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Minocycline-induced
hyperpigmentation

A 64-year-old woman had a remote histo-
ry of generalized fatigue, tightness of the 

hands, tingling and numbness of the face, joint 
stiffness, and bluish discoloration of the fi ngers 
that worsened with cold weather. Laboratory 
testing at that time had revealed an antinucle-
ar antibody titer over 1:320 (reference range 
< 1:10), anti-Scl-70 antibody 100 U/mL (< 
32 U/mL), and thyroid-stimulating hormone 
10.78 mIU/L (0.4–5.5). Pulmonary function 
testing showed a pattern of restrictive lung 
disease. She was diagnosed with hypothyroid-
ism, Raynaud phenomenon, and scleroderma. 
She was referred to a rheumatologist, who pre-
scribed levothyroxine and penicillamine.
 Despite treatment, she continued to feel 
fatigued, and she requested the addition of mi-
nocycline to the scleroderma treatment after 
seeing a report on television. Minocycline 100 
mg twice daily was prescribed. She reported 
improvement of her symptoms for the next 2 
years but was then lost to follow-up with the 
rheumatologist. She continued to take peni-
cillamine and minocycline as prescribed by 
her primary care physician.
 She presented to our clinic with bluish dis-
coloration (Figure 1) that had started 1 year 
before as a small area but had spread to involve 
the entire face, fi ngers, gums, teeth, and sclera, 
and included a dark discoloration of the neck 
and upper chest. She had been taking mino-
cycline for nearly 9 years. We referred her to 
a dermatologist, who diagnosed minocycline-
induced hyperpigmentation. Her minocycline 
was stopped. Skin biopsy was not done, as the 
dermatologist was confi dent making the diag-
nosis without biopsy. At 1 year later, she con-
tinued to have the widespread skin pigmenta-
tion with no improvement at all.

THE CLINICAL PICTURE

doi:10.3949/ccjm.83a.16058

ALAN J. KIVITZ, MD
President, Altoona Center for Clinical Research, 
Duncansville, PA

FIGURE 1.
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 ■ DIFFERENTIAL DIAGNOSIS

Hyperpigmentation is the darkening in the 
natural color of the skin, usually from increased 
deposition of melanin in the epidermis or der-
mis, or both. It can occur in different degrees 
of blue, brown, and black (from lightest to 
darkest). Less frequently, it may be caused by 
the deposition in the dermis of an endogenous 
or exogenous pigment, such as hemosiderin, 
iron, or heavy metal.1 The hyperpigmentation 
can be circumscribed or more diffuse.
 The differential diagnosis of diffuse skin 
pigmentation includes Addison disease, hy-
perthyroidism, hemochromatosis, erythema 
dyschromicum perstans, cutaneous malignan-
cies, sunburn, and drug-induced hyperpig-
mentation.1,2 Medications commonly cited 
as causing hyperpigmentation include mino-
cycline, amiodarone, bleomycin, prostaglan-
dins, oral contraceptives, phenothiazine, and 
antimalarial drugs.1,3 In Addison disease, the 
pigmentation is typically diffuse, with accen-
tuation in sun-exposed areas, fl exures, palmar 
and plantar creases, and areas of pressure or 
friction.2 The bronze discoloration of hemo-
chromatosis is from a combination of hemo-
siderin deposition and increased melanin pro-
duction.1 Erythema dyschromicum perstans 
presents with brownish oval-shaped macules 
and patches. Early lesions may have thin, 
raised, erythematous borders that typically in-
volve the trunk, but they may spread to the 
neck, upper extremities, and face.4

 The role of minocycline in the treatment 
of scleroderma is controversial. Early reports 

involving a small number of patients showed 
a benefi t of minocycline in decreasing symp-
toms,5,6 but these fi ndings were not achieved 
in a larger multicenter trial.7

Types of minocycline-induced
hyperpigmentation
Three types of minocycline-induced hyperpig-
mentation occur3,8: 
• Type 1—blue-grey coloration on the face 

in areas of infl ammation
• Type 2—blue-grey coloration on normal 

skin on the skin of the shins and forearms
• Type 3—the least common, characterized 

by diffuse muddy brown or blue-grey dis-
coloration in sun-exposed areas, as in our 
patient.

 The prevalence of minocycline-induced 
hyperpigmentation varies between 2.4% and 
41% and is highest in patients with rheuma-
toid arthritis.3,9 Type 1 pigmentation is not 
correlated with treatment duration or cumu-
lative dose, while type 2 and 3 are associated 
with long-term therapy.8 In type 3, changes 
are nonspecifi c, consisting of increased mela-
nin in basal keratinocytes and melanin-only 
staining dermal melanophages. Types 1 and 2 
may resolve slowly, whereas type 3 can persist 
indefi nitely.3,8,10

 ■ TREATMENT

Treatment involves early recognition, discon-
tinuation of the drug, and avoidance of sun ex-
posure. Treatment with pigment-specifi c lasers 
has shown promise.8,10 ■

Type 3 
minocycline-
induced hyper-
pigmentation 
is diffuse, 
affects
sun-exposed 
areas, and 
can persist 
indefi nitely
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