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as solar lentigo; both photoprotection and repeated humectation of 
skin were prescribed. Lesions sharply improved and treatment with 
methotrexate and adalimumab were continued (Figure 1).

Discussion
Simple lentigo and solar lentigo are benign skin diseases. During 

natural history of both conditions, hyperpigmented lesions persist even 
if sunlight exposure is interrupted, so local dermatological treatment is 
usually required. Lentigines may evolve over years or even decades, or 
they may be eruptive and appear rather suddenly. Pigmentation may be 
homogeneous or heterogeneous, ranging from brown to black. Solar 

Introduction
Lentigo is a condition marked by the presence of numerous, 

circumscribed, pigmented maculae, surrounded by normal-appearing 
skin (lentigines). Histological findings include hyperplasia of the 
epidermis and increased pigmentation of the basal layer. Lentigines 
have also increased numbers of melanocytes, but these cells do not 
form nests. [1] Ultraviolet radiation is a major factor that contributes 
to the generation of acquired lentigines, as indicated by the term 
“solar lentigo”. However, recent epidemiological and mechanistic 
studies strongly suggest that other environmental factors contribute to 
lentigines formation. [2]

In psoriatic patients, tumoral necrosis factor alpha (TNF) 
and interleukin 17 (IL-17) has been linked to post-inflammatory 
hyperpigmentation. Indeed, recent research has revealed an important 
role of TNF and IL-17 in the pathogenesis of psoriasis. [3] In contrast, 
IL-17 enhances the ability of TNF to inhibit melanogenesis, due to 
low expression of genes critical to pigmentation. As a consequence, 
treatment with anti-TNF drugs allows the restoration of signaling 
pathways that favors pigmentation in the psoriatic plaques. [3] So, 
patients receiving such drugs may have a higher risk of developing such 
nevi. Lentigines may evolve slowly over years, or they may be eruptive 
and appear rather suddenly. 

Case report
We describe a 55 years-old male patient, residing in Misiones (a 

subtropical province in the northeast of Argentina). He has been 
diagnosed psoriatic arthritis at the age of 15, without clinical response 
to conventional drug-modifying drugs. Due to peripheral an axial 
high activity of the arthritis and extended skin affection (PASI 90), 
adalimumab treatment was prescribed.

Four weeks after starting anti-TNF the patient improved both 
dermatological and skeletal symptoms. At the tenth week of treatment 
hyperpigmented maculae less than 5 mm diameter were observed in 
extensive sunlight-exposed areas of head, trunk and limbs (Figure 1). 
Lesions were disseminated in all skin areas that were previously sunlight 
exposed and also compromised by psoriasis. He was clinically diagnosed 
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Figure 1. Anti-TNF linked-lentigines. [A] Before and [B] after humectation and 
photoprotection treatment
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lentigines should be distinguished from ephelides, pigmented actinic 
keratosis, flat seborrheic keratosis, melanocytic nevus, and malignant 
melanoma, among other conditions. These can be differentiated 
based on clinical appearance. [4] The appearance of lentigines must 
be distinguished from multiple benign eruptive melanocytic nevi, 
attributed to the immunosuppression produced by biologic drugs. [5]

Lentigo has reported in skin areas that were previously affected 
by psoriasis in patients receiving different anti-TNF drugs (including 
infliximab, etanercept or adalimumab). IL-17 and TNF indirectly 
reduces tyrosinase activity through inhibition of the melanocyte-
stimulating hormone. As a result, excessive levels of both cytokines 
may induce a greater density of melanocytes, but with suppressed 
melanogenesis activity. It has been shown that such melanogenic 
activity recovers quickly after treatment with anti-TNF drugs. [6]

Our patient was residing in a subtropical region, with practically 
continuous sunlight exposure, but lentigo appeared only after 
adalimumab treatment. It should be emphasized that lentigines 
improved with photoprotection and adequate skin humectation, 
without interrupting specific anti-TNF treatment.

As a conclusion, this rare dermatological adverse event of 
adalimumab may be easily managed and it doesn’t represent a 
contraindication for anti-TNF treatment.
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