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Abstract. Background and Objective: SCCs represents 20-30% of the non-melanocytic
skin cancers. It is the second most common skin cancer in the U.S. The main risk factors
for SCCs development are: skin phototype I-1l, excessive UV-exposure, chronic inflamma-
tory skin diseases, radiation exposure and drug usage. Hydroxyurea is a drug used for the
treatment of chronic myeloid leukemia, polycythemia vera and essential thrombocythe-
mia. The therapy is associated with development of actinic keratoses, Bowen’s disease,
squamous cell carcinoma and basal cell carcinoma. Patients and methods: We present
a 70-year-old female patient suffering from essential thrombocythemia, undergoing treat-
ment with hydroxyurea since 2005, who developed advanced squamous cell carcinoma
of the skin of the face and wrists. Results: The patient was diagnosed with advanced
moderately differentiated SCCs (Grade 2), stage Il (T4 NO MO0). Immunotherapy with ce-
miplimab 350 mq i.v. every 21 days was initiated. After 6 therapeutic cycles decrease of
erythema and desquamation was registered. In 2022 the patient had an ischemic stroke,
decompensated heart failure and acute kidney insufficiency. Unfortunately the patient died.
Conclusions: Patients undergoing long-term hydroxyurea treatment are prone to develop
multiple squamous cell carcinomas of the skin and are subject to regular dermatological
examinations.
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INTRODUCTION

e present a case of a 70-year-old female
Wpatient suffering from essential thrombocy-
themia (ET), undergoing treatment with hy-
droxyurea (HU) 1000 mg per day and low-dose aspirin

since 2005, who developed advanced squamous cell
carcinoma of the skin (SCCs) of the face and wrists.

In April 2022 the patient presented with an erythema-
tous, scaly and painful skin eruption affecting the face
and both of the wrists. She reported the rash had
started in 2020 and aggravated after sun exposure. In
2021 extensive wounds on the skin of the wrists had
appeared. In 2018 the patient had undergone surgical
treatment of a SCCs on the back of the left wrist.

The pathological skin changes affected the skin of
the face, both forearms and the dorsal surface of
the wrists. They were presented by an erythematous
maculopapular exanthema with slight desquamation.
In the medial metacarpal area of the left wrist a tumor
formation with diameter 4 cm, infiltrated edges raised
above the surrounding skin and central ulceration cov-
ered with brownish crusts, was found (Fig. 1 a, b, c).
Mucous membranes and skin appendages were not
pathologically affected and peripheral lymph nodes
were not enlarged. The patient reported tension and
itching in the affected area. As differential diagnosis
lupus erythemathosus, porphyria cutanea tarda and
SCCs were discussed. The results from the complete
blood count and biochemistry revealed high platelet
(506 x 10°L) and uric acid level (8,92 mmol/L). Mi-
crobiological examination from left wrist wounds found
Escherichia coli. The immunological results were in

referent ranges. Examination of urine for porphyrins,
under Wood light, was negative. Partial excisional bi-
opsies of face and wrist tumor were performed. Histo-
pathological examination revealed moderately differ-
entiated SCCs in both areas (Fig. 2 a, b).

Based on the medical history, dermatological status,
histopathological and the above mentioned labora-
tory investigations, the patient was diagnosed with
advanced moderately differentiated SCCs (Grade 2),
stage Il (T4 NO MO).

Therapy with ceftriaxon, gentamycin and chloropyra-
mine hydrochloride was administered. The hematol-
ogy consultation reduced the HU dosage to 500 mg
per day and the patient was referred to the oncologi-
cal committee.

In June 2022 treatment with cemiplimab 350 mg i.v.
every 21 days was initiated.

In September 2022 a total body CT was performed
and found no signs of progression of the SCCs and
hepatosplenomegaly. After 6 therapeutic cycles we
registered decrease of erythema and desquamation
of the lesions on the face, both forearms and wrists.
The infiltrative tumor formation in the left medial
metacarpal area persisted and new nodular lesions
on the dorsal surface of both wrists were found (Fig.
3 a, b). In November 2022 the patient had an isch-
emic stroke, decompensated heart failure and acute
kidney insufficiency. The platelet level was 1325 x
10%L. The patient was hospitalised in the Hematol-
ogy Clinic, where HU therapy was stopped and cyto-
reductive therapy with cytarabine was initiated. Un-
fortunately the patient died.

Fig. 1. a) Erythematous maculopapular exanthema with slight desquamation of the face b, ¢) Erythematous maculopapular
rash of both wrists. A tumor formation with diameter 4 cm, infiltrated edges raised above the surrounding skin and central
ulceration covered with brownish crusts in the medial metacarpal area
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DISCUSSION

SCCs represents 20-30% of the non-melanocytic
skin cancers. It is the second most common skin
cancer with more than 1 million cases per year in the
U.S. [1, 2]. Risk factors for SCCs development are
skin phototype I-Il, excessive UV-exposure, chronic
inflammatory skin diseases, radiation exposure and
drug usage, like in our case [3, 4]. Hydroxyurea is a
metabolic inhibitor of ribonucleotide reductase and
an alkylating myelosuppressive agent. It is used for
treatment of chronic myeloid leukemia, polycythe-
mia vera and ET. The most commonly described
skin side effects of long-term HU treatment are fa-
cial erythema, hyperpigmentation, desquamation,
hyperkeratosis, alopecia, acral erythema, palmo-
plantar keratodermia, melanonychia. [5]. The as-
sociation of invasive SCCs in sun-exposed areas
after HU treatment was first described in 1991 [6].
The therapy is also associated with development of
actinic keratoses, Bowen’s disease and basal cell
carcinoma [7]. The skin toxicity from HU is persis-

Fig. 2. a) Moderately dif-
ferentiated SCCs of the left
temporal area (hematoxylin-
eosin stain, scale bar 200
um) b) SCCs of the medial
metacarpal area of the left
wrist (hematoxylin-eosin
stain, scale bar 50 pm)

Fig. 3. a) Decreased ery-
thema and desquamation of
the facial lesions b) The tu-
mor formation persisted and
new nodular lesions on the
dorsal surface of both wrists
appeared

tant, despite withdrawal in most of the cases [8].
Sanchez-Palacios et al. described an UV-induced
disease which they called “hydroxyurea-associated
squamous dysplasia” which in theory precedes the
development of SCCs [9]. In addition, HU can lead
to elevation of p53 levels in the keratinocytes, which
increases the risk of skin cancer development. HU
also reduces DNA synthesis and DNA repair in ul-
traviolet-irradiated cells, changing the cell replica-
tion cycles in the epidermis [10-13]. This pathogenic
mechanism explains the potential appearance of
the SCCs on sun exposed skin, like in the case de-
scribed herein.

In conclusion, patients undergoing long-term HU
treatment are prone to develop multiple squamous
cell carcinomas of the skin and are subject to regular
dermatological examinations. We presented a rare
case of advanced SCCs due to long-term HU treat-
ment of ET in a 70-year-old female patient. Acute
aggravation of the hematological condition unfortu-
nately lead to the patient’s death.
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