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Abstract

Genital ulcers due to Hydroxyurea treatment, is a very rare entity that 
requires the skills of dermatology specialists to suspect and diagnose it in early 
stages. We present a case of 48 years old female with history of polycythemia 
vera under treatment of Hydroxyurea during 10 years. She developed a painful 
genital ulcer in 15 days without any other manifestations. Herpetic etiology, 
HIV and primary syphilis were rejected. The skin biopsy specimen revealed 
neoangiogenesis associated with lymphoplasmocytic perivascular inflammatory 
infiltrate without evidence of vasculitis. There was a completely resolution of the 
lesions, 8 weeks after Hydroxyurea cessation. The patient was referred to the 
oncology service to continue her hematologic treatment. 
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Introduction
Hydroxyurea is a chemotherapeutic agent used since 1960 to 

handle different myeloproliferative disorders. It is generally well 
tolerated, but in approximately 9% of patients, it will be present some 
side effects like nausea, headache, diarrhea and fever [1]. With its 
prolonged use, it can cause some skin manifestations, such as xerosis, 
nail disorders, diffuse hyperpigmentation, dermatomyositis-like 
lesions and less frequently, ulcers. Ulceration due to hydroxyurea is 
located in areas of major trauma, predominantly in the lower limbs, 
mouth and, less frequently, genital area [1-3]. We present this case 
because of its low prevalence, thinking about the importance of early 
suspicion and recognition like one of the non infectious skin lesions 
etiologies. It is mandatory to provide early treatment and improve the 
patient quality of life. 

Case Presentation
We report a 48 year-old female patient, who has a medical history 

of polycythemia vera since 2006, receiving only oral hydroxyurea 1g 
per day, without any other coadjuvants treatments. After 10 years of 
treatment, in 2016, she was admitted to the emergency room with 
15 days of a painful ulcer located in the genital area. On physical 
examination, well defined edge ulcer with fibrous base in the labia 
majora genitals was found (Figure 1). A clinical diagnosis of the ulcer 
was suspected, Bechet disease was dismissed since it was confirmed the 
absence of oral ulcer, eye or skin injuries. Clinical features of herpes 
simplex and syphilis ulceration, doesn’t belong to the patient type of 
lesion. The first one usually presents erosive and erythematous halos 
that follow a neural distribution, the second one, presents as a painless 
continuity solution, clean background, with microbiological spiroketa 
in culture specimen. VDRL titers, HIV, IgG and IgM for herpes 
type I and II was negative. A skin biopsy was performed, including 
culture and immunochemistry protocols. Histopathology describes 
an important dermal sclerosis and neoangiogenesis associated with 
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lymphoplasmacytic perivascular inflammatory infiltrate without 
evidence of vasculitis on genital area (Figure 2,3). Periodic-Acid-
Schiff (PAS) and Ziehl-Neelsen (ZN) stains were negative for fungi or 
bacterial structures. Given the clinical presentation, the background 
of hydroxyurea exposure and histopathological findings a diagnosis 
of ulcer due to hydroxyurea was made. The patient was referred to 
the oncology service and the withdrawal of hydroxyurea resulted in 
complete resolution of clinical picture in eight weeks (Figure 4).

Discussion
Polycythemia Vera is one of the chronic myeloproliferative 

neoplasms, which are characterized by clonal proliferation of 
myeloid cells and the presence of an elevated red blood cell mass. 
One of the main entities of its treatment is the Hydroxyurea (HU), 
a chemotherapeutic agent used to maintain a platelet count below 
600,000/microL and the hematocrit below 50% [1,4,5].

The reported adverse events during HU treatment are numerous 
and concerning different body systems, including bone marrow, 

Figure 1: Ulcer 4 x 5 cm, irregular and erythematous borders.
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gastrointestinal system and multiple cutaneous alterations such 
as xerosis, scaling, atrophy of the skin and subcutaneous tissues, 
skin hyperpigmentation, facial and acral erythema, palmoplantar 
keratoderma, partial non-cicatricial alopecia, nail alterations, solar 
hypersensitivity with eruptive appearance of squamous cell and basal 
cell carcinomas [4,5].

Cutaneous ulcers during HU therapy, are still today a poorly 
recognized side effect of this drug. The first reports of ulcers use 
of hydroxyurea are since 1985, appearing in approximately 9% of 
patients with myeloproliferative diseases receiving high doses for 
prolonged periods, most often between 2 and 7 years of drug use 
[1,5]. Most are described in the lower limbs, in areas of major trauma. 
Two case reports of genital ulcers, one in glans and another was 
found only in vaginal mucous and the case presented (Table 1). The 
similarities that these cases have, comparing with ours is that when 
the dose is reduced or the UH treatment is discontinued; the genital 
ulcers progressively decrease in size until they disappear completely 
in 6 to 8 weeks.

HU or hydroxycarbamide, is a non-alkylating hydroxylated urea 
analog with antineoplastic and antiviral properties. It is instead a 
non-competitive inhibitor of the enzyme ribonucleotide reductase, 
which results in depletion of desoxyribonucleotides, cessation of 
DNA synthesis and death of S-phase cells [6]. 

Hydroxyurea-induced cutaneous ulcers are usually small, well-
defined and shallow with an adherent, yellow, fibrinous necrotic base. 
They are typically found in the perimalleolar region but also on the 
lower leg. Genital ulcer is extremely rare, but when it’s presented are 
bigger than cutaneous one and are correlated with a greatest doses 
and time of treatment with HU [1,7].

The ulcer cause is unknown, however it is believed that long term 
HU therapy leads to cumulative cytotoxicity for the basal cells of the 
epidermis, due to inhibition of DNA synthesis and formation of free 
radicals. The injury progresses until cellular repair mechanisms are 
no longer able to regenerate keratinocytes and endothelial cells [8,9]. 

The diagnosis is made by clinical, suspecting in patients using this 
drug, a skin biopsy is useful to rule out other diagnoses. The histology 
of the lesion is usually a specific, but may show epidermal atrophy, 
dermal fibrosis, scar tissue without vasculitis and, occasionally, 
fibrinoid thrombi. 

Differential diagnosis must be done with many entities 
including infectious etiologies such a herpes simplex virus, syphilis, 
cytomegalovirus, chancroid, venereal lymphogranuloma and Human 
Immunodeficiency Virus. Non infectious causes include tumors, 
pyoderma gangrenosum, trauma and vasculitis. In this patient, 
Behçet disease was rejected, be considering no major criteria was 
presented [10].

Treatment involves stopping the medication, there by lesion 
improvement is achieved after two or three months as was observed 
in our case, in whom complete resolution of the lesion was observed 
2 months after stopping hydroxyurea [11,12] (Figure 4).

Conclusion
We report the case of a patient with ulcer secondary to chronic 

use of hydroxyurea in unusual location (vaginal mucosa), who after 
the drug suspension presented complete resolution of the lesion 
within two months, as described in the literature.

We believe it is a demonstrative case and of great academic 
interest because of the diagnostic challenge presented and its easily 

Figure 2: H-E 5X. Ulcer biopsy showing intersticial fibroses and slight 
neoangiogenesis.

Figure 3: H-E 40X. Lymphoplasmocytic perivascular inflammatory infiltrate 
without evidence of vasculitis.

Figure 4: Ulcer resolution after 8 weeks of discontinuation hydroxyurea 
treatment.

Authors Comorbidities Dose of Hydroxyurea Presence of vasculitis Management time with HU Mucous location

Karincaoglu, et al (2003) Chronic myeloid leukemia 4 g/day Yes 2 weeks Genital (Vulva)

Lei Su , et al (2011) Polycytemia Vera 1.0±0.5g/day Yes 12 years Genital (glans)

Table 1: Ulcer due to hydroxyurea treatment, case reports [2-4].
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management when it is well diagnosed. Despite hydroxyurea is not a 
drug commonly prescribed in dermatology area and its adverse effects 
are rare, a large number of skin lesions presentation can simulate this 
entity, and always it would be suspect if hydroxyurea treatment is in 
between. 
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