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Abstract

We report a case of temozolomide (TMZ)-induced
inflammation of disseminated superficial actinic
porokeratosis (DSAP), an uncommon and pre-
malignant cutaneous disorder. Dermatologists and
oncologists should be aware of this cutaneous
eruption of DSAP associated with TMZ to prevent the
discontinuation of effective medical therapy in
cancer patients.
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Distinguishing between low and high morbidity
cutaneous effects of chemotherapy is important to
prevent the discontinuation or delay of effective
medical therapy in cancer patients. Although
inflammation and emergence of sub-clinical actinic
keratoses is a well-described phenomenon in
patients undergoing chemotherapy [1-3], we report
a case of temozolomide (TMZ)-induced
inflammation of disseminated superficial actinic
porokeratosis (DSAP). DSAP is an uncommon and
pre-malignant cutaneous disorder characterized by
agminated, pink, scaly papules with pronounced
hyperkeratotic borders, which commonly occur on
sun-exposed extremities. This border corresponds to
a pathognomonic histopathologic finding of

diagonally-stacked, eosinophilic parakeratosis called
a cornoid lamella.

A 47-year-old man with a left temporal lobe
glioblastoma status post resection, 2 cycles of
adjuvant radiotherapy, and TMZ was referred to the
dermatology clinic with a 1-month history of a
progressive, non-painful, non-itchy, pink, and scaly
rash on the bilateral forearms, which emerged after
his second cycle of TMZ. His oncologist wanted to
rule out drug hypersensitivity syndrome prior to
proceeding with a third cycle of TMZ. Interestingly,
he reported being a welder and strongly suspected
that the rash appeared within scars he had sustained
during welding. Physical exam revealed several
dozen round, pink, scaly papules and plaques with
peripheral collarettes of scale densely distributed on
the bilateral extensor forearms (Figure 1). Shave
biopsy demonstrated porokeratosis consistent with
DSAP (Figure 2) and the patient was reassured that
he could safely proceed with a third cycle of
treatment with TMZ.

Inflammation of actinic keratoses during systemic
chemotherapy, including 5-fluorouracil, cisplatin,
doxorubicin, vincristine, dactinomycin, decarbazine,
capecitabine, and paclitaxel, has been described [1-3],
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Figure 1. a) Numerous round, pink, scaly papules and plaques
with peripheral scale densely distributed on the bilateral extensor
forearms. b) Close-up view of one of the lesions, showing fine
collarette of peripheral scale.

but inflammation or emergence of DSAP during
chemotherapy has not been described previously.

TMZ is an oral alkylating agent indicated for the
treatment of adults with glioblastoma multiforme
concomitantly with radiotherapy and then as
maintenance treatment [4]. Because TMZ works to
methylate DNA, it has increased influence on
proliferating cells, similar to most of the other types
of chemotherapy agents that cause inflammation of
actinic keratoses [5]. Commonly-reported side
effects of TMZ include myelosuppression, nausea,
vomiting, anorexia, constipation, fatigue, and
headache. Dermatologic side effects, including
alopecia, rash, dry skin, erythema, and pruritus, are
infrequent but have also been observed [4]. Various
cutaneous  eruptions, including generalized
maculopapular eruption, dermal hypersensitivity
reaction with plagques and nodules, desquamative
skin rash, and Stevens-Johnson Syndrome-Toxic
Epidermal Necrolysis overlap syndrome have been
reported in patients undergoing therapy with TMZ
[6-9].

DSAP isan uncommon and pre-malignant cutaneous
disorder that demonstrates the characteristic
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Figure 2. Column of diagonally-stacked, eosinophilic,
parakeratotic cells, consistent with a cornoid lamella, shown on
H&E, 40x.
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cornoid lamella histologically. Estimates of the long-
term malignant potential of actinic keratoses
suggest a 0.1-1% risk of conversion. The long-term
malignant potential of DSAP lesions has been
estimated in just one series of 281 patients and was
suggested to be approximately 7.5%, although other
subtypes of porokeratosis, such as linear
porokeratosis, may have higher rates of malignant
transformation [10]. Although clinical surveillance is
often sufficient for the management of
asymptomatic DSAP, other treatment options
include topical imiquimod, topical or systemic
retinoids, cryotherapy, and surgical interventions
[11].

Conclusion

Dermatologists and oncologists should be aware of
this cutaneous eruption of DSAP associated with
TMZ to prevent the discontinuation of effective
medical therapy in cancer patients.
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