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Spondyloarthritis

Psoriatic Arthritis

SpA: Overlapping entities

AS  Ankylosing spondylitis
PsA Psoriatic arthritis
USpA Undifferentiated SpA
ReA Reactive arthritis

SIBD SpA pe IBD

>

AN



The Prevalence of EMMs and MSK Manifestations Varies Across SpA
Subtypes, Yet There Are Many Overlapping Clinical Features!?

5| PSORIASIS

1| UVEITIS
axSpA*2 PsAT™3 axSpA1>16 PsAl/
30—40% 7-18% ~10-27% 92%
2|IBD
axSpA?2 PsA%>
5-10% 0.5-4%
3| PERIPHERAL ARTHRITIS 6 | DACTYLITIS
axSpA® PsA7-11 axSpA20 PsA21
36% Up to 100% ~6% 16—-48%
4| ENTHESITIS 7 | NAIL DISEASE
axSpA12 PsAl3 14 axSpA PsA2?
~25% 35-57% - Up to 80%

1. McGonagle DG, et al. Ann Rheum Dis. 2019;78(9):1167-1178. 2. Taurog JD, et al. N Engl J Med. 2016;374(26):2563-2574. 3. Chen H and Chou C. Curr Rheumatol Rev. 2008;4:111-114. 4. Williamson L, et

al. J Rheumatol. 2004;31(7):1469-1470. 5. Lopez-Medina C, et al. RMD Open. 2021;7(1):€001450. 6. Lopez-Medina C, et al. Arthritis Res Ther. 2019;21(1):139. 7. Moll JMH and Wright V. Semin Arthritis

Rheum. 1973;3(1):55-78. 8. Torre Alonso JC, et al. Br J Rheumatol. 1991;30(4):245-250. 9. Helliwell PS and Taylor WJ. Ann Rheum Dis. 2005;64(Suppl 1I):ii3—ii8. 10. Gladman DD. Ann Rheum Dis.
*Data for acute anterior uveitis.2 2006;65(Suppl 3):iii22-iii24. 11. Acosta Felquer ML and FitzGerald O. Clin Exp Rheumatol. 2015;33(Suppl 93):526-530. 12. Mease PJ, et al. ACR Open Rheumatol. 2020;2(7):449-456. 13. D’Agostino MA, et al.
D f - . " Arthritis Rheum. 2003;48(2):523-533. 14. Kaeley GS, et al. Semin Arthritis Rheum. 2018;48(1):35—43. 15. Navarro-Compan V, et al. Ann Rheum Dis. 2021;80(12):1511-1521. 16. Lucasson F, et al. RMD Open.
ata for anterior/posterior 2022;8:€001986. 17. Kane D, et al. Rheumatology (Oxford). 2003;42(12):1460-1468. 18. van den Berg R, et al. Rheumatology (Oxford). 2013;52(8):1492-1499. 19. Battistone MJ, et al. Skeletal Radiol.
uveitis.3 *Sacroiliitis on MRL.18 1999;28(4):196-201. 20. de Winter JJ, et al. Arthritis Res Ther. 2016;18(1):196. 21. Helliwell PS, et al. J Rheumatol. 2005;32(9):1745-1750. 22. Sobolewski P, et al. Reumatologia. 2017;55(3):131-135.



Patients With SpA Have Many Overlapping Comorbidities

OSTEOARTHRITIS
PsAl
22%
CvD

axSpA23 PsA34

1-12% ~8-19%

STEOPOROSIS
axSpA>6 PsA’:8

12-50% ~12-27%

HS
axSpA?

9%

Prevalence of Comorbidities

FIBROMYALGIA

axSpAl®  PsAttiz Many of these clinical features are exacerbated by chronic
16% 34—53% inflammation associated with SpA pathobiology?> 13
OBESITY
axSpAL3 PA 14,15 Patients with SpA who have multiple comorbidities tend
to have higher disease activity; >50% of patients with PsA
14% 28—-33% have at least one comorbidity, with up to 40% having more

than three3.1°

DEPRESSION/ANXIETY

axSpA31617  PsA3.18
Due to the interplay between comorbidities and disease activity
_— 0, - 0, 4
11-38% 12-29% it is crucial to manage comorbidities

effectively to optimise treatment outcomes?12.1>

1. Charlton RA, et al. J Rheumatol. 2021;48(6):841-846. 2. Durudz MT, et al. Rheumatol Int. 2024;44(4):631-642. 3. Bosch P, et al. Best Pract Res Clin Rheumatol.
2023;37(3):101857. 4. Husted JA, et al. J Rheumatol. 2013;40(8):1349-1356. 5. Molté A and Nikiphorou E. Front Med (Lausanne). 2018;5:62. 6. Ramirez J, et al. Semin Arthritis
Rheum. 2018;48(1):44-52. 7. Martinez-Vidal MP, et al. Reumatol Clin (Engl Ed). 2024;20(1):8-13. 8. Takami K, et al. Mod Rheumatol. 2024;34(6):1252—1257. 9. Rondags A, et
al. Semin Arthritis Rheum. 2019;48(4):611-617. 10. Jones GT, et al. Rheumatol Int. 2020;40(10):1581-1591. 11. Ulus Y, et al. Adv Rheumatol. 2019;60(1):1. 12. Magrey MN, et
al. Arthritis. 2013;2013:762921. 13. Gufa Z, et al. Rheumatol Int. 2024;44(12):2817-2828. 14. Queiro R, et al. Medicine (Baltimore). 2019;98(28):e16400. 15. Jafri K, et al.
Arthritis Care Res (Hoboken). 2017;69(1):51-57. 16. Redeker I, et al. Arthritis Res Ther. 2020;22(1):210. 17. Reddy KN, et al. Eur J Rheumatol. 2022;9(1):8-13. 18. Zhao SS, et
al. Clin Rheumatol. 2020;39(1):217-225. 19. Karmacharya P, et al. Ther Adv Musculoskelet Dis. 2021;13:1-15.



One size fits all?

Table 1 Composite indices for PsA

Synovitis Axial Enthesitis Dractylitis Skin Fain CRP FiGA PGA Function QoL
TIC, 51C imvobvemeant

Drizease activity
DAPSA

+ + + +

CPDAI + + + + + +
PASDAS + + + + + + +
GRACE/AMDF  + + + + +
PsARC + + +

PsAJAI + + + + + +
MDA/VLDA + + + + + +

P=A, psoriatc arthritis; 770, Tender Joint Count; 8/C, Swollen Joint Count; CRP, C-reactive protein; PrizA, Patient Global Assessment; PGA,
Fhysician Global Assessment: (el quality of life; DAPSA, Disease Activity for Psoriatic Arthritis; PsARC, Psoriatic Arthritis Response Crile-
rid; PrAJAL, Psoriatic Arthritis Joint Activity Index; GRACE, Group for Research and Assessment of Fsoriasis and Psoriatic Arthritis Composite

Exercise; AMDF, Arithmetic Mean of Desirability Function: PASDAS, Psoriatic Arthritis Disease Activity Score; CPDAS, Composite Psoriatic
Dizease Activity Index; MDA, minimal disease activity; VDA, very low disease activity

Gialouri et al. Clin Rheum 2021



> SJC =1 “
SJC <
TJC <1 “
e PtGA VAS =20 mm
DAPSA? Patient pain VAS pain (£15 mm)
HAQ score <0.5
PIGA
Tender entheseal points <1 <«
CRP

— PASI <1 or BSA <3 “




Treatment Recommendations Set Control of Inflammation
as a Primary Goal...

...1N PSA

GOAL
EULAR 2023 Recommendations

Abrogation of inflammation is important to achieve
treatment goals!

Remission should be seen as an “abrogation of
inflammation” as the most favourable outcomes are
achieved when inflammation is fully controlled!.2

TARGET
MDA, VLDA and DAPSA LDA/REM disease activity

scores are recommended as valid targets for low
disease activity/remission in clinical trials or clinical
practice3-8

-..In axSpA

GOAL

ASAS-EULAR 2022 Recommendations

Emphasise control of inflammation as one important
treatment goal®

TARGET
ASDAS LDA and ASDAS ID are appropriate targets

for low disease activity/remission in clinical trials or
clinical practice®

1. Gossec L, et al. Ann Rheum Dis. 2024;83(6):706—719. 2. McInnes IB and Gravallese EM. Nat Rev Immunol.
2021;21(10):680-686. 3. Smolen JS, et al. Clin Exp Rheumatol. 2015;33(5 Suppl 93):548-S50. 4. Coates LC, et al.
RMD Open. 2019;5(2):e001002. 5. Gossec L, et al. J Rheumatol. 2018;45(1):6—13. 6. Wervers K, et al. Arthritis Care
Res (Hoboken). 2018;70(12):1764-1770. 7. Aletaha D, et al. Ann Rheum Dis. 2017;76(2):418-421.

8. Schoels MM, et al. Ann Rheum Dis. 2016;75(5):811-818. 9. Ramiro S, et al. Ann Rheum Dis. 2023;82(1):19-34.



Window of opportunity: the earlier, the better?

Probability of achieving MDA

A
0.6
All new PsA in the Dutch cohort 0.0
The total delay
*short (<12 weeks)
*intermediate (12 weeks to 1 year)
C

*long (>1 year)

T T T
6 12 18 24
time (months)

Swollen joints

36

T**

- <12weeks delay -+ 12 weeks - 1yeardelay -+ >1 yeardelay

I I I
12 18 24
time (months)

36

B Probability of achieving DAPSA remission

* %k

0.54
0.4+
0.3 *
0.2+
0.1+
0.0-— T T T T T
0 6 12 18 24 36
time (months)
D Tender joints
s_
6.—
o )
4 I '[ J I*
{ N1

I I I I
0 6 12 18 24 36
time (months)

Snoek Henkemans SV et al, RMD Open 2024



Treatment - the major players
tsDMARDs & Biologics

Kinase Inhibitors

IL-12/1L-23 Inhibitors Tofacit_ir_lip
Ustekinumab Upadacitinib
Guselkumab

TNF Inhibitors
Adalimumab
Certolizumab

Golimumab o
Risankizumab PDE4 Inhibitors
Etapgrcept Apremilast
Infliximab -
IL-17A Inhibitors IL-17RA Inhibitors
. , o Ixekizumab Brodalumab
Co-stimulation Inhibitor Secukinumab
Abatacept Bimekl'zumab
®
o 3 :
ﬁ '
Th17 cells
T cell
o oalle IL-17A
Activated Innate Target cell

dendritic cell

Nestle F et al. N Engl J Med. 2009
Kopf M et al. Nat Rev Drug Discov. 2010
Garber K. Nat Biotechnol. 2011
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Psoriatic arthritis

Prevalence, outcomes, and predictive factors: a
systematic literature review to inform the
development of EULAR Points to Consider for the
definition of Difficult-to-Manage and Treatment-
Refractory psoriatic arthritis

Stephanie R. Harrison® '-*, George E. Fragoulis®, Xabier Michelena”,

Cristina Macia-Villa®, Louise Falzon®, Stefan Siebert”, Helena Marzo-Ortega’,
Alexandre Sepriano™”, Pedro M. Machado® %' 1%

Table 2
Summary of the prevalence of D2M/TR psoriatic arthritis in real-world studies

Criteria used to define D2M/TR
Failed 1 b/tsDMARDs Persistent disease activity Increased disease activity
despite 2 b/tsDMARDs
Treatment-naive Treatment-IR
Number of studies (number of abstracts included) 8 (0) 52(3) 15(2) 7(2)
Prospective/retrospective (%) 25/75 27/73 40/60 14/86
RoB % 13/62/25 48/42/10 33/60/7 43/57/0
(low/moderate,/high)
Prevalence (range) mo: 1%-22% 6 mo: 57%-97% (did not achieve 89:-34%°

6 mo: 2%-51

24 mo: 27%-80%

DAPSA remission)
12 mo: 57%-70% did not achieve MDA,
90% did not achieve VLDA

b/tsDMARDs, biologic/targeted synthetic disease-modifying antitheumatic drugs; DAPSA, disease activity psoriatic arthritis; D2T, difficult-to-treat; D2M, difficult-

to-manage; TR, treatment-refractory; IR, inadequate responders; MDA, minimal disease activity; RoB, risk of bias; VLDA, very low disease activity.

? In studies with low risk of bias.

Proprietary and Confidential Property of UCB



Bimekizumab Achieved ACR50 in ~50% of Patients, Irrespective
of Previous Treatment, Sustained From 1 to 3 Years

bDMARD-naive patients?

BKZ 160 mg Q4W Total' (n=712)
(PBO/BKZ + BKZ)

100 -
Week 52 Week 52 —» Week 160
80 -
[VAL 63,2 650
o) 60,7 ’ e S
§6o - [L\J/I?]L uE O---==O-====O===uep-=m" R i
9 ’—0—0\.—0—0\.___.___._.
S 56,1 55,0 53,2
3 40 A
(a
20
—8— mMNRI O OC
0 n r T T T T T T T T 1
PBO/BKZ BKZ 2 64 76 88 100 112 124 136 148 160
OC n/N: 149/252 234/379 Weeks
mNRI N: 281 431
Year 1 Year 2 Year 3
BKZ Total
(0C), n/N 383/631 364/576 341/525

Modified non-responder imputation; observed case. Randomised set.!2 Long-term data are highlighted to emphasise the sustained response. The filled portion of the bar indicates mNRI data and the unfilled portion indicates
OC data. mNRI considered all visits following discontinuation due to adverse events or lack of efficacy as non-response.2 Data from BE OPTIMAL + OLE (bDMARD-naive patients) and BE COMPLETE + OLE (TNFi-IR patients).}2 BE OPTIMAL:
Year 2 data are reported to Week 104 and Year 3 data are reported to Week 160; BE COMPLETE: Year 2 data are reported to Week 100 and Year 3 data are reported to Week 156.12 TBKZ Total group includes BKZ-randomised patients and

PBO patients that switched to BKZ at Week 16.12

TNFi-IR patients?

BKZ 160 mg Q4W Total’ (n=400)
(PBO/BKZ + BKZ)

100 ~
Week 52 Week 52 —> Week 156
80 A
68,4
63,8 o0
60 - [VAL 1 . -O"’O\~~\O ””” o T O_"‘--O"/
[VAL ©
UE] 54,2 55,2
50,4
40 -
20 A
—&— mNRI --O- OC
0 T r T T T T T T T T 1
PBO/BKZ BKZ 52 64 76 88 100 112 124 136 148 160
OCn/N: 54/111 138/231 Weeks
mNRI N: 133 267
Year 1 Year 2 Year 3
BKZ Total
192/342 199/312 199/291
(OC)I n/N / / 1. Adapted from{Eossec L,

et al. Ann Rheum Dis.
2025;84(Suppl 1):1337.
2. Adapted from McInnes
IB, et al. Ann Rheum Dis.
2025;84(Suppl 1):400.



Bimekizumab Achieved MDA in ~50% of Patients, Irrespective
of Previous Treatment, Sustained From 1 to 3 Years

bDMARD-naive patients?

BKZ 160 mg Q4W Total' (n=712)
(PBO/BKZ + BKZ)

TNFi-IR patients?

BKZ 160 mg Q4W Total’ (n=400)

(PBO/BKZ + BKZ)

100 - 100 -
Week 52 Week 52 —» Week 160 Week 52 Week 52 —> Week 156
80 - 80 -
[VAL 63,1 64,3
~~ [VAL 61,2 o Ommme=Ommmm o . 60,8
é 60 UE] = 0----- o= o 0-=0==--0--u0----- o----0 60 - AL 57,?> _____ A o-----0--0
" w 488 -0 "
[= 56,7 55,0 o
> , - [VA]L 8,6 48,8
— UE 48, r
E 40 A 40 43,9
20 A 20 A
—®— MmNRI --O-- OC —®— mNRI --O-- OC
0 = r T T T T T T T T 1 0 = r T T T T T T T T 1
PBO/BKZ BKZ 52 64 76 88 100 112 124 136 148 160 PBO/BKZ BKZ 52 64 76 88 100 112 124 136 148 160
OC n/N: 151/253 236/379 Weeks OCn/N: 44/112 124/232 Weeks
mNRI N: 281 431 mNRI N: 133 267
Year 1 Year 2 Year 3 Year 1 Year 2 Year 3
BKZ Total BKZ Total
387/632 366/580 338/526 168/344 182/315 178/293
(OC)I n/N / / / (OC)I n/N / / 1. Adapted from Gcésec L, et

al. Ann Rheum Dis.
2025;84(Suppl 1):1337.

Modified non-responder imputation; observed case. Randomised set.!2 Long-term data are highlighted to emphasise the sustained response. The filled portion of the bar indicates mNRI data and the unfilled portion indicates, adapted from Mcinnes IB, et

OC data. mNRI considered all visits following discontinuation due to adverse events or lack of efficacy as non-response.’2 Data from BE OPTIMAL + OLE (bDMARD-naive patients) and BE COMPLETE + OLE (TNFi-IR patients).12 BE OPTIMAL:
Year 2 data are reported to Week 104 and Year 3 data are reported to Week 160; BE COMPLETE: Year 2 data are reported to Week 100 and Year 3 data are reported to Week 156.12 'BKZ Total group includes BKZ-randomised patients and

PBO patients that switched to BKZ at Week 16.12

al. Ann Rheum Dis.
2025;84(Suppl 1):400.



59.6%—-59.9% had Complete Resolution of Enthesitis at Year 3 (mNRI)

-0= PBO/BKZ 160 mg Q4W -8~ BKZ 160 mg Q4W -8 BKZ 160 mg Q4W Total? - mNRI
-0- OC
BE OPTIMAL (bDMARD-naive) BE COMPLETE (TNFi-IR)
100 . . 100 -
80 - 80 -
R 60 £ 60
2 . 8
[ ! c .
2 I 2 . :
& 407 | I & 407 : I
I I I I
| | | |
| | |
204 | 2091 |
| | | |
BKZ Total (PBO/BKZ + BKZ)® BKZ Total (PBO/BKZ + BKZ)*
O’IlliIIIIIIIIiIIIIIIIIIIIIIIIIIIIIIIIIIII O"IIIiIIIIIIIIiIIIIIIIIIIIIIIIIIIIIIIIIIII
16 52 104 160 16 52 100 156
Week Week
OC,N: BL Year 1 Year 2 Year 3 BL Year 1 Year 2 Year 3
PBO/BKZ 70 62 36 29
BKZ 143 123 106 88
BKZ Total 213 185 179 157 142 117 108 102

Merola JF, et al. ACR 2025. Poster 2365.

Randomized set, in patients with enthesitis at baseline (LEI >0). All patients randomized to PBO received BKZ 160 mg Q4W from Week 16 in BE OPTIMAL and BE COMPLETE (PBO/BKZ).

Data reported to 3 years (Week 160 in BE OPTIMAL and Week 156 in BE COMPLETE). BL N numbers refer to the full population size; N numbers for Years 1, 2, and 3 refer to the number of patients with
observations at the respective time point. 28BKZ 160 mg Q4W Total includes patients originally randomized to PBO up to Week 16. bDMARD: biologic disease-modifying antirheumatic drug; BKZ: bimekizumab;
BL: baseline; LEI: Leeds Enthesitis Index; mNRI: modified non-responder imputation; OC: observed case; PBO: placebo; Q4W: every 4 weeks;

TNFI-IR: prior inadequate response or intolerance to tumor necrosis factor inhibitors.



66.3%—70.8% had Complete Resolution of Dactylitis at Year 3 (NRI)

== PBO/BKZ 160 mg Q4W -0- BKZ 160 mg Q4W - BKZ 160 mg Q4W Total® == NRI
-O0- OC
BE OPTIMAL (bDMARD-naive) BE COMPLETE (TNFi-IR)
100 | 93.2 95.0
A Jo--o-F P
o /. Op-go° 94.4
|
807 85.4
| |
—_ I — | I 70.8
§ I § 60 I I
9 . : I : :
c | 1 [ | 1
9 ! ! o | |
) | | ) |
& 409 | | & 409/ |
| I | I
| | | |
o I 20 - | I
| | | |
| | | |
: | BKZ Total (PBO/BKZ + BKZ)? | | BKZ Total (PBO/BKZ + BKZ)?
| | | |
O$IIIiIIIIIIIIiIIIIIIIIIIIIIIIIIIIIIIIIIII O_’IlliIIIIIIIIiIIIIIIIIIIIIIIIIIIIIIIIIIII
16 52 104 160 16 52 100 156
Week Week
OC, N: BL Yearl Year 2 Year 3 BL Year 1 Year 2 Year 3
PBO/BKZ 33 29 14 13
BKZ 56 51 34 31
BKZ Total 89 80 74 61 48 44 40 36

Merola JF, et al. ACR 2025. Poster 2365.

Randomized set, in patients with dactylitis at baseline (LDI >0). All patients randomized to PBO received BKZ 160 mg Q4W from Week 16 in BE OPTIMAL and BE COMPLETE (PBO/BKZ).

Data reported to 3 years (Week 160 in BE OPTIMAL and Week 156 in BE COMPLETE). BL N numbers refer to the full population size; N numbers for Years 1, 2, and 3 refer to the number of patients with
observations at the respective time point. 28BKZ 160 mg Q4W Total includes patients originally randomized to PBO up to Week 16. bDMARD: biologic disease-modifying antirheumatic drug; BKZ: bimekizumab;
BL: baseline; LDI: Leeds Dactylitis Index; NRI: non-responder imputation; OC: observed case; PBO: placebo; Q4W: every 4 weeks;

TNFI-IR: prior inadequate response or intolerance to tumor necrosis factor inhibitors.



61.9%—-67.5% had Complete Resolution of Skin Psoriasis at Year 3 (mNRI)

-0~ PBO/BKZ 160 mg Q4W -8~ BKZ 160 mg Q4W - BKZ 160 mg Q4W Total® & mNRI
-0- OC
BE OPTIMAL (bDMARD-naive) BE COMPLETE (TNFi-IR)
1004 ; 1004 |
| | | |
I I I : 29.3 82.5
80 : 70.0 71.2 74.2 80 | 7:";8 .g-o--o--0o.___-0--0- -0-0
| | -‘D-... - = - = | -
| ..-_-E—":"'D ~grB-U-o-0--0 | e
| |
® 604 - X 604 g 67.5
) : " 61.9 ) L
£ i 5 |
[ | [}] |
2 | 2 |
S 40 : S 40+ :
I I
20 | 20 |
| |
i BKZ Total (PBO/BKZ + BKZ)? i BKZ Total (PBO/BKZ + BKZ)?
0 I T I O O 0 A
16 52 104 160 16 52 100 156
Week Week
OC,N: BL Year 1 Year 2 Year 3 BL Year 1 Year 2 Year 3
PBO/BKZ 140 129 88 73
BKZ 217 188 176 156
BKZ Total 357 317 299 275 264 229 213 200

Merola JF, et al. ACR 2025. Poster 2365.

Randomized set, in patients with >3% body surface area affected by psoriasis at baseline. All patients randomized to PBO received BKZ 160 mg Q4W from Week 16 in BE OPTIMAL and BE COMPLETE
(PBO/BKZ). Data reported to 3 years (Week 160 in BE OPTIMAL and Week 156 in BE COMPLETE). BL N numbers refer to the full population size; N numbers for Years 1, 2, and 3 refer to the number of patients
with observations at the respective time point. 2BKZ 160 mg Q4W Total includes patients originally randomized to PBO up to Week 16.

bDMARD: biologic disease-modifying antirheumatic drug; BKZ: bimekizumab; BL: baseline; mNRI: modified non-responder imputation; OC: observed case; PASI: Psoriasis Area and Severity Index; PASI100:
100% improvement from baseline in PASI; PBO: placebo; Q4W: every 4 weeks; TNFi-IR: prior inadequate response or intolerance to tumor necrosis factor inhibitors.



65.6%—67.1% had Complete Resolution of Nail Psoriasis at
Year 3 (mNRI)

Complete resolution (mMNAPSI=0; mNRI, OC)

-o- PBO/BKZ 160 mg Q4W -~ BKZ 160 mgQ4W - BKZ 160 mg Q4W Total® - mNRI
-0- OC
BE OPTIMAL (bDMARD-naive) BE COMPLETE (TNFi-IR)
100 ; ; 100 ; ;
| | | |
: ! 80.5 | : 80.5
| O- . 78.2 | | 767 0.
804 73-°'n_u_ﬂ.-—n o-T-o.. 80 72.3 oige-p--O--0°" O
| | -
g 60 - : 65.6 g 60 - : .:’ o 67.1
2 I / | v | 7/61.0
c | | [ | |
KT ! ' g '
5 40 i 5 40- i
I I
| |
| |
20 . : 20 |
| | |
| | BKZ Total (PBO/BKZ + BKZ)® | | BKZ Total (PBO/BKZ + BKZ)®
0 IIIiIIIIIIIIiIIIIIIIIIIIIIIIIIIIIIIIIIII 0 iIIIIIIIIiIIIIIIIIIIIIIIIIIIIIIIIIIII
16 52 104 160 16 52 100 156
Week Week
OC, N: BL Year 1 Year 2 Year 3 BL Year 1l Year 2 Year 3
PBO/BKZ 156 143 83 75
BKZ 244 224 159 145
BKZ Total 400 370 339 312 242 220 202 190

Merola JF, et al. ACR 2025. Poster 2365.

Randomized set, in patients with nail psoriasis at baseline (mMNAPSI >0). All patients randomized to PBO received BKZ 160 mg Q4W from Week 16 in BE OPTIMAL and BE COMPLETE (PBO/BKZ). Data reported to 3 years (Week 160 in BE
OPTIMAL and Week 156 in BE COMPLETE). BL N numbers refer to the full population size; N numbers for Years 1, 2, and 3 refer to the number of patients with observations at the respective time point. 28BKZ 160 mg Q4W Total includes
patients originally randomized to PBO up to Week 16. bDMARD: biologic disease-modifying antirheumatic drug; BKZ: bimekizumab; BL: baseline; mNAPSI: Modified Nail Psoriasis Severity Index; mNRI: modified non-responder
imputation; OC: observed case; PBO: placebo;

Q4W: every 4 weeks; TNFI-IR: prior inadequate response or intolerance to tumor necrosis factor inhibitors.



Bimekizumab Achieved ASAS40 In Over Half of Patients at
1 Year, Which was Sustained Up to 3 Years Across the
axSpA Spectrum

100 - Main treatment period Open-label treatment period 100 - Main treatment period Open-label treatment period
65,19 66.2% = 70.3% o e 67.3%  70.0%
80 - a 42'/21"8) (129/195) (123/175) 80 4 (205/298) (183/272) (173/247)
A4 _-A L AAAh |k Ao
~—~ --AA 7 TTok-----oooT A--F------a == M/*
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g
%) 64.3%
6 59.9% 59.4% 60.4% 60.7% 60.1%
S 40
)
o
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O T T T 1 0 T T T 1
16 52 104 164 16 52 104 164
Year 1 Year 2 Year 3 Year 1 Year 2 Year 3
Weeks Weeks
—@——0— PBO/BKZ 160 mg —@— BKZ 160 mg —fe— Any BKZ 160 mg —@— —@— PBO/BKZ 160 mg —@— BKZ 160 mg === Any BKZ 160 mg
Q4W (n=126) Q4W (n=128) Q4W' (n=254) Q4W (n=111) Q4W (n=221) Q4W' (n=332)
Modified non-responder imputation and observed case. Randomised sets. Long-term data are highlighted to emphasise the sustained response. Data from BE MOBILE 1
+ BE MOVING OLE (nr-axSpA) and BE MOBILE 2 + BE MOVING OLE (r-axSpA/AS). mNRI considered all visits following discontinuation due to adverse events or lack of efficacy as non- Adapted from Baraliakos X, et al.
response; all other missing data were imputed with MI and the response derived from the imputed values. Data labels at Week 52 are related to the Any BKZ group. Includes patients EULAR 2025. Poster POS0788.

originally randomised to placebo; all patients were treated with BKZ 160 mg Q4W from Week 16.



Pivotal Phase 3 study design
Active comparator studies!?

BE VIVID§ BE SURE§

Initial treatment Initial treatment

Co-primary endpoints Co-primary endpoints

PASI 90 and IGA 0/1 PASI 90 and IGA 0/1

I
|
[ : ' [ 8 Screenin : Maintenance period
Screening period Maintenance period : g period p
|
|
R Placebo Bimekizumab 320 mg Q4W : e Bimekizumab 320 mg Q4W
: | T
:
N=567: : N=478 : ) .
: : : I : Bimekizuma : :
I PETTPPITTS » S EEECEEEIPEED
Q i Bimekizumab 320 mg Q4W : Q “iier] 320 mg Qaw Bimekizumab 320 mg Q8W
: :
|
: I
: | 0
: : Adalimumab 40 mg : :
L. *
e Ustekinumab 45/90 mg Q12W | e, Q2w Bimekizumab 320 mg Q4W
I
. .............. . ...... @ununun @uunun @uunumn @uunun @uunnn @nunnn @ nunun @unnmnn @ununn @uunnn @uunnn @ nunnn ® : .. ............. . ...... @uunun @ nunun @unnnnm @nunnn @uunnn @uunnn @ nunnn @usnnnn @uunnn @uunun @uunnn @ uunumn @nnnn o
-~ 4 8 12 16 20 24 28 32 36 40 44 48 521 -~ 4 8 12 16 20 24 28 32 36 40 44 48 52 56
weeks | weeks
:
|
:

*Ustekinumab was dosed per label, with loading doses at Weeks 0 and 4, and weight-based dosing such that patients with weight <100 kg received 45 mg doses, whereas patients with body weight >100 kg received 90 mg doses. *All adalimumab patients
received 80 mg at Week 0, 40 mg at Week 1 then 40 mg Q2W until Week 24, when they were all switched to bimekizumab. IGA, Investigators Global Assessment; PASI 90, >90% improvement from baseline in Psoriasis Area and Severity Index; Q2W, every 2
weeks; Q4W, every 4 weeks, Q8W, every 8 weeks; Q12W, every 12 weeks; R, randomisation. Figures adapted from references 1 and 2. 1. Reich K, et al. Lancet. 2021;397:487-98. 2. Warren RB, et al. N Engl J Med. 2021;385:130—41.



BE RADIANT and BE READY study design

Active comparator and withdrawal studies!:?

BE READY % BE RADIANT Yy

|
Screening Initial treatment period Maintenance period : Screening Initial treatment period Maintenance period* OLE
I
86 |
= bl
n ....... Placebo _PASIQ()* Placebo Q4w !
5 Q4w : I
H H 1
N=435 8 ! n=147
=435 : {5 ! o - Bimekizumab 320 mg Q4W — © iod
« : 5% I n=373 | Bimekizumab | : U : HE perio
- Y I M 320 mg Q4w | : E
: o Placebo Q4W : : . . :
: : Q : : alg Bimekizumab 320 mg Q8W |—
: in=311 ; . N=743 n=215
N H>pAsiB o :
N Bimekizumab | ; Jel g Bimekizumab 320 mg Q4W : 0_
n=349 | 320 mg Q4W 4 111 " : : Safety
: : : 1 : . . : : follow-up
: : L “ Secukinumab 300 mg Q4W —=y  visit20
o Bimekizumab 320 mg Q8W : a0 9Q I
ft : last d
: gt" :Relapse (<PASI 75) at Week 20 or later : o fose
iV : I
= I
: 12-week escape arm: bimekizumab 320 mg |
........ Q4w :
@ :irirnnnans @ 00 i@iii@rrrnnnnnnnnns @nunnn * @unnnn PO @ununn Y- P @ruuns e ° : @i [ TECETTEEEY SEREL 3 . S ALLELE [ EEELE @unnnn L AL @rrumnn @ruunn @uruas @uarssnsnnnnn /%..--..
Ihweeks L8 1 MW 2 B 3 3B/ 4 44 4 52 56 | Fraeks 48 @ B w0 B X3 M MM I
|
Co-primary endpaints 1 Primary endpoint: PASI 00 at
PASI 80 and IGA 0/1 ! Week B

*BE RADIANT: At Week 16, patients receiving bimekizumab Q4W were re-randomised 1:2 to receive either bimekizumab 320 mg Q4W or Q8W to Week 48. The Q8W maintenance regimen was added via protocol amendment, with the first re-randomisation ~7
months after the trial began, after 82 patients completed Week 16. "QW to Week 4, Q4W thereafter. IGA, Investigators Global Assessment; OLE, open-label extension; PASI 75/90/100, >75/>90/100% improvement from baseline in Psoriasis Area and Severity
Index; QW, once weekly; Q4W, every 4 weeks; Q8W, every 8 weeks; R, randomisation. Figures adapted from references 1 and 2. 1. Reich K, et al. N Engl J Med. 2021;385:142-52. 2. Gordon KB, et al. Lancet. 2021;397:475-86.



BKZ consistently demonstrated high levels of complete skin clearance across

studies (NRI)

PASI 100 at Week 16 shows % patients who are ‘clear’

BE VIVID?! BE READY? BE SURE3

100

100

100

80

80 682 80

60,8

a8,b

PASI 100 response, % patients

0 4 8 12 16 012 4 8 12 16
Weeks Weeks Weeks
—¥- Placebo; n=83 —%- Placebo; n=86 - BKZ 320 mg Q4W; n=319
—8- BKZ 320 mg Q4W; n=321 —8- BKZ 320 mg Q4W; n=349 —- Adalimumab; n=159

—- Ustekinumab; n=163

All comparisons (in all trials) p<0.001 (BE VIVID: p<0.0001 BE READY: p<0.000t; p value for ustekinumab comparison is nominal)

BE RADIANT#
(Primary endpoint)

61,7

012 4 8 12 16
Weeks

—®~ BKZ 320 mg Q4W; n=373
—- Secukinumab; n=370

PASI 100 through Week 16 was a ranked secondary endpoint in BE VIVID, BE READY, BE SURE. PASI 100 through Week 16 was the primary endpoint in BE RADIANT.

NRI, non-responder imputation; PASI 100, 100% improvement from baseline in Psoriasis Area and Severity Index; Q4W, every 4 weeks.

Figures adapted from references 1-4. 1. Reich K, et al. Lancet. 2021;397:487-98. 2. Gordon KB, et al. Lancet. 2021;397:475-86. 3. Warren RB, et al. N Engl J Med. 2021;385:130—41. 4. Reich K, et al. N Engl J Med. 2021;385:142-52.



BKZ demonstrated a faster onset of response vs active comparators or placebo

(NRI)

BE VIVID12

100

169

PASI 75 response, % patients

Weeks
=¥ Placebo; n=83
—o— BKZ 320 mg Q4W; n=321
- Ustekinumab; n=163

PASI 75 at Week 4* shows superior efficacy after one dose of BKZ

100

80

BE READY?

Tad

Weeks

=¥%= Placebo; n=86
—o— BKZ 320 mg Q4W; n=349

BE SURE*

100

20 76,3

O T T 1

Weeks

—e— BKZ 320 mg Q4W; n=319

—— Adalimumab; n=159

100

80

BKZ superiority: all comparisons

(in all trials) p<0.001

BE RADIANT®

7.g

Weeks

—8— BKZ 320 mg Q4W; n=373
—- Secukinumab; n=370

*PASI 75 through Week 4 was a ranked secondary endpoint in BE VIVID, BE READY, BE SURE and BE RADIANT. BKZ, bimekizumab; NRI, non-responder imputation; PASI 75, 275% improvement from baseline in Psoriasis Area and Severity Index; Q4W, every 4
weeks. Figures adapted from references 1-5. 1. Reich K, et al. Lancet 2021;397:487-98. 2. PS0009 Table 6.3.1.6.1 NRI RS. 3. Gordon KB, et al. Lancet 2021;397:475-86. 4. Warren RB, et al. N Engl J Med. 2021;385:130-41. 5. Reich K, et al. N Engl J Med.

2021;385:142-52.



Interim Adelphi Real-World Data in Patients With axSpA
Treated With Bimekizumab (1/2) axSpA

The Adelphi Real-World BKZ axSpA Plus Disease Specific Programme™ is an ongoing, cross-sectional, partially
retrospective*, multinational® real-world study to assess patients with axSpA treated with bimekizumab

DATA SOURCE m SATISFACTION CONCLUSION

Physician-Perceived* Disease Severity at

Rheumatologists (N=73) and their

. : : B Initiation and Most Recent Consultation « In real-world settings,
consulting patients with axSpA (N=325) Results stratified by bimekizumab treatment duration physician-perceived
100 - [VALUE] [VALUE] disease severity was
PATIENT DEMOGRAPHICS ﬂ - seen to improve in
80 1 WV 35 patients with axSpA
r-axSpA/AS nr-axSpA S o » It;:eatﬁfl W'thb
53% (N=171) 47% (N=154) 8 D, ven
I 4 when prescribed
IS - - 63 65 = for less than
. N 20 1 » three months
Pt 0 . . . . | | Sustained treatment
N Initiation Currently Initiation Currently Initiation Currently of three months or more
Germany Spain <3 months 3-6 months >6 months yielded the largest
40% 29% (N=77) (N=72) (N=173) improvements
(N=130) (N=95) Mild Moderate [ severe

Observed case. All patients had moderate-to-severe disease at bimekizumab initiation. Data collection began in July 2024, following a staggered approach by country, based ~ Adapted from Poddubnyy D,
on bimekizumab reimbursement, and is expected to be completed in February 2026. *Retrospective at the point of initiating the current treatment. France, Germany, Italy, et al. Ann Rheum Dis.
Spain, UK, Canada, Japan and the USA. *No clinical definition applied; Rheumatologists may have considered multiple factors when subjectively assessing a patient’s disease. 2025;84(Suppl 1):2164-2165.



Interim Adelphi Real-World Data in Patients With PsA

Treated With Bimekizumab (1/3)

PsA

The Adelphi Real-World BKZ PsA Plus Disease Specific Programme™ is an ongoing, cross-sectional, partially
retrospective, multinational™ real-world study to assess patients with PsA treated with bimekizumab

DATA SOURCE SKIN

Rheumatologists (N=72), dermatologists
(N=27) and their consulting patients
with PsA (N=342)

and Most Recent Consultation
Results stratified by bimekizumab treatment duration

SATISFACTION
Physician-Perceived Disease Severity at Initiation

100 - [VALUE]
PATIENT DEMOGRAPHICS M n H = 19
80 A 39
80% of patients (N=274) had a S 60 4
diagnosis of PSO prior to PsA 2 67
L 40 80
g 65 72 . 72
20 4
21
0 T T T T T ]
Initiation Currently Initiation Currently Initiation Currently
Germany Spain <3 months 3-6 months >6 months
35% 40% 25% (N=57) (N=59) (N=186)
(N=120) (N=137) (N=85) Mild Moderate [ severe

Observed case. All patients had moderate-to-severe disease at bimekizumab initiation. Data collection began in
July 2024, following a staggered approach by country, based on bimekizumab reimbursement, and was expected to
be completed in September 2025. *France, Germany, Italy, Spain, UK, Canada, Japan and the USA.

CONCLUSION

Physician-perceived
overall disease
severity improved in
patients with

PsA treated

with bimekizumab

These findings confirmed
the effectiveness of
bimekizumab in

PsA in routine

clinical practice

Adapted from Proft F, et al. Ann Rheum Dis.

2025;84(Suppl 1):2124-2125.



Comparison of Bimekizumab efficacy
in bDMARD—-naive versus IL-171-
experilenced patilients with
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Table 1. Cohort characteristics
Naive (n= 48) Experienced (n=78) p-value
Descriptives
Age (years) mean * S.D. 52 + 12 52 + 12 0.741
Sex (female), n (%) 30 (63) 56 (72) 0.276
Disease duration (years) 2 (7-1) 6 (12-3) 0.001
BMI (kg/cm?) 31 (35-25) 30 (33-27) 0.676
Smoking (current), n (%) 18 (38) 29 (37) 0.995
HLA B27, n (%) 2 (4) 3 (4) 0.910
Disease characteristics
Axial disease, n (%) 14 (29) 32 (41) 0.162
Dactylitis, n (%) 14 (29) 17 (22) 0.351
Enthesitis, n (%) 11 (23 38 (49) 0.004
Skin disease (psoriasis),
41 (85) 67 (86) 0.940
n (%)
Nail involvement, n (%) 16 (33) 33 (42) 0.315
Eye involvement, n (%) 1 (2) 2 (3) 0.864
Bowel disease, n (%) 0 (0) 1 (1) 0.431
Number of previous
0 2 (4-2) NA
b/tsDMARDs
Discontinuation of
] ] 5 (10) 10 (13) 0.686
bimekizumab

Values are presented as median

(03-Q1) unless otherwise

indicates statistically significant difference (p<0.05)

BMI: Body Mass Index, b/tsDMARD: biologic/target synthetic DMARD

indicated. p-value in bold

Poulia V.

et al.,

unpublished data,

2



Table 2. Comparison of Disease Activity Between time-0, month-3 and month-6 in b/tsDMARD-

naive and IL-17Ai-Experienced Patients with Psoriatic Arthritis (PsA)

: . P (0-|p (0-
b/t sDMARD-naive b (0-3) p (0-6) IL-17A1-experienced 3) 6)
) Time-3 Time-6 . Time-3 Time-6
Time-0 (n=48) Time-0 (n=79)
(n=46) (n=33) (n=65) (n=43)
TJC 4 (9-2) 0 (1-0) 0 (1-0) <0.001 <0.001 4 (10 -1) 1 (3-0) 0 (5-0) <0.001 <0.001
SJc 2 (6-1) 0 (0-0) 0 (0-0) <0.001 <0.001 2 (4-0) 0 (1-0) 0 (0-0) <0.001 <0.001
Enthesitis,
(%) 15 (31) 7 (15) 2 (6) 0.035 0.011 35 (44) 21 (32) 14 (35) 0.033 0.007
n
Dactylitis,
(%) 9 (19) 1 (2) 0 (0) 0.008 0.025 9 (11) 5 (8) 5 (12) 0.317 0.083
n
BSA 5 (10-1) 0 (1-0) 0 (0-0) <0.001 <0.001 1 (6-0) 0 (2-0) 0 (1-0) <0.001 <0.001
Nail, n
(%) 12 (25) 8 (17) 5 0.102 0.256 17 (22) 14 (22) 1 (2) 0.257 0.025
DAPSA 22 (35 -16) 8 (11-5) 5 (11 -3) <0.001 <0.001 17 (27-12) 8 (13 -2) 7 (17-3) <0.001 <0.001
ASDAS* 0 (2.1 -0) 0 (1.4 -0) 0 (1-0) 0.208 0.152 2.2 (3-0) 0.4 (2-0) 1.5 (1.9-0) 0.005 <0.001
ESR 20 (35-9) 11 (24-4) 12 (20-8) 0.005 0.02 19 (30-10) 12 (19-6) 11 (13-5) 0.001 0.001
1.15 (2.8-11.0 (2.4- 1.2 (5-
CRP 2.5 (8.5 - 1.0) <0.001 <0.001 2.9 (5.8-0.5) 1 (4-0.4) 0.02 0.004
0.3) 0.6) 0.3)
cDMARDs, n
(%) 12 (25) 8 (18) 6 (18) 0.102 0.157 27 (34) 17 (26) 13 (30) 0.014 0.157
NSAIDs, n
(%) 7 (15) 1 (2) 1 (3) 0.025 0.034 13 (16) 5 (8) 2 (5) 0.034 0.008

Values are presented as median (Q3-Q1l) unless otherwise

difference (p<0.05)
b/tsDMARD: biologic/target synthetic DMARD; DAPSA: Disease Activity in Psoriatic Arthritis; TJC: Tender Joint Count; SJC:

Swollen Joint Count; BSA: Body Surface Area affected by psoriasis; ASDAS: Ankylosing Spondybitis @iFVeasetAcailvity Snhereb 1 1

indicated. p-value in bold indicates statistically significant

shec



Table 3 - Comparison of differences in clinical and laboratory parameters from time-0 to month-

3 and month-6 between b/tsDMARDs-naive and ILl7i-experienced patients

Period 0-3 months

b/tsDMARD-naive IL-17Ai-experienced p (0-3)
Atjc 4 (8-1) 3 (6-0) 0.314
Asjc 2 (4-2) 1 (3-0) 0.099
ABSA 5 (8-1) 1 (3-0) 0.001
ADAPSA 13 (22-06) 9 (14-3) 0.015
AASDAS 0.4 [1.1- (-0.2)] 0.8 (1.1-0.4) 0.377
AESR 5 [22-(-1)] 5 (18-0) 0.971
ACRP 1.5 (5.2-0) 0.2 [2.3- (-0.1)] 0.021

Period 0-6 months

b/tsDMARD-naive IL-17Ai-experienced p (0-6)
Atjc 4 (9-1) 3 (5-1) 0.457
Asjc 2 (5-0) 2 (4-0) 0.269
ABSA 5.5 (10-2) 1 (4-0) <0.001
ADAPSA 14 (29 -7) 10 (16-4) 0.030
AASDAS 0.5 (0.7-0.3) 1.2 (1.8-1.1) 0.037
AESR 4.5 [19- (-5)] 11 (10-5) 0.287
ACRP 1.2 (4.8-0.2) 0.4 [3- (-0.1)] 0.175

Values are presented as median (Q3-Ql). p-value in bold indicates a statistically significant difference
(p<0.05). b/tsDMARD: biologic/target synthetic DMARD; DAPSA: Disease Activity in Psoriatic Arthritis; TJC:
Tender Joint Count; SJC: Swollen Joint Count; BSA: Body Surface Area affected by psoriasis; ESR: Erythrocyte

Sedimentation Rate; CRP: C-reactive protein; A:

the follow-up time point as it is noted.

F*ACNIAC e A~aoal1M~ct1 1234+ aAd Racad Arn MDD

Poulia V.

et al.,

indicates difference between value in baseline minus wvalue in

unpublished

data,

2026



Bimekizumab Has Shown a Generally Well-Tolerated Safety Profilel3

574 axSpA patients (1,664.7 PY)
823 bDMARD-naive PsA patients
(2,022.1 PY)

388 TNFi-IR PsA patients was consistent with
(985.3 PY) prior studies

Data from Phase 3 Studies The long-term safety
profile of bimekizumab

axSpA: BE MOBILE 1, BE MOBILE 2, BE MOVING (OLE, pooled)
PsA: BE OPTIMAL/BE COMPLETE, BE VITAL (OLE)

GL-BK-2500197

axSpA  mPsA (bDMARD-naive) PsA (TNFi-IR)

Summary of TEAEs Most common TEAEs*
[VALUE] ]
Any TEAEs [VALUE] 14,5
Hintecton [T :::
[VALUE] infection
Severe TEAEs [l [VALUE] [VALUE]
3,7
TEAEs leading to | [VALUE] |
study l [VALUE] 9,9
. . . 2 8 g s
Drua-rel [VALUE]
Ugrrelated e [VALUE] [VALUE]
TEAES 171
[VALUE]
Serious TEAEs [l [VALUE] _ 58
[VALUE] tract infection [ ]
Deaths | [VALUE]' [VALUE]
[VALUE]*
T T T T T T T T 1 T T T T T T T 1
0 20 40 60 80 100 120 140 160 180 0 2 4 6 8 10 12 14 16
EAIR/100 PY EAIR/100 PY

Safety sets.13 Data include all patients who received >1 dose of BKZ 160 mg Q4W (axSpA, N=574; bDMARD-naive PsA patients, N=823; TNFi-IR PsA patients, N=388).1-3 TEAEs
defined by MedDRA v19.0. *Per investigator assessment.!-3 *One death due to traumatic shock (motorcycle accident), unrelated to treatment (Week 0-52). One death due to ) Il\/'lc(Isr?EZiCIIél SE ::' EB&E %8%? Eg:ﬁg Eggé%gg
cardiac arrest, unrelated to treatment (Week 104—156). One death due to acute myocardial infarction, unrelated to treatment (Week 52—-104).! *One sudden death (Week 0-52), ’ 3. Baraliakt’)s X ét al. EULAR 2'025' Poster 0788:

deemed unrelated to treatment.2 *Most frequent TEAEs are the top three adverse events occurring in all patients.!-3



Most Common TEAEs in the Phase 2b/3 Studies

B axSpA (N=848; 2,748 9 PY) M PsA(N=1,409; 4,264.7 PY)
Corona virus infection: I : l. . g?
Nasopharyngitis_ : - : 62 = 1 8.3
Upper respiratory tract infection : | = B :459
Oral candidiasis — 53?54
Headache | '_._'.2_ 22-4
Diarrhea | '_._'.2_22-3
Hypertension '_._'. 2?32
0 2 4 6 g 10 12
EAIR/100 PY (95% ClI)

pﬂripnr with PsA

Most Ufungal Uinfections I.Iwere I.lCandida I.linfecticms
(EAIR/100 PY for axSpA: 4.3; PsA: 4.7), the majority of
which were reported as oral candidiasis (EAIR/100 PY
for patients with axSpA: 3.5; PsA: 3.8); most cases of

Mease PJ, et al. ACR 2025. Poster 1454.
Data from the September 2024 (axSpA) and August 2024 (PsA) data-cuts shown, including all patients who received >1 dose of BKZ 160 mg Q4W. TEAEs defined by MedDRA v19.0 preferred term, occurring in >6% of patients in both
the axSpA and PsA patient pools. axSpA: axial spondyloarthritis; BKZ: bimekizumab; CI: confidence interval; EAIR: exposure-adjusted incidence rate; MedDRA: Medical Dictionary for Regulatory Activities; PsA: psoriatic arthritis; PY:

patient-years; Q4W: every 4 weeks; TEAE: treatment-emergent adverse event.
Mease et al RMDOpen 2026



Recurrence of Oral Candidiasis Within Individual Patients During First 3
Years of Treatment With Bimekizumab in the Phase 3 Studies

100 1 gg.2 100 1 916
90 - 90 ],
10 A 10 4
9 A g9 -
S 8 1 8
>~ 71 6.3 7 1
5 6- 6
5 5 4 5 4
4 4 4 4
3 1 2.3 3 1
2 2 4
1 1 1 0.6 0.2 0.2
0 - 0 4 . T
No 1 2 3 - =5 No 1 2 3 4 =5
occurrences occurrences
Number of occurrences of oral candidiasis Number of occurrences of oral candidiasis

Figure 1 Recurrence of oral candidiasis TEAEs during the first 2 years of treatment with bimekizumab in the phase Ill studies.
Pooled axSpA and PsA safety sets from the phase lll studies; includes all patients who received >1dose of BKZ 160mg Q4W
in the phase lll studies (axSpA N=574; PsA N=1211). Data from the most recent data cut (July 2023) are shown. Data labels
indicate the percentage of patients reporting the respective number of occurrences of oral candidiasis. TEAEs (preferred

term according to MedDRA V.19.0) with relative day of onset during weeks 0-104 of treatment with BKZ. axSpA, axial
spondyloarthritis; BKZ, bimekizumab; PsA, psoriatic arthritis; Q4W, every 4 weeks; TEAE, treatment-emergent adverse event.

Mease et al RMDOpen 2026



IL-17F Has Overlapping Biology With IL-17A and Forms Hetero- and Homo-dimers; Both Are Produced By
Adaptive and Innate Immune Cells and Signal Through the Same Receptori—*

IL-17A and IL-17F1

CO

IL-17F=IL-17A

heterodimer < :(—\E

IL-17F-IL-17F IL-17A-IL-17A
homodimer (may also homodimer
signal through
IL-17RC complex alone)’
338588885 % g8§$ g; 88882888882 382 883 2 ‘ {1385883 88888 58 $§€8;3888888888588858

IL-17RA/RC receptor
complex

U

Immune-mediated inflammatory diseases
(psoriasis, psoriatic arthritis, axial spondyloarthritis)3

------------------------------------------------------------------------------------------

IL-17R: Interleukin 17 receptor.

~50% shared structural homology between
IL-17F and IL-17A and overlapping
biological functions!?

IL-17F and IL-17A are produced by various
innate and adaptive immune cells*

1. Yang XO et al. J Exp Med. 2008;1063-1075. 2. Hymowitz SG et al. EMBO. 2001;20, 5332-5341. 3. Glatt S et al. Ann
Rheum Dis. 2018;77:523-532. 4. Jin W and Dong C. Emerg Microbes Infect. 2013;2:e60. 5. van Baarsen LGM et al. Arthritis
Res Ther. 2014;16:426. 6. Maroof A et al. ESDR 2017. Poster P426. 7. Goepfert A et al. Immunity. 2020;52(3):499-512.e5.



IL-17A

In vitro, IL-17F Became the Dominant Cytokine Expressed by

Th17 Cells Within 72 Hours!

A

Preferential production

of IL-17A*

Oh

In vitro, activated Th17 initially express more IL-17A upon stimulation
but switch to preferential IL-17F expression within 72 hours!!
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¥IL-17A is more potent than IL-17F, whilst IL-17F
is more abundant in patients with psoriasis’
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IL-17F

Preferential production

of IL-17F

Cole s et al. J Allergy Clin Innumol 2023:152:783-98
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MAIT/INKT

— |Peripheral blood CCR6 (Increased in PsA)
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IL-23 Appears to be Less Important in axSpA Where IL-17-Producing
Innate Cells May Play an Important Rolel—3

Adaptive immunity Amplifies Th17 recruitments

driven pathology* I CCL20
« o
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Dual Inhibition of IL-17F in Addition to IL-17A With Bimekizumab
Modulates Downstream Cytokine Production

Inhibiting IL-17A and IL-17F with bimekizumab
suppresses the PsA transcriptome?

Pro-inflammatory gene expression*

PsA +Anti-IL-17A +BKZ
CXCL1 14.88
CXCLS8 4.06
C3 8.90
CXCL3 0.0
CXCL6 0.8 6.88
CCL20
IL-6
CCL7 3.6
CXCL10 55.04 9 40.76
IL-15RA 8.56
LIF /

Inhibiting IL-17F in addition to IL-17A results
in suppression of synoviocyte proinflammatory

genes that are elevated in PsA?
Glatt S et al. Ann Rheum Dis. 2018;77:523-532.



Take home messages

» IL-17 A+F inhibition: a new mechanism of intervention
¢ Solid underlying pathogenetic mechanism

¢ Effective
+ Some additional benefits

%+ Safe
+ Real world evidence

¢ Accumulating ©

+ Consolidating the efficacy/safety profile of the drug




EAAHNIKH PEYMATOAOTIIKH ETAIPEIA
& EMAITEAMATIKH ENQZH
PEYMATOAOI QN EAANAAOZ

—

B

Registries for Early PsA & axSpA -

> Xtoyog: Kataypagn Neodrayvwobevtov acbevav (b/tsDMARDs naive) xat etrjola
rapaxoAovdnon

> ITAatgoppeg:
PsA: https:/ /psa.ere.gr/

axSpA: https:/ /axspa.ere.gr/

[a xk@d1kovg npooPaong & odnyieg: andaggel@hotmail.com (Ayyehormoohog AvOpeag — ZovIovioTr|g)
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Thank you for your attention ©
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