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Generalized pustular psoriasis (GPP) is characterized by 
sterile pustules on non-acral skin and is primarily caused 
by a deregulated innate immune system. It has either 
persisted for more than three months or the patient has 
relapsed at least once. It can occur with or without pla-
que psoriasis and systemic inflammation, and flares may 
lead to life-threatening systemic effects (1–4). Episodes 
of GPP may appear spontaneously or may be triggered 
by various factors. Pregnancy, electrolyte imbalances, 
the use of or withdrawal from certain medications, and 
infections are discussed as possible triggers (5). A key 
driver of the autoinflammatory responses involved 
in the development of GPP is the interleukin (IL)-36 
signaling pathway. In some patients, loss-of-function 
mutations have been identified in IL36RN, which en-
codes an IL-36–receptor antagonist (2, 6). Spesolimab, 
a monoclonal IL-36-receptor antibody, was approved 
for use in the treatment of GPP flares (7, 8). Recently, a 
case report was published showing the successful tre-
atment of acute generalized exanthematous pustulosis 
(AGEP) with spesolimab (9). Scabies is a contagious 
skin disease caused by the ectoparasite Sarcoptes sca-
biei var. hominis. While the parasite burden in classic 
scabies is low (i.e., 10–15 mites), scabies crustosa can 
be associated with an infestation of millions of mites 
(10). Crusted scabies mainly affects patients with severe 
immunodeficiency due to disease (e.g., AIDS, HTLV1 
infection, malignancy) or undergoing immunosuppres-
sive treatment (11).

CASE REPORT
A 64-year-old man presented in a poor general condition, afe-
brile, with generalized pustular dermatosis. Clinical examination 
revealed the presence of partially confluent, erythematous papules 
and pustules distributed over the entire integument except for 
the acral skin (Fig. 1). The patient’s medical history included 
psoriatic disease, previously treated with topical calcipotriol and 
betamethasone in a private practice, obesity, chronic obstructive 
pulmonary disease (COPD), chronic renal failure due to hyper-
tensive glomerulopathy and atrial fibrillation. Six months earlier, 
he presented with a similar skin condition, a generalized pustular 
dermatosis was suspected and a differential diagnosis of AGEP 
as a drug reaction to naproxen or metamizole versus GPP was 
considered. At the time, treatment with topical steroids rapidly 
resolved the symptoms. Due to the previous suspicion of AGEP, a 
detailed medication history was taken to ensure that no suspicious 
medications had been taken. The laboratory parameters showed 
elevated leukocyte levels (16.72 109/L), neutrophilia (15.7 109/L), 
and an increased CRP (43.4 mg/L). A swab of a pustule showed 
no evidence of bacterial growth. A chest X-ray showed evidence 
of pulmonary congestion without definite signs of infiltrates. 
A skin biopsy taken for further assessment revealed subcorneal, 
intraepidermal pustules containing mainly neutrophils (Fig. 2). 
The diagnosis of GPP was now established according to the ER-
ASPEN definition (1), that is (i) primary sterile, macroscopically 
visible pustules on non-acral skin; (ii) recurrent course (first flare 
six months ago, currently second flare); moreover, (iii) history of 
plaque type psoriasis; and (iv) signs of systemic inflammation. 
In the course of the disease, the leukocyte levels increased to 
24.13 109/L and CRP to 153.9 mg/L, and the patient developed 
hyperkalemia due to renal dysfunction. Due to suspicion of 
infectious exacerbation of COPD with respiratory decompensa-
tion, antibiotic treatment was initiated with oral clarithromycin 
followed by intravenous piperacillin/tazobactam. The patient 
was afebrile throughout the hospital stay. As initial treatment of 

Fig. 1. Clinical presentation of the 64-year old man in February 2023.

https://creativecommons.org/licenses/by-nc/4.0/
mailto:peter.wolf@medunigraz.at
mailto:peter.wolf@medunigraz.at


A
ct

aD
V

A
ct

aD
V

A
d
v
a
n

c
e
s 

in
 d

e
rm

a
to

lo
g
y
 a

n
d
 v

e
n

e
re

o
lo

g
y

A
c
ta

 D
e
rm

a
to

-V
e
n

e
re

o
lo

g
ic

a

Short communication2/3

Acta Derm Venereol 2025

the rash with topical betamethasone dipropionate twice daily for 
12 days was ineffective, spesolimab 900 mg was administered 
intravenously, which resulted in rapid improvement and reduc-
tion of erythema and resolution of pustules. Within two weeks 
after the administration, however, the clinical manifestation had 
completely changed. Generalized eczematous lesions appeared on 
the skin. Red patches with thick, scaly plaques occurred especi-
ally on the elbows. Numerous burrows with brownish triangular 
structures were evident upon dermoscopic examination (Fig. 3). 
Crusted scabies was diagnosed and confirmed by the detection of 
mites upon parasitological sampling. The skin lesions completely 
resolved after two courses of topical permethrin 5% and oral iver-
mectin. The post-hoc careful re-evaluation of the archived clinical 
photographs of the patient taken on admission (two weeks prior 
to the start of spesolimab treatment) revealed that inconspicuous, 
slightly crusted lesions consistent with a diagnosis of scabies, 
i.e. scabies incognito, had been present on the flexural body sites 

(popliteal and axillary areas) of the patient (Fig. 1C). At the time 
of admission, the partially crusted skin lesions were interpreted 
as clearing of pustules of GPP. In retrospect, this may have been 
a discreet indication of scabies.

DISCUSSION

We report the transformation of scabies incognito into 
its crusted variant after administration of spesolimab 
to a patient with GPP. Moreover, the case illustrates 
that scabies may represent an infectious trigger of GPP. 
Indeed, episodes of GPP can occur either spontaneously 
or by being triggered. A combination of genetic pre-
disposition and environmental risk factors, including 
infections, medications, and corticosteroid withdrawal, 

Fig. 2. H/E staining of skin biopsy taken in February 2023.

Fig. 3. Clinical and dermoscopic presentation of crusted scabies of the patient in March 2023.
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may increase the risk of GPP. An increased incidence of 
GPP has been described in patients with upper respiratory 
tract infections, varicella zoster or Epstein-Barr virus 
infections or cutaneous mycosis (5). Dermatologic con-
ditions associated with scabies that have been described 
include scabies-associated leukocytoclastic vasculitis 
(12), and an increased risk of bullous pemphigoid follo-
wing scabies has been discussed (13). We postulate that 
a mite infestation may have triggered GPP flares in our 
patient. Furthermore, the case indicates, that a prolonged 
immunomodulatory effect of spesolimab has driven 
the progression of common scabies to crusted scabies. 
Indeed, crusted scabies mainly affects patients with se-
vere immunodeficiency and is more common in patients 
receiving biologicals due to their immunomodulating 
and immunosuppressive effects. Cases of crusted scabies 
have been described in patients receiving adalimumab 
(10), infliximab (14), and etanercept (15) for rheumatic 
diseases. The IL-36 signaling cascade plays a key role in 
the regulation of the innate immune system. Spesolimab 
works by blocking this pathway, thereby modulating the 
immune response. Infections, particularly urinary tract 
infections, have been reported as a possible side effect of 
spesolimab treatment (7). Taken together, this evidence 
suggests that the scabies infection triggered GPP in the 
patient presented and suggests even more strongly that 
the suppression of the innate immune response by spe-
solimab drove the progression of scabies to its crusted 
variant.
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