils, intraepi-
dermal spongiosis, and eosinophils within the
papillary dermis

D. Basement membrane thickening, vacuolar
interface change, mucin deposition, and positive
DIF demonstrating IgG, immunoglobulin M, and
occasionally C3
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E. Subcorneal vesicle with neutrophils and DIF
demonstrates intercellular deposition of IgG within
the upper layer of the epidermis

Answers:

A. Subcorneal vesicle with neutrophils and nega-
tive DIF — Correct. This appropriately describes
SPD and highlights an important distinguishing
factor between SPD and IgA pemphigus; SPD will
have a negative DIF, whereas IgA pemphigus will
demonstrate intercellular deposition of IgA within
the upper layer of the epidermis."

B. Subcorneal neutrophilic vesicle with overlying
hyperkeratosis and crust, pseudohyphae within the
stratum corneum — Incorrect. This describes Candida
infection, one of the differential diagnoses to consider
with a subcorneal blister with neutrophils.

C. Subcorneal vesicle with neutrophils, intraepi-
dermal spongiosis, and eosinophils within the
papillary dermis — Incorrect. This describes the
histologic findings of AGEP.”"*

D. Basement membrane thickening, vacuolar
interface change, mucin deposition, and positive
DIF demonstrating IgG, immunoglobulin M, and
occasionally C3 — Incorrect. This describes the
histology ~and immunofluorescence  patterns
observed in SCLE.

E. Subcorneal vesicle with neutrophils and DIF
demonstrates intercellular deposition of IgG within
the upper layer of the epidermis — Incorrect. This
describes what may be observed in pemphigus
foliaceus.

Abbreviations used:

AGEP: acute generalized exanthematous pustulosis
DIF: direct immunofluorescence

SCLE: subacute cutaneous lupus erythematosus
SPD: subcorneal pustular dermatosis
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