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Nepintwon acOevoug #1

AU¢non MTX, A LOKOTIN
Pz 15mg/d Ustekinumab 03/2019

SuvéyLon ADA Evopén NoonAe L«
03/2017 Secukinumab Eunvpeto, 2023- ofjpepa
IotopLtké PsO Eéapon Ywploonc SLoppo KO Stad Lok BeAtlwon
(2007) AKTUANLT L OO o‘fj\)épopoé ApBpaAryieg, CRP €o
Avayv

© )

2015- 2017 03/2017- 01/2019

) ) 2019- 2023
Ee 1063 Lo / ZUXVA ENMELOOO LA EVTQT LKOIIO {non
Evapén MTX égo(po'nq ue A.LO(KOHH OCQGDLT Léo(qr Pz Evopin Infliximab/4w Upadacitin
t pnvec apBpltLda EQD, SeR e 10-15mg/d BBttt AOY® OUXVGOV -
apyoTEpO— evapen

[IAK

/8w

MTX

IIPOCHONKN Ustekinumab

Adalimumab

erre LOOO LWV
apbplitLdacg,
Ywplaong, high
CRP

12.5mg/w

40mg/2w



Psoriatic Arthritis

EykekpLlpéveg Oepaneieg tng YA

YWO LOO LKD)
ApBpilT Lo

Immunosuppressants Methotrexate, Leflunomide,
Sulfasalazine, Cyclosporine

PDE4 Inhibitors Apremilast
JAK/ TYK2 inhibitors Tofacitinib, Upadacitinib

Biologic Therapies

TNF-a inhibitor Adalimumab, Certolizumab pegol,
Etanercept, Infliximab, Golimumab

I1L-12/23 Ustekinumab

IL-17 inhibitor Secukinumab, Ixekizumab, Bimekizumab

IL-23 inhibitor Guselkumab, Risankizumab

Table 1. JAK inhibitors currently approved by the European Medicines Agency for adult rheumatic diseases.

Diseases First Approval
JAK Inhibitor | Selectivity RA PsA - . :Srp | A - = S
Tofacitinib JAK 1,2,3 v v v v 2017
Baricitinib JAK 1,2 v N 2017
Upadacitinib JAK 1 v v v v v v 2019
Filgotinib JAK 1 v v 2020




FEfficacy
Results
(SELECT-PsA
1)

Biologic-naive PsA patients

ACR20 Response at Week 12:
- Upadacitinib 15 mg: ~71%
- Adalimumab: ~65%
- Placebo: ~36%

Significant improvements 1in:
- Skin lesions (PASI scores)
- Physical function (HAQ-DI)

- Enthesitis and dactylitis

Response was maintained throughout
w104

Patients, % (95% Cl)

I
Q
|

N
i

C

100=

Proportion of Patients (%)

©
o
1

3
=
1

=
=
1

n
o
1

LTI Y

UPA 15mg QD, N=429

UPA 30mg QD, N=423

ADA 40mg EOW, N=429

PBO —» UPA 15mg QD, N=211
PBO -» UPA 30mg QD, N=212

(0] 12 24 36
Time (weeks)

66 1

752
885

@ UPA15mg QD (n=429) @ UPA30mgQD (n~423)

56

@~ ADA 40 mg EOW (n = 429)

56
Week

g-



FEfficacy

had MDA
Results - 100, <
5 S 80
O 80 o~
SELECT-PsA . £5 o
£9 60 =+
ﬁ% 40433 29 229 T2§-9 128.9
R % 20- ; 25.1
E 20+ o 0 4 28
bDMARD-IR PsA patients Y .~ R v 16 2
2 4 8 12 16 20 24 Weeks
ACR 20 Response at Week 12:
Weeks -8~ Placebo -~ Upadacitinib 15mg QD - Upadacitinib 30mg QD

- Upadacitinib 15 mg: ~57%
- Upadacitinib 30 mg : ~64%
- Placebo: ~24%

100Proportion of patients achieving ACR 20 over wl52
- - 80 4
Open- Label extension study until
week 152: _ o A
£ EI:I e ’ ' ':| - = -.____‘-‘ L . ) . .
] 2 - R - 4 1 - " ——— « — ——— o
ACR 20 Responses sustained 5 d DR S S Shhr: SR Sy S :%
340 - T I A i  * ke
- Upadacitinib 15 mg: ~50% +_
. . . 20 4
- Upadacitinib 30 mg : ~48% *; i
MDA achieved by up to 44% 0 —— e
a 8 16 24 32 a0 48 56 64 72 80 88 96 104 112 120 128 136 144 152

Time (weeks)



[Ipop LA
ACQPAOAE LOC

* Common adverse events:

- Upper respiratory
infections

— Nausea

- Creatine phosphokinase
elevation

* Serious adverse events:

. - Infections (e.qg.,

herpes zoster)

* Comparable safety profile
to other JAK inhibitors

Infaction

Serious nfection

Opparunistic infection®

UPA 15mg QO,

® N=517,

PY=3839.1

UPA 30mg QD,

® N=613

PY=842 8

ADA 40mg EOW,
N=429,
PY=6314

EAER, E/1M00 PY (95%Cl)

94.9 (88.50, 101.69)
114.3 (10727, 121.71)

71.1 (64.83, 78.00)
2.9{1.92, 4.27)
4.7 (3.48,6.47)
1.3 (0.63, 2.53)
0.4 (0.12, 1.11)
0.8 (0.40, 1.74)
0.0

[ Herpes zoster

3.9 (2.80, 5.53)
6.4 (4.91,837)
0.5 (0.15, 1.47)

Active tuberculosis

Gl perforation (adjudicated)

Hepabc disorder

Neutropania

Lymphopenia

CPK elevation

Renal dysfunction

0.01

0.1 1

10

100 1000

EAER, E/100 PY

U.uU

0.0

0.0

0.2 (0.06, 0.95)
0.0

0.0

19.1 (16.33, 22.26)
22.2(19.23, 25.81)
24.9 (21.26, 29.08)
3.0 (201, 4.41)
6.2 (4.70. 8.10)
1.6 (0.85, 2.94)
2.4 (1.54, 3.69)
6.4 (4.91,8.37)
4.3(2.93, 6.24)
3.2(2.21, 4.69)
4.0(2.88, 565)
0.2 (0.02, 1.12)
11.9 (9.80, 14.50)
17.3 (14.73, 20.37)
7.3(5.46,9.73)
0.2 (0.06, 0.95)
0.2 (0.06, 0.95)
0.0



Nepintwon acOevoug #2

AXAayr o€ TPOIOoMo L No

Infliximab n oe

emme LoOd LA Xwplgc veEa
¢fapong ue EVOXANUAT X

Avayveoon AS TXPAKOAOUONONC
03/2015 OTO KEVTIPO

apepiTLéa

2015- 2017 2020-2022

, ) 02/2025
FHSLOOéLa , Eme 10dd L BeAT {won
Evapin eiapng [ 2017- 2020 egapong pe IBP 11/2024 EVOXANUAT OV
APOP LT Lo ANNQYE o€ Bimekilzuma

Etanercept
50mg/w

OUVEX LON
Infliximab

YOVATOC

b 160mg/4w

Bimekizumab
160mg/4w




What 1s Bimekizumab €6 o &%

* MOVOKA®WV LKO oV T Lowuo
gvovtl IT1-17A koL IL-17F

* EvdeieLc:
* plagque psoriasis
* PsSA
* axlial SpA
* hidradenitis suppurativa

* MnxavIouoc opaonc: ALIAND
efoudeTepwon I1-17A KO L
IL-17F

EXTENDED REPORT

Dual IL-17A and IL-17F neutralisation by
bimekizumab in psoriatic arthritis: evidence from
preclinical experiments and a randomised
placebo-controlled clinical trial that IL-17F
contributes to human chronic tissue inflammation

Sophie Glatt, Dominique Baeten,>? Terry Baker* Meryn Griffiths,” Lucian lonescu,’
Alastair D G Lawson,* Ash Maroof,” Ruth Oliver," Serghei Popa,®

Foteini Strimenopoulou,’ Pavan Vajjah," Mark | L Watling,' Nataliya Yeremenko,
Pierre Miossec,” Stevan Shaw®




BE MOBILE 1 (nr-axSpA)- 254 BE MOBILE 2 (r-axSpA)- 332

ASAS 40 ASAS 40
100 -~ . . . . 100 - . ; g
Double-blind period ' Maintenance period Double-blind period ' Maintenance period
B g
S ; g
= 60 - A7.T% 52.3% R o |
B2} o)
5 §
g 5 401
20 A
0
ASDAS
ASDAS
Baseline Week 16 Week 24 Baseline Wesk 16 YiBRs.24
100 100 66 | 6.9
80 80
36.9 | 391
E 60 < 60
) 8
- c
o k5
g 40 § 40
+53.8
20 20
PBO BKZ PBO BKZ PBO BKZ v ee B PBO BKZ PBO BKZ
— BKZ

— BKZ

Van de Heijde et al. ARD 2023;82:515- 526



CLINICAL SCIENCE

Bimekizumab treatment in patients with active axial
spondyloarthritis: 52-week efficacy and safety from
the randomised parallel phase 3 BE MOBILE 1 and BE
MOBILE 2 studies

Xenofon Baraliakos @ ,' Atul Deodhar @ , Désirée van der Heijde
Marina Magrey,* Walter P Maksymowych @ ,® Tetsuya Tomita,® Huji Xu
Ute Massow,® Carmen Fleurinck,” Alicia M Ellis,"® Thomas Vaux, "’

Julie Shepherd—Smith,” Alexander Marten,® Lianne S Gensler @ 2

3
'
7
'

BE MOBILE 1
(nr-axSpA)
A. ASAS40 (NRI)
100 -
= an p<0.001
P o0 at Week 16
2 60
L
2 40
wn
Q
x 20

o

0 4 8 1216 20 24 28 32 36 40 44

48 5

BKZ

demonstrated sustained

efficacy over 52 weeks 1n axSpA

BE MOBILE 2
(r-axSpA)
p<0.001
at Week 16 BEE
44.8 —

0 4 8 12 16 20 24 28 32 36 40 44 48 5

Baraliakos X et al.

Ard-2023-224803
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CLINICAL SCIENCE

Bimekizumab treatment in patients with active axial
spondyloarthritis: 52-week efficacy and safety from
the randomised parallel phase 3 BE MOBILE 1 and BE
MOBILE 2 studies

Xenofon Baraliakos @ ," Atul Deodhar @, Désirée van der Heijde @,
Marina Magrey,* Walter P Maksymowych © ,® Tetsuya Tomita,® Huji Xu @ ,
Ute Massow,® Carmen Fleurinck,” Alicia M Ellis,"® Thomas Vaux, !

Julie Shepherd—Smith,'1 Alexander Marten,® Lianne S Gensler

3

Most common adverse events

oral candidiasis uveitis IBD

Enr-axSpA MBr-axSpA

ORIGINAL RESEARCH

RMD
Open

Long-term safety of bimekizumab in

adult patients with axial

Wibinomll spondyloarthritis or psoriatic arthritis:
il pooled results from integrated phase

IIb/III clinical studies

Philip J Mease ©,'? Lianne S Gensler, Ana-Maria Orbai © ,* Richard B Warren,*¢
Rajan Bajracharya,” Barbara Ink,” Alexander Marten,® Ute Massow,®

Vishvesh Shende,” Myriam Manente,” Luke Peterson,” Katy White,”

Robert Landewé © "2 Denis Poddubnyy © ***

Results

In patients receiving bimekizumab across all treatment periods:

Patients with >1 TEAE: Discontinued study due to TEAEs:
axSpA axSpA PsA

PsA
w w
752 1170 54 79
(BB.7%) (B83.2%) (6.4%) (5.6%)

The 3 most frequent TEAEs with bimekizumab across axSpA and PsA were:

© © o6

SARS-CoV-2 Masopharyngitis Upper respiratory
(COVID-19) infection {commeon cold) tract infection

Incidence rates (EAIR/100 PY) of safety topics of interest were low and
decreased or remained stable with longer bimekizumab exposure:

© ©0© ©

Oral candidiasis: Adjudicated probable/definite Uveitis:
axSph: 3.7 inflammatory bowel disease: axSpA: 1.2
PshA: 4.2 axSph- 0.8 P=A- 0.0
PsA: 0.3

Maost fungal infections (including Candlida infections) were
mild/moderate; none were systemic

suicidal ideation/behaviour remained low

Jg} EAIRs of hepatic events, adjudicated MACE and adjudicated

Baraliakos X et a

Mease PJ et al. R

rd-2023-224803

open-2024-005026



Nanobodilies

A Revolutionary Class of Therapeutic and Diagnostic
Tools



What are Nanobodies

| Fab
FEgion

* Small (~15 kDa) antibody
fragments from heavy—-chain-
only antibodies

n Fc
FEgion

* No light chains

Comventional m{lgGiab
~150 kDa
* Compact and stable 4nm {'

* Unique CDR3 for enhanced 17J
antigen recognition 2.5nm
! o VHH (Nb)
* High solubility and protease ~15 kDa

resistance



Advantages and Application84 {

Advantages over
conventional Abs

v  Smaller size: 15 kDa
v' Higher stability

v Excellent tissue
penetration

v’ Low immunogenicity

v Blood- brain barrier
penetration: Possible

v Easier production

Applications

Therapeutic:

vHematology—- oncology
vInfectious Diseases
vNeurology

vAutoimmune diseases

Diagnostic

EEE
888

|
_|I_||I

VHH

—

\_T_J

2.5nm



Production, structure and
applications of nanobodies

\I-'[ \‘-( sne
Conventional Camelid ‘

Neurodegenerative
diseases
Antibody Antibody  Nanobody ® .
‘ Small size allows *
' . to bind tightly Cancer Infectious
Immune and ‘ and desply Therapy  diseases
Naive Library

@

Can bind immune .
cell to cancer cell ‘ 4
n i L
Nanobodies | Cardiovascular

B Stractire alows and Inflammatory

rd to function inside Diseases

N} cells -
Can be 2 .‘
chained i m/.

A\

Diagnostic Biosensors
Imaging

Synthetic Library

Alexander Elena, et al. Journal of Nanobiotechnology (2024)22;661



Izokibep demonstrates effic
patlents with active PsA: results from a 16-
week randomilzed, placebo-controlled phase 2

clinical trial

Placebo Izokibep Izokibep Placebo Izokibep Izokibep
° T zokibep is an TL.-17A inhibitor Composite Endpoint Q2w 40 mg Q2W | 80 mg Q2W Q2w 40 mg Q2W 80 mg Q2W
. ' . p-value* p-value*
fusion pro tein, attac hed to albumin Number observations N=44 N=44 N=47 N=43 N=42 N=46
Week 4 (descriptive) Week 16
, . ACR20, % Response 16% 41% 45% 26% o g}
* Multicenter, randomized, double- — —
. ACRS50, % R 1% 18% 21% 13% s i
blind, placebo-controlled, study of e 00014 00006
. . . . . . . 27% 18%
placebo, izokibep 40mg Q2W or 80mg e A o o i 2 00101 00678
Q2W in active PsA pts csDMARD-IR DAS28-CRP, Mean CFB** 0.19 0.88 0.96 0.64 1.54 1.66
and/or bDMARD-IR. ACRS50 was the DAPSA, Mean CFB** 4.6 15.4 17.7 13.0 24.8 28.6
p rimar y en dp o1n t a t W l 6 MDA, % Response 3% 23% 20% 5% 040203"0 03;::7
Subpopulation with Psoriasis-BSA > 3% at Baseline (74 of 135, 55%)
e ACRb5 0 at W16 : 13% in PRO VS 48% Number observations =23 N=28 =23 =23 =78) N=28
. PASI75, % Response 0% 35% 25% 14% 83% 85%
(p=0.0014) 1in 40mg vs 52% (p=0.0006)
) ) ) PASI90, % Response 0% 22% 14% 14% 57% 48%
1in 8 O mg ° MDA at W 1 6 was a Ch 1eve d in PASI100, % Response 0% 9% 7% 5% 39% 38%
42% (40mg) vs 39% (80mg) vs 5% (PBO) Full Analysis Set (FAS)
Logistic regression model with fixed factors treatment, visit, treatment by visit interaction, previous TNFi exposure, concomitant csDMARD
use, country (pooled), baseline covariate and baseline by visit interaction and random factor subject
\ . *  Two-sided p-value derived by using estimated difference between treatments and Placebo at Week 16
i I ZOklbep showed hlgh levels Of ** Change from baseline
response rates across multiple

. . .
N AN oA MA A CTT A Y 71 + 1 — ~NANATNN O T o+ AN+




Psoriatic arthritis
Efficacy and safety of izokibep in patients with active Phase 2, double-blind, placebo-
psoriatic arthritis: a randomised, double-blind, controlled study: 135 patients:
placebo-controlled, phase 2 study

Peter C. Taylor® +*, Philip J. Mease™?, Kurt de Vlam **, Shephard Mpofu®,
Dieter Wetzel®, Anne M. Stevens'” *’, Brian Wiens”, Lisa Osterling Koskinen®,
Sven Ohlman®®, Joachim Feldwisch® ¥, Fredrik Y. Frejd® “, Nikolai C. Brun®,

Jan Brandt-Juergens’, Edit Drescher'”, Eva Dokoupilova™ "%, PBO switch to
Anna Rowinska-Osuch'®, Nadia Abdel-Kader Martin'“, Frank Behrens( *%'¢ - $mg
NRI meodelled data ACR 50- Observed data
90 wlb6
80 4
Y 70
v Primary end-point: 52% in I
Tzokibep 80mg vs 13% in PBRO g 501
(p=0.0000) E o
2 30
. 3 -8 40 mg Q2W
v, Improvements in PASI 100, £ 20 s
. . . . L ~®— PBO Q2W/ @+ 80 mg Q2W
enthesitis, dactylitis 10 1 s .,
-@— 80 mg Q2W
0 v T 4 r v v T T T r 1
0 4 8 12 16 20 24 28 32 36 40 RE] 48
v. PROs also showed improvements sl Study weck
NRI Observed
Week " 2 4 X 1”2 103 1] Pl 4 2% k> 36 40 “ e
4ADmg e a4 a3 B3 44 44 ) 41 40 41 32 £l (b} "
PHOVSO mg a4 u 44 48 Ees 44 41 2 40 39 k)| ity 24 23 21
S0 mg 47 ¥ 47 47 47 47 45 43 42 43 a3 29 24 25 21

Taylor P, et al. ARD 2025



L L1 1CaCy dllU odlely Ol oOQINCLOKLINNAD, d JTIOVEL 1 L™

17A and IL-17F inhibiting nanobody 1n patients
with active PsA: Results from the global,
randomized, double- blind, placebo- controlled

Phase 2 ARGO triatl

* Sonelokimab 1s a trivalent nanobody
with 3 binding components to I1-17F,
I1-17A/F and albumin

ACR50 at W12

+ ok
46.3 46.5
42.9
1 36.6
20.0

Placebo SLK 60 mg NI SLK 60 mg SLK 120 mg ADA
(n=40) (n=41) (n=41) (n=43) (n=42)

o
o

"
o

H
o

* ARGO trial: study of placebo,
sonelokimab 60mg Q4W or sonelokimab
120mg Q4W or ADA Q2W 1in active PsA
pts. ACR50 was the primary endpoint

at WilZz. MDA at W12

N
o

Patients achieving response (%)
_ w
o o

o

- ACR50 at W12: 20% in PBO vs 46.3%

4;.9
(p=0.012) 1in 60mg vs 46.5% (p=0.009) 9 37.2 35.7
30 26.8
20 | 20.0
04 - ‘

in 120mg. MDA at W12 was achieved in
Placebo SLK 60 mg NI SLK 60 mg SLK 120 mg ADA

445 (60mg) vs 37% (120mg) vs 20%
(PBO)

* Sonelokimab showed rapid onset and (D) (ed1) [t () (hd)

high 1levels of response rates 1in

'\/N4—-:'\--r/\ YD ~N V\'\4—-: [ 'r.'r-: 1+ 1~ -— f\l/\V\ﬁ-: o~ = o~ N -

Patients achieving response (%)




