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Sir, 

Imatinib mesylate has revolutionized the treatment of 

chronic myeloid leukemia (CML) and has been recently 

approved as first-line treatment. Most of the patients 

receiving imatinib experience hematological or non-

hematological side effects. Skin changes are the most 

common non-hematological toxicities but nail changes 

have not been described.[1] The prevalence and their 

relationship with the dose suggest a direct 

pharmacological effect of imatinib.[2] There is one report 

of hyperpigmentation of the skin owing to imatinib 

but no report of nail pigmentation alone.[3] We report 

on a patient with CML who developed 

hyperpigmentation of the nails while receiving imatinib. 

A 40-year-old man presented with the complaint of 

heaviness in the abdomen in September 2003. He had 

splenomegaly of 8 cm below the costal margin. Bone 

marrow aspiration was suggestive of a chronic 

myeloproliferative disorder. The leukocyte alkaline 

phosphatase score was 5. A cytogenetic study showed 

that he was Philadelphia–chromosome-positive. 

The patient was diagnosed as a case of chronic myeloid 

leukemia and was started on 400 mg/day imatinib. There 

was complete hematological response within 1 month 

and major cytogenetic response at 6 months. In January 

2004, he noticed hyperpigmentation of the fingernails, 

which gradually increased. The pigmentation was 

initially brown in color but darkened with time. It 

started at the nail bed and gradually involved 

approximately two-thirds of the nails. The 

hyperpigmentation was darker in the middle of the 

nails than in the nail-bed area and tip. All fingernails 

were affected. Similar pigmentation was also present 

on the toenails but they were relatively less dark. There 

was no change in the color of the skin. 

The common skin changes owing to imatinib are 

superficial skin edema, skin rashes, hypopigmentation, 

and pruritus. [1] Rarely, it can cause severe toxic 

epidermal necrolysis, acute generalized exanthematous 

pustulosis, and hyperpigmentation.[3–5] A study from 

India in CML patients on imatinib found 40.9% of them 

having hypopigmentation.[3] Hyperpigmentation of the 

skin owing to imatinib has been reported only once.[3] 

The median time of onset of the hypopigmentary 

changes is 4 weeks. Pigmentary changes (mainly 

hypopigmentation) are initially localized and then 

become diffuse after a few weeks or months. Such 

changes do not call for imatinib dose changes or 

interruption in treatment. These changes appear to be 

dose-related.[3] 

Pigmentary changes in the nails have not been reported, 

but it is expected that the same mechanism as that for 

the skin pigmentary changes would be responsible. A 

molecular mechanism has been hypothesized for 

hypopigmentation. Imatinib targets tyrosine kinases of 

BCR-ABL, c-kit, and platelet-derived growth factor 

receptor-α. C-kit is normally expressed in skin basal 

cells, melanocytes, and epithelial cells of breast tissue, 

mast cells, and other cells.[3] It has a regulatory role in 

melanogenesis, melanocyte homeostasis, and 

pigmentation. [6] The molecular mechanism for 

hyperpigmentation is not known. 
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Sir,

Cutaneous metastasis is a relatively uncommon

manifestation of visceral malignancy. It mostly occurs

late in the course of disease, but in approximately 8%

patients, it may be the presenting sign of underlying

malignancy.[1] The most common tumors to metastasize

to the skin are breast, lung, colorectal, renal, and ovarian

carcinomas.[2] Occasionally, metastases may arise from

other primary tumors. We report on a patient who

presented with a cutaneous metastasis that was

subsequently found to have arisen from adenocarcinoma

of the gall bladder.

A 42-year-old man had his attention drawn to a small

nodule on the right side of the neck by his barber 40

days before reporting to us. It had progressively

enlarged to form a large hard plaque. Otherwise

asymptomatic, it caused restriction in the movements

of the neck by its size and induration. He also

complained of episodes of abdominal pain mainly in

the epigastric region for the past 1 year.

The plaque, on the anterior triangle of the neck, was

skin-colored, roughly triangular, 10 x 8 x 12 cm3, and

was well-defined. It was hard, indurated, and nontender.

The surface showed a peau d’orange appearance. It was

not fixed to the underlying structures (Figure 1), nor

was there any significant lymphadenopathy. The rest of

the physical examination did not reveal any abnormality

in other systems. The abdomen was soft, with no

organomegaly. Rectal examination was normal. The

cardiovascular system and lungs were normal.

The hemogram and biochemical parameters were within

normal limits, except for slightly raised serum alkaline

phosphatase (315 IU; normal range, 80–240 IU). The

chest radiograph was normal. Histopathologic

examination of the plaque showed cells lying singly

and in small groups in a periappendageal location. These

cells had pleomorphic nuclei and a foamy cytoplasm.

Figure 1: Hard, skin colored plaque on the neck
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