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Clinical Images: Hydroxychloroquine-associated mucous labial pigmentation in a patient with systemic lupus 
erythematosus improving under topical treatment with tacrolimus

A 23-year-old female patient presented with a blue/grey  discoloration of the upper and lower lips (A). She had been diagnosed with systemic 
lupus erythematosus (SLE) 1 year before and by that time, fulfilled the 1987 SLE criteria. Eight months after initiating hydroxychloroquine (HCQ), 
the patient developed asymptomatic blue/brown macular hyperpigmentation of the upper and lower lips (A). Histological examination revealed 
pigment incontinence without signs of cutaneous neoplasia or inflammation. A diagnosis of HCQ-associated hyperpigmentation was made, 
and topical treatment with tacrolimus 0.03% ointment bds was initiated. During 3 months of topical treatment under continuation of HCQ 
treatment, hyperpigmentation improved gradually (B). The minimal incidence of HCQ-associated cutaneous hyperpigmentation has been esti-
mated at approximately 7% (1). Sites of hyperpigmentation involve the legs in most cases but may present at the palate, gums, arms, and face 
(1,2). A cross-sectional study showed an association between HCQ-linked hyperpigmentation and therapy with antiplatelet agents and/or oral 
anticoagulants (2). It is unclear whether the incidence of cutaneous hyperpigmentation correlates with the cumulative dose and/or duration of 
HCQ use (1). In another HCQ-associated effect, retinopathy is linked to an increased incidence (by 1%) in patients with more than 1000 mg of 
HCQ/day or in patients with HCQ treatment duration of more than 5 years (3). A French case–control study revealed significantly higher HCQ 
blood levels in patients with HCQ-associated hyperpigmentation than in the control group (n = 24), with one patient developing retinopathy (1). 
Data on the therapy of HCQ-associated mucocutaneous hyperpigmentation are not available. Improvement of HCQ- associated skin hyperpig-
mentation under continuation of HCQ has been reported in 27.3% of patients (1). Even though the discoloration is harmless, discontinuation of 
HCQ may be considered if cosmetically disturbing mucocutaneous pigmentation occurs. However, because the therapeutic benefit of HCQ in 
patients with SLE often outweighs cosmetic aspects, topical treatment with tacrolimus may be considered in some patients.
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