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 INTRODUCTION

Hyperpigmentation is the darkening of the skin. 
Most of the time it is caused by an increased melanin 
deposition, and in rare cases it is due to deposition of 
pigments like iron or hemosiderin. Hyperpigmentation 
can be well circumscribed (lentigines, ephilides, 
maturational hyperpigmentation, melasma, fixed 
drug eruption,…) or diffuse. The diffuse pattern 
can be linear (phytophotodermatitis, drug-induced), 
reticulated (drug-induced, erythema ab igne, confluent 
papillomatosis), nonpatterned (drug-induced, 
idiopathic) or it can be associated with an endocrine/
metabolic or auto-immune disease.

Normally melanin can only be found in the epidermis. 
Melanin in the dermis can occur in inflammatory skin 
diseases, ectopic melanocytes and binding of melanin 
to exogenous pigments in the dermis. Wood’s light 
examination can be useful to determinate where most of 
the pigment is located, but it is not useful in dark skinned 

patients. Skin biopsy is not a routine examination but 
can be done when the clinical diagnosis is not clear.

CASE REPORT

A 44-year old transwoman of Asian origin, who 
recently came to Belgium, presented with generalized 
hyperpigmentation all over the body, also in sun-
protected areas (Figs 1a and 1b). It started four weeks 
before with xerosis and flaking of the skin and it evolved 
to hyperpigmentation. Less hyperpigmentation was 
visible at the nose bridge and in the infra-orbital 
region.

She had recently been suffering from numerous 
medical problems.

Six months ago, she went to the emergency room 
because of motor ataxia of the right hand and leg, 
due to cerebral edema. A blood test revealed a new 
diagnosis of HIV (CD4 20 cells/μl) and latent syphilis. 
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A sample of cerebrospinal fluid (CSF) confirmed the 
diagnosis of cerebral toxoplasmosis. Highly Active Anti-
Retroviral Therapy (HAART) was started (dolutegravir 
200/245 mg 1x/day and emtricitabine/tenofovir 
disoproxil 50 mg 1x/day) and toxoplasmosis was 
treated with pyrimethamine 25 mg 3x/day, sulfadiazine 
4x/day, levofolic acid 15 mg 1x/day and folic acid. 
Dexamethasone 4 mg/dl 6x/day, was given to treat 
cerebral edema and penicillin 1200000 IE for syphilis.

Four months ago, she presented with an evolutive 
sepsis and encephalopathy. Bilateral retinitis and 
pneumonitis, caused by cytomegalovirus (CMV), were 
diagnosed and treated with valganciclovir 450 mg 2x1/
day. X-ray and CT of the thorax were suggestive for TBC 
pneumonitis but PCR and Ziehl stain were negative. 
However, anamnesis and imaging were very suspicious 
for TBC, tuberculostatic medication was started. 
Pyrazinamide 500 mg 1x4/day, isoniazid 300 mg 1x1/

day, ethambutol 400 mg 1x1/day and rifampicin 1x2/
day were started.

For a male to female transition she was treated with 
a feminizing hormone therapy (estradiol 2 mg 1x/day 
and cyproterone 50 mg 1x/day), but this medication 
had already been stopped a few months before she 
presented with hyperpigmentation. She also used 
isotretinoïn (20 mg 1x/d) for the treatment of acne.

A skin biopsy was taken and showed interphase 
pathology with melanin incontinence, compatible with 
a drug eruption (Fig. 2).

Prior to the study, patient gave consent to the 
examination and biopsy after having been informed 
about the procedure.

DISCUSSION

HIV positive patients suffer from a lot of dermatological 
manifestations. Most frequent problems are dry skin, 
seborrheic dermatitis, Kaposi sarcoma, pruritus and 
oral candidiasis. Sometimes these problems are the 
first symptoms of HIV, whereby further research leads 
to the diagnosis of HIV. The rate of skin manifestations 
is linked to disease progression. Oral candidiasis and 
Kaposi’s sarcoma are significantly correlated with low 
CD4+ counts [1,2].

This patient had a non-patterned generalized 
hyperpigmentation of the skin. Most likely, the 
hyperpigmentation is drug-induced. Normally 
melanin can only be found in the epidermis. Is this 
case, discoloration of skin and mucosa is caused by an 
increased melanin production or a deposition of drug 
complexes in the dermis. Wood’s light examination can 
be useful to determinate whether most of the pigment 
is located at the epidermis or dermis, but it is not useful 
in dark skinned patients [3].

Chemotherapeutic agents, antimalarials, hormones, 
heavy metals, prostaglandin agonist, smoking and 
some others (Zivoduvine, Minocycline, Psoralens, 
Amiodaron, Clofazimine..,) can be responsible [4,5].

This patient took a lot of medication. Pyrazinamide, 
co-trimoxazole and esomeprazole are known to cause 
photosensitivity. In this case, photosensitivity or 
phototoxicity as an etiology of the hyperpigmentation is 
unlikely because sun-protected areas are also discolored.

Figure 2: Skin biopsy: melanin incontinence.

Figure 1: (a) Face before hyperpigmentation (b) Hyperpigmented 
face at the moment of diagnosis (c)Two months after stopping 
pyrimethamine: hyperpigmentation of the face starts to fade away.
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Emcitrabine is known to cause hyperpigmentation in 
children, but it is not yet described in literature for 
adults [6].

A rare side-effect of pyrimethamine is abnormal skin 
pigmentation.

In 2011, a case report has been published which 
described a generalized hyperpigmentation in a 7-year 
old girl. The girl was diagnosed with toxoplasmosis and 
treated with a loading dose of 40 mg pyrimethamine, 
followed by 20 mg pyrimethamine a day. Medication was 
changed and two months later the hyperpigmentation 
started to fade away [7].

Pyrimethamine is  the most l ikely cause of 
hyperpigmentation in this woman. Medication 
was stopped and changed into trimethoprim and 
sulfamethoxazole. Two months later, discoloration 
started to fade away, especially in the face (Fig. 1c).

CONCLUSION

There is not yet much published about pyrimethamine 
and discoloration. In our case pyrimethamine is most 
likely the responsible drug because after stopping the 
medication, hyperpigmentation started to fade away 
which points toward the right diagnosis.

Consent

The examination of the patient was conducted 
according to the Declaration of Helsinki principles.
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