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DesCripTion 
The authors illustrate the case of a woman in her 80s 
with history of systemic lupus erythematosus and 
Sjögren syndrome. She had lost medical follow-up 
with her rheumatologist in the last 3 years due to 
progressive functional and cognitive impairment but 
she was still taking prednisolone 5 mg per day and 
hydroxychloroquine 400 mg per day for, at least, 
the past 11 years. She was admitted in the internal 
medicine ward for an acute medical condition unre-
lated to the present report. The physical examina-
tion was remarkable for skin changes: brown to 
grey or black reticulated macules on the face and 
confluent patches on the anterior side of legs and 
forearms (figure 1A–C), mainly in areas of previous 
bruising; there was no involvement of the mucous 
membranes or nail bed. The previous ophthalmo-
logical examination had been made 3 years before 
and there was no sign of retinal involvement. A skin 
biopsy was performed and showed pigment deposi-
tion in superficial dermis with haemosiderin char-
acteristics—Perls Prussian staining was positive for 
iron and Fontana-Masson staining was negative for 
melanin. This skin hyperpigmentation was identi-
fied as an hydroxychloroquine adverse effect based 
on ongoing exposure and the drug was suspended; 
unfortunately it was not possible to see an improve-
ment due to early death of the patient.

The long-term use of hydroxychloroquine 
in systemic lupus erythematosus treatment is 
associated with skin lesions in about 7%–29% 
of the patients.1 2 It usually involves the oral 
mucosa, shins, nails, forearms and anterior side 
of the legs.1 2 The time of onset ranges from few 
months to years after starting treatment, oppo-
site to the ophthalmological adverse effects that 

are associated with duration and cumulative dose 
of hydroxychloroquine. Although the mechanism 
for hyperpigmentation is still poorly understood, 
there are some risk factors to consider, most of 
them related to easy bruising conditions, such 
as: use of anticoagulants or antiplatelet agents, 
prolonged use of corticosteroids, skin trauma or 
antiphospholipid syndrome.1–3 The skin biopsy 
usually shows melanin granules and haemosiderin 
deposits with an elevated iron skin concentration, 
leading to believe that this discolouration usually 
occurs in areas of previous bruising.1 2

The only treatment for this skin hyperpigmenta-
tion is discontinuing hydroxychloroquine, but it can 
take several months to improve the skin changes. 
Complete clearance is rare.2

Learning points

 ► Although hydroxychloroquine toxicity is 
more known as affecting the eyes, it is also 
associated with skin hyperpigmentation 
regardless of the duration of the treatment.

 ► The main risk factors are conditions that lead 
to easy bruising; the skin biopsy usually shows 
deposits of iron and melanin found in previous 
ecchymotic areas.

 ► Stop the intake of hydroxychloroquine is 
the treatment of choice, though it may only 
ameliorate the skin lesions but never completely 
solve them.
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Figure 1 Hyperpigmented skin lesions in the anterior 
side of the legs and arms (A); legs (B) and face (C).
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