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Objective

To assess the comparative long-term efficacy of
bimekizumab (BKZ) at Week 48-52 compared with the
approved biologic therapies secukinumab (SEC) and
adalimumab (ADA) in patients with moderate-to-severe HS.

Methodology summary
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significant improvement in efficacy outcomes vs placebo for
the treatment of moderate-to-severe HS.*?

e Due to the lack of head-to-head trials and lack of
comparative data beyond Week 16, a SLR and MAIC were
conducted to assess the 1-year (Week 48-52) relative

efficacy of BKZ vs approved biologic therapies for HS.

Methods

Systematic literature review

at Week 48-52

Table 1 MAIC outcomes of interest

Binary Continuous

e Hidradenitis Suppurativa Clinical Response (HiSCRY):
— >50% improvement in HISCR (HISCR50)
— >75% improvement in HiISCR (HiSCR75)
— >90% improvement in HiISCR (HISCR90)

e Percentage (%) change from baseline (CFB) in AN count
e CFBand % CFB in DT count

"Proportion of patients achieving percentage reduction in the total abscess and inflammatory nodules (AN) count with no increase from baseline in abscess or draining tunnel (DT) count.

e A SLR was conducted in accordance with PRISMA guidelines?
(July 2024) to identify RCT evidence on the efficacy of the
following approved biologic therapies for treating adult
patients with HS:

Table 2 Pooled baseline characteristics in BE HEARD I/l before and after matching to SUNRISE and SUNSHINE

SUNRISE + SUNSHINE BE HEARD | + BE HEARD II SUNRISE + SUNSHINE BE HEARD | + BE HEARD II
— BKZ: 320mg Q2W up to Week 16, then Q4W [Q2W/Q4W] Characteristics BKZ Q2W/Q4W BKZ Q2W/Q4W
— SEC: Boomg QZW’ or SOOmg Q4W SEC Q2W Pre-matching Post-matching SEC QAW Pre-matching Post-matching
N/ESS! 361 211 163 360 211 151
— ADA: 40mg QW. Age, mean (SD) 37.20 (12.01) 36.98 (12.36) 37.20 (12.01) 35.60 (11.55) 36.98 (12.36) 35.60 (11.55)
Matching_adjusted indirect Comparison BMI, r.nean (SD) 32.25 (7.85) 32.67 (7.85) 32.35 (7.85) 3240 (7.70) 32.67 (7.85) 3240 (7.70)
Duration of HS, mean (SD) 7.25 (7.52) 8.23 (7.62) 7.25 (7.52) 740 (7.60) 8.23 (7.62) 740 (7.60)
e A standard NMA at Week 48 was not possible due to AN count, mean (SD) 13.40 (9.75) 17.12 (16.72) 13.40 (9.75) 12.95 (8.60) 17.12 (16.72) 12.95 (8.60)
treatment switching and the absence of a common DT count, mean (SD) 2.95 (3.50) 378 (4.43) 2.95 (3.50) 250 (3.50) 378 (4.43) 250 (3.50)
L Male, n (%) 162 (45.0%) 86 (40.6%) 74 (45.0%) 157 (43.5%) 86 (40.6%) 66 (43.5%)
comparator, necessitating the use of an unanchored White, n (%) 278 (77.0%) 168 (79.7%) 126 (77.0%) 284 (79.0%) 168 (79.7%) 119 (79.0%)
MAIC approach. Smoking (%) 193 (53.5%) 97 (46.1%) 87 (53.5%) 185 (51.5%) 97 (46.1%) 78 (51.5%)
o« Outcomes of interest are outlined in Table 1. HL.Jrley.III, n.(°/o) 153 (42.5%) 95 (45.0%) 69 (42.5%) 131 (36.5%) 95 (45.0%) 55 (36.5%)
Prior biologics, n (%) 79 (22.0%) 41 (19.2% 36 (22.0%) 81 (22.5%) 41 (19.2%) 34 (22.5%)
e |Individual patient data for BKZ trials were combined and Concomitant antibiotics, n (%) 43 (12.0%) 20 (9.6%) 20 (12.0%) 47 (13.0%) 20 (9.6%) 20 (13.0%)
subsequently weighted, to match aggregated baseline US Region, n (%) 55 (15.2%) 63 (29.9%) 21 (15.2%) 55 (15.2%) 63 (29.9%) 23 (15.2%)

'Pre-matching for CFB DT: N=168, ESS=130; with identical baseline characteristics to SEC baseline characteristics after matching.

characteristics of trials for SEC and ADA.

» Weights were determined using a propensity score model,

accounting for key treatment effect modifiers and prognostic Table 3

Pooled baseline characteristics in BE HEARD I/1l before and after matching to PIONEER

factors, listed in Table 2 & Table 3. PIONEER | + PIONEER Il BE HEARD | + BE HEARD ||
o Outcome imputation methods (OC or LOCF) were aligned Characteristics ADA QW BKZ Q2w/Q4W
: . , : : . Pre-matching Post-matching
with comparator trials’ published results to reduce indirect N 216 o0 140
comparison bias. Age, mean (SD) 35.53 (10.39) 37.02 (12.36) 35.53 (10.40)
« OR or MD were estimated alongside 95% Cl based on robust BMI, mean (D) 3212 [7.50) 3272 (7.85) 3212 [7.50)
d . h timates Of the Standard error AN count, mean (SD) 1244 (10.12) 17.24 (16.80) 1245 (10.11)
Sanawicn es ' DT count, mean (SD) 3.77 (4.66) 3.79 (443) 3.78 (4.67)
hsCRP, mean (SD) 16.69 (21.67) 17.52 (24.79) 16.70 (21.67)
Male, n (%) 117 (37.0%) 118 (40.4%) 52 (37.0%)
Resu lts White, n (%) 259 (82.0%) 233 (79.8%) 114 (82.0%)
Systematic literature review Smoking, n (%) 186 (58.9%) 134 (45.9%) 82 (58.9%)
Hurley IlI, n (%) 150 (47.5%) 132 (45.2%) 66 (47.5%)
e Six RCTs were identified which reported outcomes of interest Prior biologics, n (%) 0 (0.0%) 56 (19.2%) 0 (0.0%)
for the MAIC for BKZ at Week 48 (BE HEARD |, BE HEARD US Region, n (%) 122 (38.5%) 87129.8%) >4 (38.5%)
||)1,2’ and SEC at Week 52 (SUNSH'NE’ SUNR'SE)S and ADA at *Pre-matching for % CFB in AN: N=211, ESS=172; and for % CFB in DT: N=168, ESS=137.
6,7
Wle\lekt48 itplovl:I/EEElllesp'loEla\lEEliFéAl\lF)z.D " BE HEARD Il SUNRISE Saue 2 Matching-adjusted comparison of BKZ vs comparators (ADA and SEC) for the treatment
— Note, after Wee Ig
' .' ' / of moderate-to-severe HS at Week 48-521
and SUNSHINE, and after Week 12 in PIONEER |, all placebo
receiving patients switched to open-label active treatment. A Outcomes Comparator BKZ Q2W/Q4W Comparator ~ Comparator OR [95% CI]
: e : : : ESS N events
— Across the identified studies, patients were predominantly LSCRE0 (OC SEC Q2W 163 45 554 155 577 (173 445
naive to biologic treatment (Table 2 & Table 3). ! (0C) ' 771173, 4.45)
_ _ - _ HiSCR75 (OC) SEC Q2W 163.45 254 109 2.09 (1.40, 3.14)
Matching-adjusted indirect comparison HiISCR90 (OC) SEC Q2W 163.45 254 65 2.11(1.39, 3.22)
e Baseline characteristics (the variables accounted for in the HiSCR50 (OC) SEC Q4W 150.75 255 151 3.14 (1.94, 5.07)
propensity score model) were well balanced post-matching HiSCR75 (OC) SEC Q4W 150.75 255 103 2.53(1.67, 3.82)
(Table 2 & Table 3). HiSCR90 (OC) SEC Q4W 150.75 255 66 2.16 (1.40, 3.33)
_ The BKZ ESS post_match|ng was 72_77% Of the Or|g|nal HiSCR50 (LOCF) ADA QW 139.59 88 51 2.29 (130, 405)
sample size in pooled SEC trials and 48-82% of the original HISCR75 (LOCF) ADA QW 139.59 88 36 1.58(0.92, 2.72)
- HiSCR90 (LOCF) ADA QW 139.59 88 26 1.36 (0.77, 2.42)
sample size for ADA
« Compared with the approved doses for SEC, patients Of 0.5 1 2 > &O
treated with BKZ Q2W/Q4W demonstrated significantly Favours Comparator Favours BKZ Q2W/Q4W
greater odds of achl_evmg all outcomes a_ssessmg clinical - Outcomes Comparator BKZ Q2W/Q4W Comparator MD [95% Cl]
response (ORs for HISCR50 [p <0.001], HISCRY75 [p<0.001], ESS N
HISCRO0 [p=0.002]) and MDs for % CFB improvement in % CFB AN (OC) SEC Q2W 163.45 254 -20.40 (-27.72, -13.08)
AN (p<0.001) and CFB improvement in DT-count (Q2W: % CFB AN (OC) SEC Q4W 150.75 255 -20.75 (-27.80, -13.70)
p=0.004; Q4W: p=0.015) at Week 48-52. % CFB AN (OC) ADA QW 100.70 81 -26.98 (-36.95, -17.00)
e Overall, comparisons favoured BKZ Q2W/Q4W vs ADA QW % CFB DTs (OC) ADA QW 76.69 57 -24.95 (-49.64, -0.25)
at Week 48, with statistically significant results for -50 -40 -30 -20 -10 1 10 20
: _ o : o : < >
HISCRS0 (p=0.004), 7% CFB in AN (p<0.001), ahd % CFB _m_ Favours BKZ Q2W/Q4W Favours Comparator
DT (p=0.048). The results also suggest that patients receiving
BKZ Q2W/Q4W treatment may have a higher likelihood of C Outcomes Comparator BKZ Q2W/Q4W Comparator MD [95% ClI]
achieving HiSCR75 and HISCR90 responses. ESS N
CFB DTs (OC) SEC Q2W 129.63 168 -1.18 (-1.96, -0.39)
= ! CFB DTs (OC) SEC Q4W 120.98 154 -0.87 (-1.58, -0.17)
Limitations F - 1 1 :
< >

An unanchored MAIC analysis does not use a common
control arm, therefore randomisation cannot be assumed
and unreported trial differences may introduce bias.

ADA trials were older and conducted in a different treatment
landscape than the more recent BKZ and SEC trials.

Conclusion

Despite the limitations of MAIC, our analysis estimated that at
Week 48-52 patients with HS treated with bimekizumab (BKZ)
had a higher likelihood of achieving HiSCR50 compared with
those treated with adalimumab (ADA) and secukinumab (SEC),
and higher likelihood of achieving HiSCR75/90 compared with
SEC. BKZ showed greater improvements in AN count and DT
count compared with SEC and ADA.

Favours BKZ Q2W/Q4W Favours Comparator

A. HiISCR outcomes (binary, ORs); B. % CFB outcomes (continuous, MD as a %); C. Absolute CFB outcomes (continuous, MD).
'Bold denotes statistically significant difference based on 95% CI.

Abbreviations: ADA, adalimumab; AN, abscess and inflammatory nodules; BKZ, bimekizumab; BMI, body mass index; Cl, confidence interval; CFB, change from baseline; DT, draining tunnels;
ESS, effective sample size; HiSCR, Hidradenitis Suppurativa Clinical Response; HS, Hidradenitis suppurativa; hsCRP, high-sensitivity C-reactive protein; LOCF, last observation carried forward;
MAIC, matching adjusted indirect comparison; MD, mean difference; NMA, network meta-analysis; OC, observed case; OR, odds ratio, QW, once a week; Q2W, every two weeks;

Q4W, every 4 weeks; SEC, secukinumab; SD, standard deviation; SLR, systematic literature review; US, United States.
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