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SUMMARY

In last year a few cases of blue-gray skin pigmentation in photo exposed areas (face and hands) were
observed at our department. Because of a chronic myocardiopathy and arrhythmia, all these patients
had taken amiodarone 200 mg daily over more than two years. Histopatholologic examination revealed
upper and mid-dermal deposits of a yellow-black granular pigment distributed perivascularly in the cy-
toplasm of dermal macrophages. Special staining demonstrated that this pigment has the characteris-
tics of lipofuscin. The small number of cases reported are probably due to the fact that this side effect of
amiodarone is not so rare but frequently unrecognized.

Introduction

Amiodarone is a very effective antiarrhythmic drug,
however sometimes associated with adverse effects in-
volving several organs (pulmonary toxicity, hypothy-
roidism, and various neurologic side effects). Several
types of pathologic cutaneous reactions have been re-
ported, including allergic rash, photosensitivity, vasculi-
tis and skin pigmentation. Photosensitivity is a side effect
that occurs in 30% to 57% of patients on amiodarone and
between 1% and 10% show cutaneous hyperpigmenta-
tion. Side effects associated with amiodarone use are gen-
erally well tolerated and reversible (1,2).

Case report

In lasts years three cases of blue-gray skin pigmen-
tation in photo exposed areas (face and hands) were
observed at our department. Because of chronic myo-
cardiopathy and arrhythmia, all these patients had taken
amiodarone 200 mg daily over more than two years.

110

Patients

Patient 1 (S. A.).

This man was born in 1929 and had ischemic myo-
cardiopathy. Due to attacks of atrial fibrillation which
remained unaffected by conventional antiarrythmic
drugs he was in 1997 given Cordarone in a dose of 200
mg daily. Late in summer 1998, after having taken
Cordarone for one year, he noticed a blue-grey discol-
oration of his face and extensor surfaces of the hands.
In spite of this side effect, the patient continued with
his medication and a slight worsening of the skin le-
sion was noticed. (Fig.1)

Patient 2 (D. R.).

The male patient was born in 1931. In 1994, after an
acute myocardial infarction he experienced frequent
attacks of atrial fibrillation with symptoms and signs of
cardiac ischemia. He was given Cordarone 200 mg three
times daily for a week, then a maintenance dose of 200

-Acta Dermatoven APA Vol 11, 2002, No 3



Case report

Amiodarone - induced skin pigmentation

Acta Dermatoven APA Vol 11, 2002, No 3

Figure 1. Patient 1. Greyish color of the face due
to amiodarone tretment.

mg daily. Because of arterial hypertension, hyperlipi-
demia and peripheral vascular disease, his medical treat-
ment also included enalapril, furosemid, simvastatin and
acetylsalicylic acid. After having taken Cordarone for
six years, he noticed inhomogeneous dirty discolora-
tion of face and hands. In February 2001, his cardiolo-
gist noticed a worsening of skin discoloration and
Cordarone treatment was discontinued.

Patient 3 (H. M.)

The female patient, born in 1939, started the therapy
with Cordarone in 1999 in a dose of 200 mg two times
daily for one week, thereafter 200 mg daily, because of
an atrial fibrillation and myocadiopathy. During the au-

Figure 3. Patient 1. Histology, macrophages
filled up with pigment granules. HE stain.

Figure 2. Patient 3. Brownish hyperpigmentation of
the dorsa of the hand due to amiodarone treatment.

tumn of 2001 she noticed increasing discoloration of her
facial skin. Due to this side effect of Cordarone, the daily
maintenance dose was decreased to 100 mg daily. (Fig.2).

Punch biopsies were taken from light-exposed pig-
mented areas of the preauricular regions. The tissue was
examined by standard light microscopy using HE and
special stain for lipofuscin. Histopatholologic examina-
tion revealed upper and mid dermal deposits of yel-
low-black granular pigment distributed perivascularly
and in the cytoplasm of dermal macrophages (Fig.3).
Special staining demonstrated that this pigment has the
characteristics of lipofuscin (Fig. 4). Electron micros-
copy revealed electron dense secondary lysosomes ly-
ing within dermal macrophages (3).

Figure 4. Patient 1. Histopathology, lipofuscin,
special stain.
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Discussion

Amiodarone is a highly effective antiarrhythmic drug
from group III of the Vaughan-Williams classification. Amio-
darone hydrochloride is a benzofuran derivate that has
been credited with controlling 60% to 80% of cases of
serious recurrent ventricular tachycardias and 80% to 100%
of refractory supraventricular dysthythmyas. The drug has
a variable half-life, ranging from 18 to 45 days in some
patients and accumulates in several body tissues, includ-
ing fat and skin. Amiodarone skin pigmentation is caused
by the UV-induced accumulation of lipofuscin in dermal
macrophages, depending on both the daily dose and the
duration of therapy (4). It is likely that UV exposure in-
duces vasodilatation and increased diffusion of amio-
darone and its metabolite desethylamiodarone in perivas-
cular tissue, resulting in chronic accumulation of the drug
and its metabolites. Amiodarone is an amphiphilic com-
pound with nonpolar ring (hydrophobic) and hydrophilic
side chain. Polar lipids (phospholipids derived from cel-
lular membranes) are changed by forming complexes
with the amiodarone. Lipofuscin in secondary lysosomes
probably reflects phagocytosis by macrophages of de-
graded cell membranes bound to the lipid-soluble
amiodarone. As these complexes are not enzymatically
digestible, they accumulate within the lysosomes (5).

The precise mechanism of the photosensitivity is
unknown, but suggests a nonimmunologic or “toxic”
mechanism and a form of drug-induced lipidosis. It

seems that a tissue threshold level for amiodarone ex-
ists, above which skin discoloration appears and be-
low which it fades (6,7).

Some new studies suggest a novel pathogenetic aspect
of amiodarone induced hyperpigmentation. Amiodarone and
its metabolite desethylamiodarone in combination with UV
radiation probably block melanosomal maturation, resulting
in defective protection UV radiation. Absence of epidermal
melanin and dermal accumulation of dark pigmentresults in
a gray-blue color, as explained by the Tyndall effect (8,9). It
would be interesting to investigate if an early presentation
and an increased intensity of amiodarone induced skin pig-
mentation could serve for early detection of the target inter-
nal organ involvement.

The skin pigmentation is reversible but it may take up
to one year for a complete resolution after the drug is
discontinued. Although medically benign, amiodarone-
induced pigmentation may be cosmetically distiguring.
The Q-switched ruby laser has been reported to be success-
ful in treating amiodarone induced skin pigmentation (10).

Conclusion

In our opinion, skin pigmentations are not rare side
effects of amiodarone. The small number of cases re-
ported is probably due to the fact that this side effect of
amiodarone remains frequently unrecognized.

The side effect seems to be rather benign and does
not necessitate the discontinuance of the medication.
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