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OBJECTIVES

« Hidradenitis Suppurativa (HS) also known as acne inversa, is a condition that causes small painful nodules,
lumps, abscesses, and tunnelling in areas where skin rubs together, such as the armpits, groin, buttocks, and
breasts.

« This systematic review aimed to evaluate the efficacy and safety of pharmaceutical therapies for mild,
moderate, and severe HS patients.

METHODS

* A comprehensive searches of MEDLINE®, Embase®, Evidence-based Medicine Reviews, and grey
literature were conducted.

« All records were screened against predefined inclusion criteria (Table 1).
« Bibliographic lists of relevant SLRs were also conducted.

+ All included studies were extracted and evaluated using NICE's critical appraisal checklist.

Table 1: Eligibility criteria

Population Patients di d with mild/ moderate/ severe HS
Intervention All approved or investigational pharmacological interventions used for the treatment of HS
Comparator = Placebo
= BSC (author defined)
= Any other pharmacological/non-pharmacological intervention
Outcome = Clinical response (HiSCR, HiSCR50, HiSCR75, HiSCR90, HiSCR100)
= DLQI
= Pain score

= Severity outcomes
= Incidence of adverse events
= Study/treatment discontinuation

Study design =RCT
= SLR*

I English language

Key: BSC, best supportive care; DLQI, dermatological quality of life index; HiSCR, hidradenitis suppurativa clinical response; HS,
hidradenitis suppurativa; MA, meta-analysis; RCT, randomized controlled trial; SLR, systematic literature review

* Bibliographies of existing systematic reviews were reviewed to ensure that all relevant studies were identified for inclusion in the
ISLR

RESULTS
Figure 1: PRISMA diagram of included and excluded publi

[ i ion of studies via ] [ of studies via other methods ]

Records identified from: Records identified from:

=
S|
‘:-3 MEDLINE & EMBASE Conference proceedings (n = 0)
%' (n=4,581) HTA search (n=0)
_,:) Bibliography search of published SLRs (n
= =0)
M Records screened. —— Records excluded.
(n=4,581) (n=4,089)
X Reports sought Reports not
o Reports sought for retrieval. Reports not retrieved. for retrieval. T retrieved.
g (n=492) (n=20) (n=0) (n=0)
|
@ Reports excluded:
Reports assessed for 55“5“'/3‘1"0“3] (n= Reports assessed Reports
eligibility. — for eligibility,. ~— ——— .
(n=472) Population (n = 1) o= 0)3 4 ex&illz]ded.
Outcome (n = 106) (n=0)
g l Duplicate (n = 5)
Studies included in review. Intervention (n = 4)
g (n=34) Language (n = 5)
2 Reports of included studies Study design (n = 186)
E (n=93) <10 patients (n = 27)
= 34 Unique studies out of 93
publications

Hidradenitis Suppurativa Clinical Response (HiSCR):

* Adalimumab, anakinra, apremilast, avacopan, bimekizumab, doxycycline, guselkumab, IFX-1, MABpl, PF-
06650833, PF-06700841, PF-06826647, povorcitinib, risankizumab, RIST4721, secukinumab, upadacitinib all
reported notable clinical benefits, with HiSCR ranged from 10% (anakinra at week 24) to 88% (povorcitinib-90 mg at
week 8).7810.13.17-18.21.2426-2931

« At week 12, a significantly greater proportion of patients receiving Anakinra (78%; 7 of 9 patients) achieved a
positive HISCR outcome compared to the placebo group (30%; 3 of 10 patients) (p=0.04). This trend reversed by
week 24, with similar proportions of patients achieving positive HiSCR in both the anakinra (10%; 1 of 10 patients)
and placebo (33%; 3 of 9 patients) groups (p=0.28).%°

« At week 8, HiSCR rates were observed as 56%, 56%, 88%, and 57% among patients treated with povorcitinib at
doses of 30 mg, 60 mg, 90 mg, and placebo, respectively.26

Modified sartorius score (mSS):

« The mean change from baseline in mSS was -32 (SD, 9.5), -40.2 (SD, 9.8; p value [weekly vs placebo=0.097]), and -
17.2 (SD, 9.8) for patients receiving adalimumab EOW, adalimumab EW, and placebo respectively. Difference
between adalimumab EOW vs placebo was -14.8 (95% CI, -41.0 to 12.1) and between adalimumab weekly vs placebo
was -22.0 (95% CI, -50.1 to 4.2).12

« In AURORA trial, at week 12, the mean change from baseline in mSS was higher in avacopan 30 mg BID than in
avacopan 10 mg BID, and placebo {-14.4 (SD, 29.96) vs -12.6 (SD, 25.98) vs and -11.2 (SD, 35.69)} respectively.?’

Total abscesses and inflammatory nodules (AN) count:

« Significant improvements were observed in mean change from baseline in AN count (range: -52.58 for PF-06700841
at week 16 to 60.3 for adalimumab at week 12).10.12

« Similarly, significant improvements were observed in mean change from baseline in draining fistula count (range: -
40.1 for spesolimab at week 12 to 31.1 for adalimumab at week 16).":12

Skin pain:

« The mean change from baseline in skin pain at week 16 was (range: -43.88 for PF-06700841 to -0.1 for IFX-1 400
mg).1020

Dermatological quality of life index (DLQI):

* The mean change from baseline in DLQI score was (range: -7.5 for PF-06700841 at week 16 to 5.6 for adalimumab
weekly-EOW at week 52).10.12

Safety:

« A low rate of serious adverse events (SAEs) was observed in most of the studies.

* Only upadacitinib (12.2%) and secukinumab (10.5%) had more SAEs.”>!

« In contrast, no SAEs were detected in spesolimab or anakinra, while bimekizumab had similar safety profiles to
adalimumab.!-7.2

Discontinuation:

« In the DETERMINE trial, at 68 weeks, 78.8% of patients in the risankizumab 180 mg—360 mg group discontinued
treatment. Similarly, 85.2% of patients in the risankizumab 360 mg—360 mg group and 94.6% of patients in the
placebo—risankizumab 360 mg group discontinued treatment. Discontinuations were due to various reasons,
including adverse events (AEs), patient withdrawal, loss to follow-up, lack of efficacy, and other unspecified
reasons. '

* None of the patients receiving spesolimab discontinued treatment, and anakinra demonstrated a very low rate of|

discontinuation.!-?°

Of 4,581 publications screened, 34 studies were RCT which met inclusion criteria.

= Out of the 34 RCTs included in this SLR, 28 were double-blinded, 3 were triple-blinded, 2 were open-
label, and 1 was assessor-blinded.

= PIONEER I and PIONEER II were pivotal trials for HS, as discussed in (Table 2).

Table 2: Results of PIONEER I and PIONEER 11

Study summery * Phase 3, double-blind, multicentre « Phase 3, double-blind, multicentre
« Length of follow up: 36 weeks « Length of follow up: 36 weeks
Population Adalimumab EW Placebo (N=154): Adalimumab EW  Placebo (N=163):
(N=153): * Mean age: 36.2 (N=163): * Mean age: 36.1
* Mean age: 37.8 years * Mean age: 34.9 years
years * Male: 31.8% years * Male: 50%
* Male: 40.5% * Female: 68.2% * Male: 33.7% * Female: 69.3%
* Female: 59.5% *BMI: 34.5 Kg/m2 + Female: 66.3% *BMI: 32.9 Kg/m2
*BMI: 33 Kg/m2  «Race, white: *BMI: 31.3 Kg/m2  « Race, white: 79.8%
* Race, white: 76.6% * Race, white: 87.7% < Race, black: 12.3%
75.8% * Race, black: * Race, black: 5.5%
* Race, black: 18.8%
21.6%
Treatment Adalimumab EW vs placebo (1:1) Adalimumab EW vs placebo (1:1)
HiSCR (%) 41.8% 26% 58.9% 27.6%
Change in mSS from -24.4(-19.7t02.4) -15.7 -28.9 (-28.6 to - -9.5
baseline at week 12: 10.1)
Mean (95%CI)
Change in DLQI -54(-3.8to-1.1) -2.9 -5.1(-4.1t0-1.5) -2.3

from baseline at week

12: Mean (95%CI)

Change in total AN~ -5.47 -2.81 -5.64 -2.24
count from baseline

at week 12: Mean

Any AEs (week 12)  50.3% 58.6% 57.1% 63.2%
SAE (week 12) 1.3% 1.3% 1.8% 3.7%

Key: AE, adverse events; AN, abscesses and inflammatory nodules; BMI, body mass index; DLQI, dermatological quality of life
index; EW, every weekly; HiSCR, hidradenitis suppurativa clinical response; mSS, modified sartorius score; SAE, serious adverse
events

Figure 2: Results of study quality assessment using NICE critical appraisal checklist**
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CONCLUSIONS

This systematic review highlights the significant advances in pharmacological therapies for the management of
HS, particularly with treatments like adalimumab and povorcitinib showing promising clinical responses. While
these therapies offer improved outcomes for patients with mild to severe HS, the review emphasizes the need for
further research into long-term efficacy and safety. The findings support the development of personalized
treatment strategies, aiming to enhance clinical response, quality of life, and management of adverse events, but
there remains a critical need for continued exploration into novel therapeutic options for sustained HS care.
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