
An 86-year-old woman presented
with a four-year history of unusual

grey pigmentation on her face, neck and
hands. The pigmentation was only pres-
ent in light exposed areas. It was asymp-
tomatic. She was referred to secondary
care by her GP for diagnosis. The patient
had no previous history of skin condi-
tions and had Caucasian ethnicity. She
had a background of hypertension and
had been taking diltiazem, modified-
release preparation, for five years. She
also had gastro-oesophageal reflux dis-
ease and hypothyroidism and took
omeprazole, levothyorxine, aspirin and
simvastatin. 

Blood tests
On examination she had dark grey pig-
mentation on the dorsum of both hands,
on her cheeks, forehead and on her
neck with a sharp cut-off point in keep-
ing with the neckline of her clothes. Our
differential diagnosis at this stage
included a photosensitive drug eruption
and post-inflammatory hyperpigmenta-
tion. Blood tests were taken for full blood
count, renal function, liver function and
thyroid function. These were all within
the normal range.

A punch biopsy was taken from her
neck to aid with diagnosis. This showed
a lichenoid pattern of inflammation 
with pigmentary incontinence. These fea-
tures were in keeping with a photo -
sensitive drug eruption causing
hyperpigmentation. 

Medication is a common cause of
hyperpigmentation of the skin. The
most common causative drugs include
heavy metals, NSAIDs, cytotoxic drugs,
amiodarone, and phenytoin. The hyper-
pigmentation can be caused by drug
deposition in the skin (particularly
heavy metals) drug induced increase in
melanin, and drug complexes with
melanin or other compounds in the
skin. 

On review of the patient’s medica-
tions, diltiazem is known to cause pho-
tosensitive skin hyperpigmentation. This
was first reported in 2001.1 Interestingly,
it has only been reported with modified
release diltiazem.2 It most commonly
occurs in women over 50 years old with
darker skin, usually African-American,
although it has been reported less com-
monly in men and in all skin types. 
It appears after at least six months of
taking diltiazem and typically has a 
dark grey colour. In some cases it is
associated with pruritus but is often
asymptomatic. 

Mechanism unknown
There is no correlation with the dose of
diltiazem prescribed.3 The exact mecha-
nism of this reaction with diltiazem is
unknown and it is unclear, pharmacolog-
ically, why it only occurs with slow-
release or long-acting preparations.3 No
improvement in the hyperpigmentation
has been reported with hydroquinone,
tretinoin or azelaic acid treatment.4

There has been one case report of
improvement with topical tacrolimus.5 In
terms of the patient’s other medications,
omeprazole and simvastatin can also
cause photosensitive drug eruptions
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Figure 1. Unusual pigmentation on light exposed areas of the skin



although these are not hyperpigmented.
Overall cutaneous side-effects of dilti-
azem are uncommon. Other reactions
include urticarial, maculo-papular erup-
tion and pruritus without a rash.3

The management of diltiazem
induced photosensitive hyperpigmenta-
tion is withdrawal of the drug and sun
protection when outdoors. This leads to
complete resolution of the hyperpigmen-
tation over a number of months.2

It is important to consider drugs as
a cause of hyperpigmentation as well 
as rashes appearing in a photosensitive
distribution. It is worth remembering that

the causative drug may not have 
been recently started, as highlighted in
this case. 
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