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Pityriasis rubra pilaris (PRP) is a rare, chronic
inflammatory dermatosis characterized by erythematous
plaques with islands of sparing, follicular hyperkeratotic
papules and palmoplantar keratoderma. The
pathogenesis is thought to involve dysregulation of the
interleukin (IL)-23/Th17 axis (1). Therapeutic options
are limited, with conventional systemic agents like
retinoids often yielding suboptimal results. Biological
agents targeting IL-17 or IL-23 have shown promise, yet
a subset of patients remains refractory (2–4). Recently,
small molecule Janus kinase (JAK) inhibitors, such
as the selective JAK1 inhibitor upadacitinib, have
emerged as potential alternatives, with a few case
reports suggesting efficacy in recalcitrant PRP (5–8).
Here, we report two cases of PRP that responded
favourably to upadacitinib after insufficient response to
prior therapies.

CASE REPORTS

Case 1: A 24-year-old Asian male patient presented
with a sudden onset of diffuse erythematous papules
and scaly plaques on the face, trunk and extremities
for 2 weeks. The lesions initially appeared as follicular

papules on the dorsal hands, rapidly spreading and
coalescing into orange-red, well-defined plaques. The
patient reported skin tightness and mild pruritus,
with no personal or family history of psoriasis or
pityriasis rubra pilaris . Physical examination revealed
widespread erythematous and scaly plaques involving
approximately 30% of the body surface area, facial
lesions at baseline are shown in Fig. 1aa,with typical
“islands of sparing” on the chest(Fig. 2a) . Skin biopsy
from the facial lesion showed histopathological features
consistent with PRP. The patient was initially treated
with acitretin (30 mg/day) and topical corticosteroids,
but there was no improvement after 4 weeks, and
the disease continued to progress. The treatment
regimen was switched to upadacitinib 15 mg once
daily. After 4 weeks of therapy, the patient exhibited
significant improvement, with thinning of plaques and
reduction in erythema on the face and chest (Figs.
1b and 2b) . At the 5-month follow-up, the skin had
completely cleared, leaving only post-inflammatory
hyperpigmentation (Figs. 1c and 2c) . Upadacitinib was
well tolerated, with no laboratory abnormalities, and the
patient has remained in remission on continued 15 mg
daily therapy.

Fig. 1. Case 1. Clinical course of facial lesions. At baseline (Fig. 1a), diffuse orange-red scaly plaques involved the face with islands of spared skin.
After 4 weeks of upadacitinib 15 mg daily (Fig. 1b), marked improvement was observed, with only faint residual erythema. At 5 months (Fig. 1c), the
lesions had completely cleared.
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Case 2: A 25-year-old female patient had a 5-year history 
of recurrent, persistent hyperkeratotic erythematous 
plaques. The lesions initially appeared on both lower 
legs as scaly red patches and gradually increased in 
extent. She exhibited marked palmoplantar keratoderma 
with waxy thickening and painful fissures, as well as 
diffuse follicular plug-like papules on the dorsal fingers, 
producing a rough “nutmeg grater” texture. Multiple 
skin biopsies confirmed a diagnosis of PRP. Previous 
treatments included methotrexate (15 mg weekly for 
6 months), acitretin (25–35 mg daily for 8 months) 
and adalimumab (>4 months), all of which produced 
limited or transient improvement. On examination, 
hyperkeratotic follicular papules and plaques were 
noted on the elbows and knees, while the palms 
and soles showed prominent yellowish keratoderma 
with fissures (Fig. 3a). Given the refractory nature 
of her disease, upadacitinib 15 mg once daily was 
initiated. After 4 weeks, the lesions improved markedly: 
erythema and scaling decreased by approximately 50%, 
plaques became thinner, palmoplantar keratoses softened 
and pain was relieved(Fig. 3b). At 4 months, the 
skin lesions had nearly completely resolved , and 
palmoplantar hyperkeratosis had almost disappeared, 
greatly improving mobility (Fig. 3c). The patient 
continued maintenance therapy with upadacitinib, 
experiencing only mild, occasional acne without other 
adverse effects, and laboratory results remained within 
normal limits.

DISCUSSION

The management of PRP remains challenging.
Traditional systemic therapies, including retinoids and
methotrexate, often have variable efficacy and side-
effect profiles. Biologics, particularly IL-17A inhibitors
like secukinumab and ixekizumab, have become
important options, supported by clinical trials and
numerous case reports (2, 3). However, resistance
can occur, potentially linked to persistent elevation of
other cytokines such as IL-17C (9). JAK inhibitors
offer a broader upstream mechanism by interfering
with the signalling of multiple cytokines involved in
inflammatory pathways (10).

The efficacy of upadacitinib in our patients aligns
with emerging literature. A recent systematic review
identified upadacitinib as an effective small-molecule
drug for PRP, with reported cases showing complete
or significant clearance, often in patients refractory to
biologics (8). Case reports have documented successful
use of upadacitinib in both erythrodermic PRP and
PRP coexisting with generalized pustular psoriasis,
with rapid and sustained responses (5, 6). Another
report highlighted its utility in an elderly patient with

Fig. 2. Case 1. Clinical course of chest lesions. At baseline (Fig. 2a), diffuse orange-red scaly plaques involved the chest with islands of spared skin.
After 4 weeks of upadacitinib 15 mg daily (Fig. 2b), marked improvement was observed, with only faint residual erythema. At 5 months (Fig. 2c), the
lesions had completely cleared.

Fig. 3. Case 2. Clinical course of palmoplantar lesions. At baseline (Fig. 3a), a 25-year-old woman with longstanding PRP presented with palmoplantar
keratoderma. After 1 month of upadacitinib (Fig. 3b), scaling and erythema on the hands were significantly reduced. After 4 months (Fig. 3c), the
plaques had completely resolved, with restoration of normal skin texture.
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refractory disease (7). The mechanism is hypothesized
to involve the inhibition of JAK/STAT pathways,
thereby suppressing a wider array of pro-inflammatory
cytokines (e.g. IL-6, IL-12, IL-23) implicated in
PRP pathogenesis compared to monoclonal antibodies
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targeting single cytokines (7, 10). This broader 
inhibition may explain its effectiveness in cases where 
more targeted biologic therapies fail.

Our cases add to the growing body of evidence 
supporting upadacitinib as a viable therapeutic 
alternative for PRP. Both patients, who had an 
inadequate response to first-line retinoid therapy, 
achieved near-complete clearance with upadacitinib 
monotherapy within a few months, demonstrating 
a favourable safety profile. While larger, controlled 
studies are needed to definitively establish its efficacy 
and safety, these observations suggest that upadacitinib 
warrants consideration for the treatment of PRP, 
especially in cases refractory to conventional systemic 
agents or specific biologics.
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