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Abstract

We present a 65-year-old woman who developed a
diffuse pruritic papular eruption after receiving
induction chemotherapy with daunorubicin and

cytarabine  for  newly  diagnosed  acute
myelomonocytic leukemia. The rash improved
clinically with triamcinolone treatment and

chemotherapy was allowed to continue. This case
adds to the growing literature of transient
acantholytic dermatosis development in the setting
of anti-cancer therapy and emphasizes the
importance of clinicopathologic correlation in
cutaneous eruptions in cancer patients.
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Introduction

Transient acantholytic dermatosis (Grover disease)
describes an acquired transient or persistent pruritic,
crusted, skin-colored or erythematous papular
and/or papulovesicular cutaneous eruption that is
characterized  histologically by  epidermal
acantholysis with or without dyskeratosis [1,2].
Transient acantholytic dermatosis (TAD) is classically
described as an isomorphic response to excessive
heat, sweating, or xerosis which most commonly
affects the trunk of white adult males and may persist
for weeks to years [3]. More recently, additional
triggers for TAD have been identified such as HIV,
ionizing irradiation, end-stage renal disease, solid
organ transplantation, prolonged bedrest, and

medications such as BRAF inhibitors and checkpoint
inhibitors, among others [4-7]. Extensive or atypical
presentations of TAD have been described and may
be associated with malignancy [8]. Herein, we
present a 65-year-old woman with TAD after
induction chemotherapy with daunorubicin and
cytarabine  for  newly  diagnosed  acute
myelomonocytic leukemia (AMML).

Case Synopsis

A 65-year-old woman on induction chemotherapy
with daunorubicin and cytarabine presented to the
dermatology inpatient consult service with a 10-day
history of diffuse edematous and erythematous
papules, some with purpuric appearance, scattered
across the back (Figure 1), chest, abdomen, proximal
upper extremities, and proximal inner thighs. The
lesions were non-tender to palpation and Nikolsky
sign was negative. The patient had started
allopurinol and hydroxyurea therapy eight days prior
to the cutaneous eruption. Her hospital course was
complicated by thrombocytopenia requiring regular
platelet infusion and neutropenic fever initially

Figure 1. A) Diffuse erythematous to violaceous papular eruption
affecting the back. B) Crusted and edematous skin-colored-to-
erythematous papules on the back.
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Figure 2. H&F histopathology. A) Parakeratotic crust with mild acanthosis and acantholytic dyskeratosis, 10X. B) Inset demonstrating

acantholysis and dyskeratosis, 20x.

treated with cefepime and vancomycin. Owing to
persistent fever, the patient’s antibiotic regimen was
subsequently broadened to meropenem and
vancomycin. Two days after the initiation of
meropenem and vancomycin, the patient’s rash
worsened, becoming confluent in some areas. Failed
treatment trials for the eruption at the time of
dermatology  consultation  included topical
clindamycin 1% gel, topical hydrocortisone 1%
cream, and diphenhydramine. Clinical entities in the
differential diagnosis included leukocytoclastic
vasculitis, leukemia cutis, drug reaction, and
transient acantholytic dermatosis. Two punch
biopsies of mid-back lesions were performed for
analysis on H&E (Figure 2) and direct
immunofluorescence (DIF). Histopathology of this
lesion revealed a parakeratotic crust with mild
acanthosis, acantholysis, and dyskeratosis, with a
superficial perivascular lymphocytic infiltrate; DIF
was negative. These features were consistent with
TAD. The patient was subsequently given
triamcinolone 0.1% ointment to apply to affected
areas on the trunk and extremities twice daily for two
weeks, with noted gradual improvement throughout
this treatment course.

Case Discussion

We describe a woman with AMML who developed a
diffuse, pruritic papular eruption following induction
chemotherapy with daunorubicin and cytarabine.
We suspected chemotherapy-induced TAD given the
clinical context and characteristic histopathological

features. In support of this, additional rare cases of
patients with acute myeloid leukemia developing
TAD following induction chemotherapy have been
described in the literature [9,10]. In general,
chemotherapy-associated TAD is most frequently
reported in the literature in association with
cytotoxic chemotherapies, followed by small
molecule inhibitors, as well as checkpoint inhibitors
[7,11]. A well-documented association between
atypical or extensive manifestations of TAD and
underlying cancer further supports our patient’s
clinical presentation. In particular, in patients with
unconventional presentations of TAD, hematologic
malignancies are twice as likely as solid tumors [8].
Although the classic presentation of TAD features
pruritus, previous reports of TAD associated with
malignancy or chemotherapy were asymptomatic,
though presented with a fever [12-14]. These trends
in chemotherapy-induced TAD support a notion
brought forth by Auh et al. [15] who suggested that
the clinical presentation of TAD may vary depending
on the etiology.

Transient acantholytic dermatosis has been
described in patients with a variety of conditions
with altered immunity, prompting a discussion of the
role of immune status in chemotherapy-induced
TAD. It has been hypothesized that T helper type two
cells, whose overproduction is associated with
allergic disease, may be involved in the pathogenesis
of TAD [15]. Another hypothesized mechanism for
TAD in this patient population is the excretion of
chemotherapeutic agent from sweat glands which
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then accumulates in the epidermis causing toxicity
[16]. This is subsequently seen as dyskeratosis and
acantholysis.

Additional etiologies of TAD that have been reported
in the setting of malignancy other than
antineoplastic agents include excessive perspiration,
fever, occlusive immobility, and/or ionizing or UV
radiation. Transient acantholytic  dermatosis
eruption has also coincided with the recurrence or
detection of malignancy [13]. One study identified
TAD in 6% of patients with leukemia, which is
significant compared to a reported incidence of 0.8%
in the hospital setting [17,18]. However, evidence is
lacking to support a direct relationship. Of note,
paraneoplastic itch may also occur in association
with TAD [19].

Transient acantholytic dermatosis characteristically
lacks response to any particular treatment. However,
successful treatment with various regimens has been
documented in case reports including low-dose
systemic corticosteroids, oral retinoids, including
isotretinoin, oral vitamin A, oral clindamycin, topical
corticosteroids, topical tretinoin, and calcipotriol. In
a recent systematic review of treatments for TAD,
topical corticosteroids were found to be the most
frequently employed treatment with a response rate
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