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Keratosis lichenoides chronica: a diagnosis to remember

Queratose liquenóide crónica: um diagnóstico a relembrar
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Abstract

Keratosis lichenoides chronica (KLC) or Nekam’s disease, is an uncommon dermatosis, assumed for years as a variant of 
another inflammatory dermatosis (such as cutaneous lupus erythematosus or lichen planus) but currently accepted as a 
distinctive condition. Although pathophysiologic mechanisms need further research, clinical aspects of KLC are well-characterised, 
particularly lichenoid hyperkeratotic papules arranged linearly or in a reticulate pattern over the extremities, seborrheic-like 
dermatitis on the face and oral or genital erosions. Histopathology usually shows lichenoid interface dermatitis with numerous 
necrotic keratinocytes and parakeratosis. Keratosis lichenoides chronica (KLC) typically has a chronic progressive course with 
poor response to treatment. In the following case, we present a 56-year-old man with chronic dermatosis whose clinicopatho-
logical findings allowed the diagnosis of KLC. The patient was treated with acitretin, topical steroids and topical calcineurin 
inhibitors with partial improvement of the lesions.
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Resumo

A Queratose liquenóide crónica (QLC) ou Doença de Nekam é uma dermatose pouco comum, entendida desde há anos 
como variante de outra dermatose inflamatória (como lúpus eritematoso cutâneo ou líquen plano), mas atualmente aceite 
como uma entidade distinta. Embora os seus mecanismos fisiopatológicos necessitem de mais investigação, os aspetos 
clínicos da QLC encontram-se bem caracterizados, particularmente pelas pápulas queratósicas liquenóides dispostas linear-
mente ou num padrão reticulado sobre as extremidades, dermatite seborreica facial e erosões orais ou genitais. A histopato-
logia demonstra geralmente uma dermatite de interface líquenóide associada a numerosos queratinócitos necróticos e 
cobertos por paraqueratose. A QLC tem tipicamente um curso progressivo crónico com resposta insatisfatória ao tratamento. 
No caso seguinte, apresentamos um homem de 56 anos de idade com uma dermatose crónica, cujos achados clinicopato-
lógicos permitiram o diagnóstico de QLC. O doente foi tratado com acitretina, esteróides tópicos e inibidores de calcineurina 
tópicos com melhoria parcial das lesões.

Palavras-chave: Dermatite de interface. Doença de Nekam. Erupções liquenóides. Queratose liquenóide crónica. 
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Introduction

Keratosis lichenoides chronica (KLC) is an uncommon 
mucocutaneous disorder originally described in 1895 by 
Kaposi, who called it ‘lichen ruber acuminatus morbilli-
form’1. Later, in 1938, Nekam took note of acrosyringeal 
hyperkeratosis in the case published by Kaposi and named 
the disease ‘porokeratosis striata lichenoides’ despite the 
lack of coronoid lamella2. Finally, in 1972, Margolis et al. 
introduced the nomenclature currently used—‘KLC’3.

Case description

A 56-year-old male, otherwise healthy, presented to the 
dermatology department with a 1-year history of persistent 
asymptomatic cutaneous lesions predominantly affecting 
the limbs and face. On examination, multiple keratotic 
violaceous papules and plaques were distributed over the 
dorsum of his hands and fingers (Fig. 1A), as well as on 
the medial aspect of both thighs, where they were arranged 
in a linear pattern (Fig. 1B). On his face, there were ery-
thematous and squamous lesions located mainly in the 
midfacial area, resembling seborrheic dermatitis (Fig. 1C). 
Mucous membranes, genital region, scalp and nails were 
spared. The remaining physical examination was unre-
markable and his routine blood tests, including viral serol-
ogies and autoimmunity markers, were normal.

There was no familiar history of similar complaints.
A skin biopsy performed on a thigh lesion revealed 

irregular acanthosis and hyperkeratosis with alternating 
areas of orthokeratosis and parakeratosis. In the upper 
dermis, there was a dense lichenoid infiltrate com-
posed of lymphocytes and plasma cells, associated 
with multiple foci of vacuolar degeneration of the basal 
epidermal layer and apoptotic keratinocytes (Fig. 2).

This combination of clinical and histological findings 
strongly suggested the diagnosis of KLC. The patient 
declined to be tested for the nucleotide-binding domain 
and leucine-rich repeat-containing protein 1 (NLRP1) 
gene. Treatment was initiated with acitretin 35 mg daily, 
in addition to the topical application of tacrolimus 1% 
ointment on the face and clobetasol propionate 
ointment 0.05% on the extremities. At 6 months 
follow-up, the lesions on his hands had significantly 
improved. However, other lesions showed milder 
responses to the treatment.

Discussion

Keratosis lichenoides chronica (KLC), also known as 
Nekam’s disease, is a rare dermatosis of uncertain 

etiology. It appears most frequently in adults, with a 
peak of incidence in the 4th decade and slight predom-
inance in males1,2,4.

Previously perceived as the expression of other 
inflammatory conditions such as lichen planus, lupus 
erythematosus or lichen simplex chronicus5,6, KLC is 
now considered a distinct entity since the detection of 
a gain-of-function mutation in the nucleotide-binding 
domain and leucine-rich repeat-containing proteins 1 
(NLRP1) gene in a family with semi-dominantly inher-
ited KLC7.

NLRP1 is an inflammasome sensor protein in high lev-
els in keratinocytes and cutaneous fibroblasts. It is thought 
that the gain-of-function mutation in the NLRP1 gene 
causes constitutive inflammasome activation and leads to 
reactive keratinocyte proliferation7,8. However, further 
studies are required to fully comprehend the pathogene-
sis of both familiar and sporadic cases.

Clinically, KLC is characterised by lichenoid or kera-
totic violaceus papules arranged in a linear or reticu-
lated pattern, especially on the limbs4. A seborrheic-like 
dermatitis eruption on the face is also a common find-
ing of this disorder4. Less frequent features include oral 
and genital ulcerative lesions, palmoplantar kerato-
derma and onychodystrophy which are found, respec-
tively, in 50, 40 and 30% of cases1,9,10.

Regarding histology, typical findings are hyperkera-
tosis with focal parakeratosis, irregular acanthosis alter-
nating with areas of atrophy, vacuolar degeneration of 
keratinocytes at dermoepidermal junction and chronic 
inflammatory infiltrate in the upper dermis consisting of 
lymphocytes, histiocytes and plasma cells (often around 
infundibula and acrosyringia)4,5.

Several inflammatory dermatoses, such as lichen 
planus, lichen planus-psoriasis overlap, lichen planopi-
laris, pityriasis rubra pilaris and cutaneous lupus ery-
thematous may mimic KLC10.

Keratosis lichenoides chronica (KLC) has a chronic and 
progressive course and is highly resistant to therapy11,12. 
The most effective treatment consists of oral retinoids at 
a dose of 0.3-0.6 mg/kg/day2,11, although complete 
responses are infrequent11. Phototherapy (psoralen plus 
ultraviolet A and narrow-band ultraviolet B) can be helpful, 
especially as an adjuvant treatment4,11. Topical treatment, 
as well as systemic steroids, other immunosuppressants 
and antimalarials, are usually ineffective2,12.

This case serves to highlight KLC as a well-defined 
disease with consistent clinical and histological char-
acteristics. Its pathogenesis is still not fully understood, 
although recent progress has been made with the dis-
covery of the possible contribution of the NLRP1 gene.
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Figure 1. Clinical features. A: keratotic papules on the thighs, some arranged in a linear pattern; B: keratotic 
violaceous papules over the dorsum of the hand; C: facial seborrheic dermatitis-like eruption.

Figure 2. Histopathological aspects: irregular acanthosis with focal parakeratosis, apoptotic keratinocytes at various 
levels of the epidermis and mixed lichenoid infiltrate in the superficial dermis (H&E, 10x).
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