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Case study

A Mediterranean man, aged 67 years,
presented with a 6 month history of facial
discolouration and photosensitivity. He had
a past history of hypertension and atrial
fibrillation, and was taking amiodarone

100 mg/day (commenced over 2 years ago)
and enalapril 20 mg/day.

Physical examination revealed a blue-
grey discolouration to his nose, cheeks
and lips, sparing the periocular area and
the deep skin folds (Figure 1). Further
full dermatological and ophthalmic
examination was unremarkable.

Figure 1. Blue-grey hyperpigmentation
on sun-exposed skin of the face

Question 1
What is the most likely diagnosis?

Question 2
What is the differential diagnosis?

Facial discolouration
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Question 3
What skin related adverse effects could occur with
amiodarone?

Question 4
What are the treatment options for this case
presentation?

Answer 1

The most likely diagnosis is blue-grey discolouration
secondary to amiodarone intake. Amiodarone can
cause a diffuse blue-grey discolouration affecting
the face and, less commonly, other sun exposed
areas. Skin folds are spared, as they are less likely to
be exposed to the sun. This side effect is relatively
uncommon in patients taking amiodarone (1-2% of
patients).’

Unlike other causes of blue-grey discolouration,
amiodarone related hyperpigmentation does not occur
in the oral mucosa, the lunulae of the nails, the hair,
or the eyes. Importantly, discolouration can manifest
after several months or years of amiodarone intake.
The risk factors associated with blue-grey amiodarone
related hyperpigmentation are young age, higher daily
and total dosages of the drug, duration of treatment,
rate of amiodarone metabolism and frequency and
intensity of sun exposure.

Answer 2

Differential diagnoses include other medications,
adrenal insufficiency, iron and copper storage disorders,
heavy metal exposure, and cutaneous metastases of
melanoma presenting as generalised melanosis (may
appear blue due to the Tyndall effect when melanin
pigment is located deep in the dermis).Z7

A careful history of systemic and topical drugs,
contact with metals on skin or mucous membranes, or
exposure to industrial fumes containing metals* should
be sought. Discolouration due to silver ingested in an
alternative medicine preparation has been reported.8
Amiodarone related hyperpigmentation is usually a
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clinical diagnosis, but if the diagnosis is in doubt,
biopsy for histology may be helpful as different
metals can be distinguished microscopically by
their unique deposition patterns.”

Answer 3

In addition to the possible rare side effect of
blue-grey discolouration of sun-exposed areas,
amiodarone can cause photosensitivity in more
than half of patients.® Severity of photosensitivity
varies widely, from an increased propensity to
suntan in the summer months, to sun intolerance
on sun-exposed areas with burning sensation,
erythema and swelling on exposure. Reduction of
amiodarone dosage and photoprotective cream
may be useful measures for alleviating symptoms.
However, photosensitivity improves with time.

Answer 4

While discolouration due to amiodarone intake is
a benign condition, patients are usually concerned
with aesthetic appearance. A reduction in dose
may be helpful, but in most cases, patients

have ceased amiodarone with fading of the
discolouration after several months.® However,
there have been some reports of persistence of
the discolouration, despite cessation of the drug.®
Q-switched laser therapy has been shown to be
an effective treatment for discolouration due to
amiodarone.’® Importantly, cardiology review is
required before cessation of amiodarone occurs.

Authors

Jacinto Orgaz-Molina MD, is a resident, University
Hospital San Cecilio, Department of Dermatology,
Granada, Spain. jacinto_orgaz@hotmail.com

Maria Girén-Prieto MD, is a consultant, Virgen
de las Nieves University Hospital, Department of
Family Physician, Granada, Spain

Marilena Cotugno MD, is a resident, Virgen de
la Arrixaca University Hospital, Department of
Internal Medicine, Murcia, Spain

Salvador Arias-Santiago MD, PhD, is a consult-

ant, San Cecilio Clinical Hospital, Department of
Dermatology, Granada, Spain.

Competing interests: None.

Provenance and peer review: Not commissioned;
externally peer reviewed.

References

1. Drucker AM, Rosen CF. Drug-induced photosensitiv-
ity: culprit drugs, management and prevention. Drug
Saf 2011;34:821-37.

Kass J, Hsu S. What is your diagnosis?
Hyperpigmentation due to long-term chlorpromazine
use. Cutis 2001;68:252.

Eisen D, Hakim MD. Minocycline-induced pigmenta-
tion. Incidence, prevention and management. Drug
Saf 1998;18:431-40.

Bleehen SS, Gould DJ, Harrington CI, Durrant TE,
Slater DN, Underwood JC. Occupational argyria: light
and electron microscopic studies and X-ray microa-
nalysis. Br J Dermatol 1981;104:19-26.

Dereure 0. Drug-induced skin pigmentation.
Epidemiology, diagnosis and treatment. Am J Clin
Dermatol 2001;2:253-62.

Chang AL, Khosravi V, Egbert B. A case of argyria
after colloidal silver ingestion. J Cutan Pathol
2006;33:809-11.

Perez A, Turajlic S, Szyszko T, et al. Generalized
melanosis and melanuria in a patient with metastatic
melanoma. Clin Exp Dermatol 2010;35:37-9.

Harris L, McKenna WJ, Rowland E, Holt DW, Storey
GC, Krikler DM. Side effects of long-term amiodar-
one therapy. Circulation 1983;67:45-51.

Kounis NG, Frangides C, Papadaki PJ, Zavras GM,
Goudevenos J. Dose-dependent appearance and
disappearance of amiodarone-induced skin pigmen-
tation. Clin Cardiol 1996;19:592—4.

Wiper A, Roberts DH, Schmitt M. Amiodarone-
induced skin pigmentation: Q-switched laser therapy,
an effective treatment option. Heart 2007;93:15.

correspondence afp@racgp.org.au

312 Reprinted from AUSTRALIAN FAMILY PHYSICIAN VOL. 42, NO. 5, MAY 2013



