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DESCRIPTION
A Caucasian woman aged 67 years presented to
our outpatient clinic with an 18 months history of
asymptomatic continuously progressing longitu-
dinal brown bands on her toenails. There was no
history of trauma or friction to her toenails. She
was ineffectively treated with oral terbinafine for
3 months due to suspected onychomycosis. Since
3 years, she received treatment for polycythaemia
vera with hydroxyurea in varying doses ranging
from 500 to 1500 mg daily. Her polycythaemia
vera was adequately regulated. She experienced no
other side effects. Her medical history was other-
wise unremarkable. Family history was negative for
longitudinal melanonychia and melanoma.
Physical examination showed multiple longitu-

dinal brown-pigmented bands on eight toenails with
subungual hyperkeratosis. Pseudo-Hutchinson’s sign
was present as the pigmentations extended proxim-
ally beneath the translucent cuticles, but the cuticles
and nail folds were not affected (figures 1 and 2A).
Her fingernails were normal. No other mucocuta-
neous pigmentations were seen.
The differential diagnosis of longitudinal mela-

nonychia affecting multiple nails consists of an
iatrogenic cause like drug-induced hyperpigmenta-
tion, physiological, repetitive trauma, subungual
haematoma, onychomycosis, pseudomonas infec-
tion or underlying systemic disease. Subungual mel-
anocytic naevus or melanoma were unlikely as

multiple nail units were affected. Subungual melan-
oma was also unlikely due to the absence of
micro-Hutchinson’s sign and Hutchinson’s sign.
Our patient was diagnosed with a drug-induced
melanonychia caused by hydroxyurea.
She requested temporary discontinuation of the

drug as she experienced cosmetic inconvenience
due to the discoloured toenails. Already 6 weeks
after discontinuation, outgrowth of the brown
bands was visible with significant lightened brown
colouring of the pigmentations (figures 1 and 2B).
The patient was unable to suspend the drug
permanently.
Melanonychia are an uncommon side effect of

hydroxyurea. This is a cytostatic drug used for man-
agement of myeloproliferative disorders.
Melanonychia develops in about 4.3% of the patients
receiving hydroxyurea therapy.1 The onset of the
melanonychia varies from 4 weeks to 5 years after
initiation of the hydroxyurea.2 3 This case demon-
strates that an iatrogenic (drug-induced) cause should
be considered in the case of longitudinal melanony-
chia affecting multiple nails. Malignant melanoma
should be considered and ruled out in the case of a
single affected nail. Hutchinson’s sign and
micro-Hutchinson’s sign are important clinical clues

Figure 1 Multiple longitudinal brown bands on the
toenails of digiti I–III of the right foot during treatment
with hydroxyurea (A) and 6 weeks after discontinuation
of hydroxyurea (B).

Figure 2 Multiple longitudinal brown bands on all the
toenails of the left foot during treatment with
hydroxyurea (A) and 6 weeks after discontinuation of
hydroxyurea (B).
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to subungual melanoma.4 5 Hutchinson’s sign is characterised by a
macroscopic hyperpigmentation of the cuticle and adjacent nail
fold.4 Micro-Hutchinson’s sign is present when a hyperpigmenta-
tion is limited to the cuticle, but is only visible on dermoscopy and
not with the naked eye.5 Longitudinal melanonychia can be asso-
ciated with a hyperpigmentation that extends beneath the translu-
cent cuticle, without involving the cuticle and/or nail fold. This

hyperpigmentation simulates micro-Hutchinson’s sign, but is in
fact a pseudo-Hutchinson’s sign of the illusory type, that is visible
due to transparency of the cuticle.4 Antimycotic treatment is not
useful. After discontinuation of the inducing drug, the melanony-
chia will disappear as the nail grows.
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Learning points

▸ In the case of longitudinal melanonychia of multiple nail
units, an iatrogenic cause should be considered. The most
important cause is the use of (cytostatic) drugs.

▸ Melanonychia are a rare side effect that occurs in about
4.3% of patients receiving hydroxyurea therapy.

▸ Longitudinal melanonychia can extend beneath the
translucent cuticle without involving the cuticle or nail fold,
which is considered a pseudo-Hutchinson’s sign.

▸ Micro-Hutchinson’s sign is present when a
hyperpigmentation in the cuticle is only visible on
dermoscopy. Hutchinson’s sign is a macroscopic nail
pigmentation extending into the cuticle and nail fold. Both
are important clinical clues for subungual melanoma.
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