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To the Editor,
Darier disease (DD) is a rare autosomal dominant
genodermatosis caused by mutations in ATP2A2,
which encodes the sarco/endoplasmic reticulum
calcium ATPase 2 (SERCA2) (1). Patients develop
inflammatory, keratotic papules, often erosive and
exudative, mainly in seborrheic areas and skin folds,
with variable nail, mucosal, neuropsychiatric and ocular
involvement (2).

Heat, UV exposure and sweating exacerbate lesions,
while chronic symptoms such as pain, pruritus and
infections markedly impair quality of life (QoL).
Therapeutic options, whether topical or systemic,
are mainly symptomatic, not very effective and
often associated with side-effects. The main systemic
therapies used are acitretin and alitretinoin.

Recent studies have identified a Th17-driven immune
profile in DD skin lesions, suggesting potential for
repurposing targeted anti-inflammatory agents (3).
Isolated case reports have shown positive outcomes with
biologics or JAK inhibitors (JAKi) (4, 5).

We report our experience with a series of 8 patients
(7 females, 1 male) with moderate-to-severe, long-
standing, histologically confirmed DD treated with
JAK-STAT inhibitors or biologics for ≥6 months
or until discontinuation due to adverse events. The
mean age was 47.9±14.3 years (range 30-67), and
the mean body surface area involvement was 36.9
%±14.6 (range 20-70). Treatments included IL-17
inhibitors (ixekizumab, n=2 – including one patient
with cutaneous transcriptomic evidence of IL-17
overexpression – and secukinumab, n=2), IL-23
inhibitor (guselkumab, n=1), JAKi (baricitinib, n=1;
upadacitinib, n=1) and TYK2 inhibitor (deucravacitinib,
n=1).

All treatments were administered at the dosages
approved in their respective marketing authorizations
for psoriasis. Concomitant therapies included oral
acitretin (n=3) and topical agents for all but
one (mainly corticosteroids and silver sulfadiazine).
Clinical efficacy was evaluated using the Investigator
Global Assessment-Change (IGA-C) score (from
+1 = worsening to -3=remission); scores 0/+1
indicated nonresponse, and -1 to -3 indicated response
(-2/-3=good response).

Two patients discontinued treatment after 1 or 3
months, due to adverse events (severe herpes infection
requiring a 3-day hospitalization on upadacitinib;
dizziness with hypotension on ixekizumab). Only one
patient responded (IGA-C -1 at 6 months; NRS
pruritus 4 at 6 months vs 7 at inclusion) but relapsed
after discontinuation, with partial improvement upon
retreatment. Two remained stable (IGA-C 0), including
the IL-17-overexpressing patient, and three worsened
with increasing body surface area or severity (Fig. 1).

These findings are in contrast with previously
published reports.

Ettinger et al. reported 3 patients treated with
IL-23 or IL-17 inhibitors (selected on dominant
cytokines in affected skin), who exhibited a clinical
improvement within 3 to 4 months, sustainable at 1
year, and accompanied by normalization of cutaneous
inflammatory cytokine gene expression (3).

Giorgio CM et al. reported near-complete remission
at six months in three of four patients treated with
brodalumab. The remaining patient, who had a more
severe condition, experienced only mild relief from
pruritus (6).

More recently, near-complete responses to JAKi
have been reported: abrocitinib induced remission in a
patient with concomitant atopic dermatitis, maintained
at 4 months (5), while baricitinib achieved comparable
outcomes in another patient in the absence of associated
atopic dermatitis (4).

Our series, the first on Darier disease treated with
biologics or JAK-STAT inhibitors, did not confirm
a clear clinical benefit of these anti-inflammatory
therapies. This discrepancy may be explained by
publication bias, highlighting the importance of
reporting negative results. Moreover, our findings draw
attention to potential safety concerns, particularly severe
herpes infections, in a population already predisposed to
infections.

No patients  received dupilumab,  which has
recently been reported to improve pruritus and
QoL in a case of  DD with perioral  cutaneous
cobblestoning (7).  Recently,  dysregulation of  the
MAPK/ERK pathway has emerged as a key
pathogenic mechanism, with trametinib demonstrating
significant  clinical  improvement in a refractory case
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resistant  to conventional  treatments and combination
therapy with baricitinib and secukinumab (8).

In conclusion, managing DD remains challenging.
Robust evaluation of repurposed anti-inflammatory
drugs, ideally through clinical trials, is essential to
establish their efficacy and safety.
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Fig. 1. Thirty-six-year-old male with Darier disease treated with secukinumab 300 mg every 4 weeks.
At baseline (a), he presented with predominantly inflammatory keratotic papules on the lateral sides of the neck and mid-trunk. After 6 months (b) his
condition worsened, with more diffuse and inflammatory lesions.
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