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Study Letter

Spesolimab for treatment of severe hidradenitis 
suppurativa in the real world
Dear Editor,

Hidradenitis suppurativa (HS) is a chronic, recurrent 
inflammatory disease involving dysregulated tumour necrosis 
factor α (TNFα) and interleukin (IL)-17.1 Current treatments 
are limited, thus highlighting an urgent need for effective 
targeted therapies. Recent research has revealed elevated 
IL-36 in patients with HS, thereby indicating a link between 
HS and Th17 cytokines.2,3 This finding suggests the potential 
of IL-36R antagonists to serve as new treatments. Here, we 
present a case series indicating the efficacy and safety of 
spesolimab in four patients with severe HS (Hurley III) who 
were unresponsive to other treatments.

We report four such patients. The basic information is reported 
in Table 1. Dermatological assessments revealed painful 
inflammatory nodules, abscesses, malodorous draining 
tunnels (dTs), and hypertrophic scars in various areas [Figure 
1a and Supplementary Figure 1]. Genetic testing via whole 
genome sequencing and IL36RN Sanger sequencing identified 
mutations in two patients (c.115+6T>C in patient 1 and c.C338T 
in patient 3). The other two patients were mutation-free.

After evaluation and signed informed consent, all patients 
received a single dose of 900 mg spesolimab intravenously. 
Maintenance therapy included acitretin, minocycline, 
clarithromycin, rifapentine or other anti-inflammatory agents. 
Treatment efficacy was assessed pretreatment, at 8- and 12-week 
post-treatment with International Hidradenitis Suppurativa 
Severity Score System (IHS4), Dermatology Life Quality 
Index (DLQI), and Numerical Pain Rating Scale (NPRS) 
[Table 1, Supplementary Fig 2]. Additionally, we measured the 
percentage of patients who achieved HiSCR50 and ISH4-55.4

After injection, all patients exhibited favourable responses at 
week 8. The abscess, inflammatory nodules, and dTs counts 
decreased, and no new flare occurred. Patients achieved an 
average of 44.9%, 44.4%, and 14.3% reduction in IHS4, 
NPRS, and DLQI separately [Supplementary Figure 2]. 
HiSCR50 and IHS4-55 were 25% and 50%, respectively, 
at week 8. By week 12, three patients showed marked 

improvement, with an average IHS4 reduction of 71.5%. 
NPRS and DLQI improved to 55.6% and 46.4%, respectively 
[Supplementary Figure 2], but only 2 patients showed 
improved HiSCR50 and ISH4-55 (patient 3 and 4). Notably, 
patient 1 experienced recurrence at week 12 because of 
discontinuation of the medication, and the IHS4 scores were 
19.2% higher than in week 8.

Remarkably, three patients showed early skin lesion 
improvement or pain relief post-injection. By day 3, the neck 
nodules and abscesses in patient 3 had slightly decreased. By 
day 12, inflammatory nodules and abscesses had significantly 
decreased in patient 1 [Supplementary Figure 1]. By day 15, 
the pain subsided, and the lesions diminished in patient 2. After 
30 days, isotretinoin was discontinued for patient 2 and the 
dosage of prednisolone was reduced from 20 mg daily to 10 mg 
daily. Although stability was achieved, the fistula and abscesses 
persisted [Figure 1b], and the same patient received a second 
dose of 900 mg spesolimab on day 50.

HS, a chronic inflammatory skin condition characterised 
by recurrent nodules, abscesses, dTs, and scarring, 
disproportionately affects young women.1 Herein, we present 
four cases of patients with HS treated with spesolimab 
(IL-36 inhibitor). Remarkably, all four patients exhibited 
a favourable response to one or two doses of 900 mg 
spesolimab in combination with other therapies, achieving a 
71.5% reduction in IHS4, and 2 patients reaching HiSCR50 
and ISH4-55 at week 12. These results were more favourable 
than the clinical trial5 using 1200 mg spesolimab for a total 
of six times, which achieved a 54.3% reduction in ISH4 at 
week 12, possibly because of the use of combined treatment. 
Therefore, combined treatment might enable spesolimab 
dose reduction and potentially enhance treatment tolerability 
and cost-effectiveness. Among our patients, spesolimab 
exhibited an early therapeutic response and appeared to be 
efficacious in targeting superficial nodules, abscesses, and 
dTs. A recent preclinical study has revealed higher IL-36 
expression within HS tunnels than in non-tunnel HS skin;6 
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Figure 1a: Skin lesions before treatment in patient 2. Figure 1b: Skin lesions after treatment in patient 2.

Table 1: The clinical data and characteristics of the four patients.
Patient 
No.

Patient Age of 
onset

BMI Smoking Lesion 
location 

Previous treatments 
and results

Hurley 
stage

Results
w0/w8/w12

Results
w0/w8/w12

Results
w0/w8/w12

Sex/age IHS4 NPRS DLQI
1 F/32 15 25.5 No Axillae, 

gluteal and 
inguinal 
region

rifapentine 0.3 g/d, 
acitretin 30 mg/d, 
clarithromycin 0.5 g/d; 
unsatisfactory

III 36/26/31 0/0/0 21/18/17

2 M/35 30 29.3 Yes Axillae, 
buttocks, 
scalp, and 
lower jaw

prednisone (20-30 mg/d), 
isotretinoin 30 mg/d, 
minocycline 100 mg/d, 
adalimumab and 
ixekizumab; uncontrolled 
and unsatisfactory

III 39/27/19 9/5/4 28/18/15

3 M/23 19 25.9 No Axillae, face, 
head, neck, 
and back

Acitretin 30 mg/d, 
minocycline 100 mg/d, 
cefixime 200 mg/d; 
unsatisfactory

III 29/10/1 6/3/1 23/10/4

4 M/18 13 30.4 Yes Face, axillae, 
gluteal and 
inguinal 
region

Isotretinoin 30 mg/d, 
minocycline 100 mg/d, 
adalimumab and 
photodynamic 
therapy; effective but 
unsatisfactory

III 36/16/12 5/2/1 19/12/8

BMI: Body mass index

consequently, spesolimab has shown clear advantages for dTs 
in our four patients.

Notably, patient 1 experienced recurrence within 4 weeks 
after discontinuing all medications, thus emphasising the 
need for long-term treatment to maintain remission in HS. 
Furthermore, patient 2 exhibited a relatively severe phenotype 
requiring additional therapeutic intervention, indicating 
heterogeneity in disease presentation and responsiveness to 

spesolimab. Moreover, a single dose of spesolimab was not 
sufficient for the treatment of severe HS. Therefore, our report 
underscores the critical importance of initiating early treatment 
with spesolimab or a combination of other effective drugs and 
maintaining therapy for the effective management of HS. 

This report indicated the potential of IL-36 receptor 
antagonists as a viable treatment option for severe HS. 
However, evaluation of treatment efficacy in the presence of 
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acitretin and systemic antibiotic use poses a challenge. Given 
the small sample size herein, further research is warranted to 
confirm and validate these findings.
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