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Abstract

Confined hyperpigmentation over areas of resolving psoriatic plaques have been described as lentiginosis, post-
inflammatory hyperpigmentation, nevus spillus and spleckled pigmentation. We present a case of a 46 year-old
patient who developed acanthosis nigricans (AN) and lentiginosis after resolution of psoriasis when treated with
adalimumab. The concomitance of the appearance of AN and the use of adalimumab, may reveal that the drug is
involved in the development and persistence of the disorder.
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Introduction

Confined hyperpigmentation over areas of resolving psoriatic
plaques have been described as lentiginosis, post-inflammatory
hyperpigmentation, nevus spillus and spleckled pigmentation [1]. We
present a case of a 46 year-old patient who developed acanthosis
nigricans (AN) and lentiginosis after resolution of psoriasis when
treated with adalimumab.

Case Report

White, obese, hypertensive, diabetic and dyslipidemic 46 year-old
female patient. The patient has also bipolar disorder and is currently
taking metformin, propranolol, omeprazole, insulin, simvastatin,
topiramate, amlodipine and fluoxetine.

Figure 1: Brownish velvety plaques on the exterior surface of upper
limbs, trunk and inferior membranes.

SEN—————

Figure 2: Brownish plaques appeared over the same areas.

Figure 3: Biopsy and hystopathological examination results.

She has a personal history of psoriasis of more than twenty years.
During physical examination, extensive erythematous and
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desquamative plaques were observed on the upper and lower limbs
(Figure 1), torso and scalp (PASI 17,4). The patient has been previously
treated with methotrexate, acitretin and cyclosporine without success.
Has not been treated with phototherapy. Due to the progressive
worsening of the disease, adalimumab was prescribed. Improvement of
psoriasis was observed but, as the psoriatic plaques vanished, brownish
plaques appeared over the same areas (Figure 2). No lesions of this
kind were observed outside areas of previous psoriatic plaques. During
dermatological consultation, there were brown velvety plaques,
speckled with hyperchromic macules over its surface. Lesions were
distributed over lower and upper limbs and trunk.

Biopsy and hystopathological examination showed acanthosis,
papilomatosis, hyperkeratosis and hyperpigmentation of the basal
layer, which is typical of acanthosis nigricans (Figure 3).

Discussion

Acanthosis nigricans (AN) is characterized by hyperpigmented,
velvety, symmetric macules and plaques, located mainly in
intertriginous areas. Endocrine diseases are the main causes, being
obesity the most common, usually associated with insulin resistance

[2].

A process is initiated with the activation of three cell receptors,
among them EGFR (epidermal growth factor receptor), that acts
modulating keratinocyte proliferation, is over expressed in psoriasis
and can be a link between the two diseases [3]. Moreover, this
association has been reported in a 14 year-old patient that developed
psoriatic lesions over areas of AN through Koebner phenomenon and
it has been suggested that the abnormal keratinocyte proliferation in
AN could be a promoter of epidermal micro traumas needed to incite
the isomorphic response [4].

There are reports of AN after organ transplantation and subsequent
immunosuppression. Pandya et al reported a case of a 51 year-old
woman who underwent lung transplantation due to idiopathic
pulmonary fibrosis and was in use of tacrolimus, azathioprine and oral
corticosteroids. Schnakenburg et al also described a case of AN in a 12
year-old boy who had a renal transplant in use of cyclosporine and oral
corticosteroid. Both cases developed AN after 3 months after
transplantation, without metabolic imbalance [5,6]. There are also
reports after bone marrow transplantation due to host-versus-graft
disease and cases related to the antiretroviral therapy in AIDS, with
complete resolution of the lesions after therapy suspension [6].

The patient reported here has insulin resistance and obesity, features
known to be associated to the development of AN, but the atypical
sites inflicted and the concomitance with the introduction of
adalimumab, makes it probable that the drug is implicated in the
development of the lesions.

Lentiginosis over psoriatic plaques after phototherapy have been
reported but we did not find, until this moment, any case of AN after
use of anti-factor necrosis tumoral (anti-TNF) [1,7]. Recently, cases of
lentiginosis after use of anti-TNF were reported, even without previous
use of phototherapy [7].

Two cases have been reported after use of etanercept and
phototherapy, but the hyperpigmentation was thought to be related to
the psoriatic inflammation and not to the drug. Other three cases of
hyperpigmentation on resolving psoriatic lesions were reported after

adalimumab, infliximab and ustekinumab treatment, without previous
phototherapy. On those cases, pigmentation was thought to be the
result of ultraviolet light interaction by some authors or considered to
be post inflammatory hyperpigmentation by others, what is reinforced
by the fact that lentiginosis only happens on psoriatic patients and not
on other inflammatory diseases treated with the same drugs [7].

Pigmentary disorders associated to inflammation are fairly common
and isn't yet well established how cytokines affect the melanocytes.
Interleukin 17 (IL-17) and TNF synergistically inhibit pigmentation
signalling and melanin production. It has been observed that on
psoriatic lesions, on which Il-17 and TNF are elevated, the number of
melanocytes is high, but pigmentation signalling in suppressed. Anti-
IL-17 and anti-TNF drug would act recovering expression of
pigmentary signalling and lowering number of melanocytes, what
would restore pigmentation process in 2-4 weeks. The elevated number
of melanocytes on psoriatic skin would cause an excessive production
of melanin that would remain in the keratinocyte during the early
stages of clinical improvement, leading to post inflammatory
hyperpigmentation [8]. This pigmentation could persist for weeks to
months until the number of melanocytes return to normal, or even be
persistent [8,9].

We report an association not yet described of AN over resolving
psoriatic plaques after use of adalimumab. In this case, the
concomitance of the appearance of AN and the use of adalimumab,
may reveal that the drug is involved in the development and
persistence of the disorder, both by its immunosuppressant effect and
by the action on the keratynocites, melanocytes, cytokines and possibly
EGFR.
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