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Sonelokimab, anIL-17A/IL-17F-inhibiting
nanobody for active psoriatic arthritis: a
randomized, placebo-controlled phase 2 trial
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3 @ ® Bimekizumab in patients with active psoriatic arthritis and
previous inadequate response or intolerance to tumour

Proportion of patients (%)

Proportion of patients (%)

A ACR20 (NRI)

necrosis factor-a inhibitors: a randomised, double-blind,
placebo-controlled, phase 3 trial (BE COMPLETE)

[ACR response]

ACRS50 (NRI; primary endpoint)
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Sonelokimab nanobody

Nanobody technology
Derlvation from camelid he avy-chain-only antibodies
Anti-IL-1 7F
Inhibits
IL-17A/A,
IL-17A/F,
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¢
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Heavy-chain-only antibody VHH domain
85-95 kDa (<12-14 kDa) Anti-IL17A
or ILA7F



[Study design and patient eligibility]

« W42 E TDrandomized, prospective, parallel-group, double-blind, PBO-
controlled trial (phase?2)

HH

Screening Part A Part B
up to 4 weeks 12 weeks 12 weeks

Sonelokimab 120 mg Q4W

Sonelokimab 120 mg Q4W Induction Q2W to W8

l e Adalimumab reference 40 mg Q2W —>
207 patients 3

Key eligibility criteria:

Sonelokimab 60 mg Q4W

+ <2 prior biologics with
no prior failure of anti-
IL-17 or TNFi treatment
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|[Randomization and masking]
e SLK 120-mg With Induction, SLK 60-mg With Induction, SLK 60-mg No
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|Efficacy assessments]

 Primary: ACR 50 response
« Secondary: ACR20, PASI90
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|Statistical analysis]
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[Patient flow chart]

2022F12R13BH v 2023F5H23H

265 screened

..................

207 randomized
| | ! i
PBO SLK 60-mg NI SLK 60-mg WI SLK 120-mg WI ADA ref
n=40 n=4 ne=4 ne43 ne=42
« | Fdisconiniedi | Tnot G discontinued: 1 discontingeds.| 2 discontinued:, i discontinied:,.
¢ | istudydrug® |1 treated !istudydrug study drug® il 'study drug® i study drug* 5i
M| ~mmrmmmm——-— ' e .- b ewvoewnevwae ) M essssssmews | eesssssss==es | eesssssssssaw
Q.
Completed part A Tx Completed part A Tx Completed part A Tx Completed part A Tx Completed part A Tx
n=37(92.5%) n=41(100%) n=40 (97.6%) n = 41{95.3%) n=4a1(97.6%)
Switched to SLK 120-mg NI Continued Switched to Continued Switched to Continued Switched to Continued Switched to
inPart B SLK 60 mg SLK 120 mg SLK 60 mg SLK 120 mg SLK 120 mg ADA 40 mg ADA 40 mg SLK 120 mg
n=37 n=34 n=5 n=234 n=5 n=36 n=5 n=34 n=7
e | EE— SRR (R e s T I = | e [
| e : 2o - 1 duscontmued ' '2 dlscontmued. 12 dlscontmued'-z dlscontmued:
sl 3 discontinued study drug ' ] | study drug? | ' ' study drug’ E 'study drug® -'study drug” :
i Completed Completed Completed || Completed Completed Completed Completed Completed
Completed parts A+B Tx parts A+B Tx' || parts A+B Tx' | [parts A+B Tx' || parts A+B Tx' | [parts A+B Tx' || parts A+B Tx' | |parts A+B Tx' || parts A+B Tx'
n =34 (91.9%) n=34(100%) |[n=4(80.0%) | [n=34(100%) || n=5(100%) | |n=34(94.4%)|| n=5(100%) | |n=32(94.1%) || n=5 (71.4%)
Completed study at W24 Completed Completed Completed Completed Completed Completed Completed Completed
e 3,2’ (94.6%) L4 study at W24 || study at W24 study at W24 || study at W24 | | study at W24 || study at W24 | | study at W24 || study at W24
' n=34(100%) || n=4(80.0%) n =34 (100%) || n=5(100%) n=36 (100%) || n=4(80.0%) n=32(94.1%) || n=5(71.4%)




[Baseline Characteristics]
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Patient characteristics PBO, SLK 60-mg SLK 60-mg Wi, SLK 120-mg W1, ADA ref,
n=40 NI, n=41 n=41 n=43 n=42
Age (years), mean (s.d.) 47.0(14.3) 50.3(13.9) 475(12.7) 50.2(10.3) 479(12.4)
Female sex, n (%) 19 (47.5) 21(51.2) 20(48.8) 21(48.8) 21(50.0)
White, n (%) 39(97.5) 40(976) 41(100) 43 (100) 41(976)
BMI (kgm™), mean (s.d.) 279(5.2) 296(5.4) 277(4.8) 30.3(6.2) 29.3(6.8)
Duration of PsA (years), mean (s.d.) 5.7(6.6) 6.0(5.7) 6.2(7.4) 4.9(4.6) 41(4.2)
Number of prior biologics, %

0 85.0 80.5 82.9 814 83.3

1 125 195 12.2 7.0 14.3

2 25 0 49 1n6 24
Prior biologic use, % 15.0 195 171 18.6 16.7

IL17AI 51 73 24 93 4.8

IL-23p19i 51" 98 7.3 93 7

TNFi r 24 122 1.6 n
Concomitant nonbiologic DMARD at baseline, % 75.0 829 68.3 721 738

Concomitant MTX at baseline, % 725 80.5 58.5 721 na
TJC68, mean (s.d.) 16.9 (11.6) 18.0(12.2) 16.9(14.1) 17.2(12.8) 16.1(11.6)
SJC66, mean (s.d) 8.5(6.0) 107 (8.2) 9.1(71) 8.9(54) 10.0(8.5)
Affected BSA23%, n (%) 26 (66.7)" 32(78.0) 26(63.4) 27(62.8) 32(76.2)

PASI (BSA23%), mean (s.d.) 71(5.6) 6.7(57) 8.0(9.7) 7.2(5.8) 7.3(6.0)
Nail psoriasis (MNAPSI > 0), n (%) 21(55.3)" 24 (58.5) 22(53.7) 17{(39.5} 28(66.7)

mNAPSI, mean (s.d.)* 15.2(15.7) 16.0(17.2) 1.5 (11.2) 14.4 (12.9) 10.5(9.7)
Presence of enthesitis (LEI>0), n (%) 14 (35.9)° 14(341) 16 (39.0) 11(25.6) 10(23.8)

LEl score, mean (s.d.)° 19(1.3) 29(1.8) 29(1.9) 27(1.5) 1.6(0.7)
Presence of dactylitis, n (%) 5(12.8) 4(9.8) 5(12.2) 5(1.6) 5(11.9)

LDl score, mean (s.d.)° 327(19.4) 238.8(266.9) 21.3(6.4) 20.8(137) 62.9(487)
PsAID-12 score, mean (s.d.) 3917 4.3(2.0) 46(1.8) 398(2.0) 45(17)
PGA score, mean (s.d.) 60.1(24.3)° 62.5(24.0) 60.1(20.3) 56.3(19.2) 63.3(20.3)
PtAAP score, mean (s.d.) 55.8(23.6)" 59.8(26.2) 60.1(20.0) 54.8(21.1) 58.0 (22.5)
DAPSA score, mean (s.d.) 379 (16.8)" 41.5(20.5) 38.5(19.6) 37.8(16.8) 38.9(20.8)
hs-CRP (mgl™), mean (s.d.) 6.0 (6.0)" 6.3(11.6) 4.7(8.5) 59(6.7) 6.5(8.3)
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Part A (week 12) ) Part B (week 24)
PBO controlled ) PBO crossover

[EIJ 9/3 Ezlzﬁlﬂ I,E\ E ] 007 **(P = 0,003)

2= g ***(P < 0.001)
E’% 83.3
AL = E % 60 P = 0.009) r ADA
« PASI90/ZETHOSLKOH= o §
RSN e 4 50.0
TPBOL K L CTHEEHY 27
o < |
(OR 25.8, 8.3) =
o 1 1
- ~ L - + PASI 90
¢ — *L b O) ﬁ(\jj % Li 24\/\/ i T %& j:-\_-]- PBO(n=26) ' PBO to SLK120-mg NI (n = 24) SLK 60-mg NI (n=32) M SLK 60-mg WI (n = 26)
B SLK 120-mg Wi (n = 27) ADA ref (n = 32)
P Part A | Part B
PHO (n « 40)
« MDAIZ, SLKEEIZ12wTPBO & @ s o Minimal disease activity
N N = B0 | e LK 120-mg WI (1 = 43)
ST % CER(SLK 60 mg WI WS .
43.9%, PBOTZOO%, P = 0022) LR SLK 60mg WI 2 S
o .y 512 SLK 120mg
ol 43.9 46.3
é 40 4 a5.2
MDA: TJC68<1,SJC66 <1, PASI<1 or psoriasis affecting & 2. - ’ il
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[PRO]

Placebo (week 12 only)?

Activities
Social Anxiety
= | — S \‘ i
. PSAID-12X a7 3B EICHE(RANCIT AP HE
JON V— /., N V= (== y
—_ Ry / oA 2 . il
=T ~ . P I, ) .
- HAQ-DIlFE= = L R S L
Q BN= /K o,
Shame ' e - Discomfort
Week 12 : Week 24 i »”
SLK SLK SLK SLK SLK SLK . i
60mg NI 60mg Wi 120mg Wi Ar?f;;' 60mg NI 60mg WI 120mg Wi A’?f";' Pain Fatigue
n=41 n=41 n=43 = n=41 n=4a n=43 ) Function
PsAID-12
LSM change from baseline (s.e.) -1.3(02) -2.5(02) -2.3(0.2) —22(02) —2.2(02) z = = - B a
P-value*® - <0.001 0.001 0.002 - - - - - SLK 120 mg Wi
Change from baseline, - - - -29(1.9) -2.9(1.9) -2.5(1.8) -2.9(1.9) S
mean (s.d.; LOCF imputation)® Activities
PtAAP Social Anxiety
LSM change from baseline (s.e.) -18.8(3.4) -30.4 (3.3) -30.9(3.3) -30.1(32) -295(3.2) - 5 S 5
P-valug** - 0.01 0.008 0.012 - - - s = s
Change from baseline, ) - | . —400(258)  -36.8(273)  -36.2(227)  -34.6(25.0) Sleep 7 X Coping
mean (s.d.; LOCF imputation)® ; .
” & -,
PGA ;- R
LSM change from baseline (s.e.) -18.7(3.3) -319(3.2) -28.0(3.2) -27.8(3.1) -292(3.2) - - - - Skin ./ °/. Depr ession
P-value*® - 0.003 0.034 0.038 - - - s % ~ - "o N
Change from baseline, - - - - - -39.7 (23.5) -32.7 (26.2) -35.0 (22.9) -35.8 (22.4) : A
mean (s.d.: LOCF imputation)* ’ 2 o Vage 7
HAQ-DI Shame | o=~ Discomfort
LSM change from baseline (s.e.) -0.35 (0.07) -049(0.06)  -0.38(0.06) -046(0.06)  -0.51(0.06) B 3 s - o
P-value*® - 0.098 0.678 0.202 - = - - : )
Change from baseline, - - - - - -0.60 (0.46) -0.47 (0.48) -0.57 (0.49) -0.54 (0.55) Pain Fa(ig ue

mean (s.d.; LOCF imputation)®

Function
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Patients with events, n (%) Part A (weeks 0-12) Parts A and B (weeks 0-24)
PBO,n=39 SLK60-mg SLK60-mg SLK120-mg ADAref, SLK60mg, SLK120mg, ADAref,n=47
NI, n=41 Wi, n=41 WI, n=43 n=42 n=82 n=97
Any TEAE 15(38.5) 12(29.3) 14 (34.) 17 (39.5) 15(35.7) 37(45.) 57(58.8) 22(46.8)
Any serious TEAE 0 0 1(2.4) 0 0 1(1.2)° 4(41) 0
Any TEAE leading to treatment 0 0 0 1(2.3)° 0 0 6(6.2)° 0
discontinuation
Fatal TEAE 0 0 0 0 0 0 (6] 0
Most frequent TEAEs®
Nasopharyngitis 1(2.6) 0 1(2.4) 0 3(77) 5(6.1) 5(5.2) 4(8.5)
URTI 1(2.6) 3(7.3) 2(4.9) 1(2.3) 1(2.4) 5(6.1) 4(4.0) 2(4.3)
Injection-site erythema 0 0 2(4.9) 3(7.0) 1(2.4) 3(3.7) 3(3.) 1(21)
Headache 0 0 1(2.4) 2(4.7) 1(2.4) 2(2.4) 4(40) 1(20)
AEs of special interest
IBD 0 0 0 0 0 0] 0] 0]
Diarrhea 0 0 1(2.4) 0 1(2.4) 1(1.2) 2(23) 1(27)
Candidiasis 0 1(2.4) 1(2.4) 0 0 2(2.4) 2(20) 0
Oral candidiasis 0 1(2.4) 1(2.4) 0 0 2(2.4) 2(21) 0
Other AEs of interest
Serious hypersensitivity 0 0 0 0 0 0 0 0
Serious infection 0 0 1(2.4) 0 0 101.2¢ 1(1.0y° 0
MACE 0 0 0 0 0 0 0
Liver ALT/AST >3x ULN 0 0 0] 0 1(2.4) 0 0 0
Depression (or suicidal ideation) 0O 0 0 0 0 0 0 (0]
SIB 0 0 0 0 0 0] 0] 0
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