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Figure 1 Blue- grey pigmentation on the front view.

Figure 2 Blue- grey pigmentation of the right leg on the 
lateral view.

Learning points

 ► Minocycline can cause hyperpigmentation.
 ► Careful follow- up and timely recognition 
is the key because minocycline- induced 
hyperpigmentation may persist indefinitely.

DesCripTion
An 87- year- old woman with nephrosclerosis 
presented with blue- grey pigmentation of her 
lower limbs (figure 1). She had been diagnosed 
with nephrosclerosis at the age of 82 years 
because of a history of hypertension for more 
than 8 years, normal urinalysis and renal atrophy 
on CT. She denied malaise, bruises or a family 
history of hyperpigmentation. On the physical 
examination, the ulnar surfaces of her legs had 
blue- grey pigmentation bilaterally, which was 
more on the right leg (figure 2). However, the 
face, sclera, teeth, trunk, upper limbs or nails 
showed no evidence of pigmentation. Labora-
tory investigation showed an elevated creati-
nine level at 3.52 mg/dL, but liver function was 
normal. For 4 months, she had been admin-
istered minocycline 100 mg orally two times 
per day for prurigo pigmentosa. Therefore, 
She was diagnosed with minocycline- induced 
hyperpigmentation.

There are four types of minocycline- induced 
hyperpigmentation. Type I involves blue- black 
macules on the face at the site of scarring and 
previous inflammation. Type I is the most 
common. It results from local pigment deposition 
by iron chelates of minocycline, regardless of the 
dose and duration of minocycline. Type II occurs 
on the normal skin of the extremities, presenting 
as blue- grey pigmentation. Type II depends on 
the duration of minocycline treatment, because 
it is caused by quinone metabolites of minocy-
cline. Type III is the least common, presenting as 
a diffuse muddy- brown discolouration on sun- 
exposed skin. In type III, minocycline induced 
melanin synthesis in epidermal melanocytes, 
which was intensified by ultraviolet irradiation.1 
Type IV is associated with the same cause as that 
of type III, but occurs on preexisting scarring.2 
Based on the prolonged minocycline treatment 
and distribution of the blue- grey pigmentation, 
this patient had type II pigmentation.

The differential diagnoses of hyperpigmenta-
tion are Addison’s disease, haemochromatosis, 
skin tumour, melasma and medications. Drug- 
induced hyperpigmentation accounts for 1.31% 
in patients attending a dermatology consulta-
tion.3 Minocycline is easier to prescribe among 
the tetracycline group because it is not thought 
to be accumulated in patients with impaired 
kidney function. Another advantage of minocy-
cline is that it has the non- antibiotic properties 
including anti- inflammatory and antiapototic 
effects. For instance, minocycline controlled the 

inflammation by reducing the protease- activated 
receptor 2- mediated production of interleukin-8 
in epidermal keratinocytes.4 Therapeutic option 
may be laser treatment.5 However, hyper-
pigmentation persists for months to years or 
indefinitely after minocycline discontinuation. 
Therefore, careful follow- up and timely recog-
nition of pigmentation are required in patients 
receiving minocycline.
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