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Hydroxyurea-induced Tooth Discoloration
Hidroksiürenin Neden Olduğu Dişte Renk Değişikliği

 Muhammed Okuyucu1,  Memiş Hilmi Atay2 

1Ondokuz Mayıs University Faculty of Medicine, Department of Internal Medicine, Samsun, Turkey 
2Ondokuz Mayıs University Faculty of Medicine, Department of Internal Medicine, Division of Hematology,  Samsun, Turkey

To the Editor, 

Hydroxyurea is an antineoplastic agent that inhibits DNA 
synthesis by inhibiting the enzyme ribonucleotide reductase 
that catalyzes the conversion of ribonucleotide diphosphate 
to deoxyribonucleotide triphosphate, which is used for 
DNA synthesis and repair. It is often used for the treatment 
of myeloproliferative disorders [1]. Most commonly, fever, 
pneumonitis, and dermatological (eczema, ulceration), 
gastrointestinal (mucositis), and hematological adverse effects 
are reported in patients receiving hydroxyurea. Oral lesions and 
brown staining of the fingers and toes has been reported rarely 
[2,3,4].

An 82-year-old male patient was referred to the hematology 
clinic with an elevated platelet count. Laboratory investigations 
revealed a white blood cell count of 17,000/mm3 (reference 
range: 3,900-10,900/mm3), hemoglobin of 17.5 g/dL (13.5-
16.9 g/dL), hematocrit of 54% (40%-49%), and platelet 
count of 1,200,000/µL (166,000-308,000/µL). Upon physical 
examination, the spleen was palpable (3 cm below the costal 
margin). A peripheral smear showed a tear drop cell and giant 
platelets. Grade 3 reticulin fibrosis was observed upon bone 
marrow examination. With the diagnosis of myelofibrosis and 
hydroxyurea (1.5 g/day), therapy was initiated. Upon follow-up 
after 3 months of treatment, black discoloration of the teeth 
was noted in the patient (Figure 1). The black pigmentation 
was absent on his fingernails and toenails and he did not have 
a history of smoking, nor had he started a new medication. 
The patient was examined by a dentist, who thought that 
the discoloration might have been caused by the drug. Since 
the patient had a high risk of thrombosis (older age, rising 
white blood cell and platelet counts), hydroxyurea was not 

stopped. Because the tooth discoloration was not a life-
threatening situation, the hydroxyurea dose was not modified. 
The patient was referred to the dentist for dental cleaning. We 
concluded that the black discoloration of the teeth associated 
with hydroxyurea was a rare and unprecedented clinical 
presentation.

Drug-induced tooth discoloration is categorized into two types: 
extrinsic and intrinsic. The extrinsic type involves staining of the 
outer surface of the tooth. Extrinsic factors include smoking, 
excessive consumption of tea and coffee, and medications. 
Solutions and antimicrobial preparations (amoxicillin-clavulanic 
acid, ciprofloxacin, linezolid) containing iron have been most 
prevalently associated with extrinsic discoloration of the teeth. 
In intrinsic discoloration, stains are deposited within the enamel 
of dentin during the development of tooth (e.g., tetracycline 
stains). In extrinsic discoloration, stains are removed by dental 
scaling and polishing [5]. It has been known that cutaneous 
toxicities generally develop after prolonged hydroxyurea usage. 
However, some publications in the literature reported that 
cutaneous toxicity can occur within 3 months [6]. In this case, 
we thought that with increasing age, erosion-related thinning 
of the outer layer of the tooth and poor oral hygiene could have 
caused discoloration of the tooth earlier. 

In conclusion, this is the first case of tooth discoloration 
associated with chronic use of hydroxyurea to be reported in 
the literature. Clinicians should be aware of this uncommon 
adverse effect of hydroxyurea.
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Rare Presentation of Herpes Virus Lesions in a Case of Acute 
Pre-B Lymphoblastic Leukemia
Akut Pre-B Lenfoblastik Lösemili Bir Olguda Herpes Virüs Lezyonlarının Nadir 
Presentasyonu 
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To the Editor, 

A 6-year-old girl with the diagnosis of acute pre-B lymphoblastic 
leukemia had febrile neutropenia and pneumonia after induction 
chemotherapy. Though wide-spectrum antibiotics were started 
and then antifungal treatment was added, the fever could not 
be controlled. During this period, a small vesicle resembling 
herpes labialis developed at the edge of her lip and acyclovir 
was added. The patient’s respiratory distress improved with 
combined antibacterial and antifungal therapy and saturation 
increased to normal levels after 1 week. During this period when 
the patient was afebrile, 3-5 vesicles were noted on her palm 
(Figure 1).

Herpes simplex virus (HSV) has two types, HSV-1 and HSV-2, 
and these viruses are members of the herpesviruses family. 
HSV can usually have lesions on different areas of body. 
Clinical presentations range from asymptomatic infection to 
mucocutaneous infections such as orolabial, ocular, genital 
herpes, herpetic whitlow, herpes gladiatorum, and eczema 

herpeticum as well as neonatal herpes, herpetic encephalitis, 

and fatal dissemination [1,2]. The diagnosis of HSV infection 

Figure 1. Vesicular lesions located on the hyperemic skin of the 
palm.
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