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Abstract

A 28-year-old woman presented with a 12-year history of red to brown papules in a linear distribution on the left lateral chest
associated with recent flares of pruritus. She had previously been clinically diagnosed with lichen planus. A punch biopsy was
performed, and histopathologic exam revealed Darier-like acantholysis. The patient was diagnosed with type 1 segmental Darier
disease and her symptoms improved with topical tretinoin.

Keywords: Darier disease, Darier-White, keratosis follicularis, dyskeratosis follicularis, type 1, segmental,
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Introduction

Darier disease is an autosomal dominant genodermatosis characterized by pruritic red to brown keratotic papules in a seborrheic
distribution. Segmental Darier disease is a subtype of Darier disease first described in 1906. Type 1 segmental Darier disease is
characterized by linear seborrheic papules on a background of normal skin whereas type 2 segmental Darier disease is
characterized by a linear region of accentuated Darier’s disease on a background of generalized disease. Although rare, one should
consider segmental Darier disease in a patient with localized Darier’s skin findings; the disease is chronic and transmission of
generalized Darier disease to offspring is theoretically possible.

Case synopsis

A 28-year-old woman presented with a 12-year history of a linear, pruritic eruption on her left lateral chest, previously diagnosed
clinically as lichen planus. The patient reported increased flares of pruritus over the months prior to presentation, particularly
when the area was occluded or she became overheated. Physical examination revealed multiple 2-5 mm well-defined, red to
brown papules in a linear distribution on the left lateral chest (Figure 1). Examination was otherwise unremarkable. A punch
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biopsy of a single papule revealed foci of suprabasilar, acantholytic clefting and overlying areas of parakeratotic keratinocytes
within a hyperkeratotic stratum corneum (Figure 2). Corp ronds and corp grains were noted (Figure 3). The patient was diagnosed
with type 1 segmental Darier disease and treated with tretinoin 0.025% cream nightly, which in combination with avoidance of
triggers, resulted in decreased pruritus.
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Figure 1. Red-to-brown papules in a linear distribution on the left lateral chest

Figure 2. Foci of suprabasilar, acantholytic clefting and parakeratotic keratinocytes within a hyperkeratotic stratum corneum (H&E, original
magnification x 40)

Figure 3. Corps ronds and corps grains within an acantholytic cleft (H&E, original magnification x 200)

Discussion

Darier disease (also known as Darier-White disease, keratosis follicularis, or dyskeratosis follicularis), is an autosomal dominant
genodermatosis characterized by pruritic red to brown keratotic papules in a seborrheic distribution [1]. Palmoplantar papules, nail
changes, and oral papules may also be observed [2, 3]. The disease is caused by mutations in the ATP2A2 gene, which leads to
insufficient function of the sarco/endoplasmic reticulum Ca** ATPase (SERCA2) with consequent acantholysis and dyskeratosis
[4]. In the vast majority of patients, disease onset occurs between ages 6 and 20. The disease is chronic with no spontaneous
remission, but severity may fluctuate [5]. Exacerbating factors include UV light, sweating, heat, and occlusion [1].



Segmental Darier disease (also known as localized, linear, zosteriform, or unilateral Darier disease) is characterized by
morphologically identical lesions in a limited distribution that follow the lines of Blaschko [6, 7, 8]. Lesions usually present in the
third or fourth decade of life, most frequently on the trunk [7]. Nail abnormalities, including red and white longitudinal bands and
V-shaped nicking are unusual in the segmental variant but have been reported [7, 8]. Histopathologic findings of segmental Darier
disease are indistinguishable from that seen in the generalized form of the disease. Two types of segmental Darier disease with
distinct genetic backgrounds have been described. Type 1 segmental Darier disease arises from a post-zygotic mutation in
ATP2A2 and is characterized by lesional skin on a background of normal skin [1], as seen in our patient. Heterozygous ATP2A2
mutations in affected but not background skin have been detected in patients with type 1 segmental Darier disease [9]. Type 2
segmental Darier disease arises from loss of heterozygosity owing to a heterozygous germline mutation in ATP2A2 with
subsequent post-zygotic mutation on the other allele; it is characterized by generalized disease with linear streaks of increased
severity [1].

Patients with segmental Darier disease typically do not report a family history of disease and to date we have been unable to locate
any case reports of transmission of generalized Darier disease to offspring [7]. However, if gonadal mosaicism is present, a patient
with type 1 segmental manifestations may have offspring with generalized Darier disease [1]. Harboe et. al. reported an ATP2A2
mutation in the semen of a male patient with segmental Darier disease [10], further supporting the possibility that the generalized
form of the disease may be transmitted to progeny. Patients with segmental Darier disease should be counseled regarding this
possibility.

While rare, it is important to consider segmental Darier disease in a patient who presents with localized skin findings
characteristic of generalized Darier disease. Biopsy should be performed to confirm diagnosis. A favorable response to various
combinations of topical agents, including tretinoin cream, lactic acid, salicylic acid, and corticosteroids, as well as oral retinoids,
has been observed [6, 7]. Successful treatment with a pulsed dye laser has been reported as well [11]. Although there are no
reports of using carbon dioxide laser for treatment of segmental disease, this has been effective for treatment of generalized Darier
disease [12].
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