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Relationships among the  Reactive arthritis Undiffiren':i:tid
- peripheral Sp
Spondyloarthritides

Psoriatic

arthritis
/|

AxSpA and
nr-axSpA

(/)

Peripheral
manifestations
Axial
manifestations Enteropathic
arthritis

SpA with
associated IBD

Proft F, Poddubnyy D. Ther Adv Musculoskelet Dis 2018;10:129-39; Duba AS and Matthew SD. Prim Care 2018;45(2):271-287
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Median delay from onset of symptoms to
AxSpA diagnosis to NSAIDs

Limited
access to
rheumatology
care

Gocod response

Slow disease
progression

== 5 - 7 years

--%

Diagnostic
delay Lack of specific

Referral to physical
orthopedists, examination
chiropractors findings or

biomarkers

Inadequate L
_ Ow awareness
guidelines for by bri
referral to Y prima dr}' care
rheumatology providers

Magrey et al, Mayo Clin Proced 2020
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Sacroiliac joint
inflammation

Early axSpA or mild axSpA

Lp

:C_f
ﬂ&/ )

MNon-radiographic axSpA

* Clinical manifestations of
axSpA but no radiographic
evidence of structural damage

* MRI might show active
sacroiliitis

Erosions,
ankylosis
Late axSpA or severe axSpA
Ead

&

( 5

Radiographic axSpA (AS5)

Radiographic

sacroiliitis Syndesmophytes

Time (years)

nr-AxSpA - r-AxSpA

16%

after a mean of 2.4 yrs

Male gender

HLA-B27 +

Inflammation on MRI
Good response to NSAIDs

Robinson et al. Nat Rev Rheumatol 2021
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mSASSS change Proportion of patients with mSASSS worsening by 22 points after 2 years
VHDA
VHDA (ASDAS >3.5) [VALUE]+3.54 (ASDAS 25
>3.5)
HDA (2.1
HDA (2.1 <ASDAS <3.5) m [VALUE]+2.65 <ASDAS 15
<3.5)
MDA (1.3
MDA (1.3 <ASDAS <2.1) [VALUE]1.67 <ASDAS 12
<2.1)
LDA
LDA (ASDAS <1.3) [VALUE]+1.08 (ASDAS 13
<1.3)
0 0,5 1 1,5 2 0 5 10 15 20 25 30
Points of mSASSS ch Patients {%)
oints orm change . —_— . . —_—
g AS: N=100; nr-axSpA: N=78

H peAétn kooptng GESPIC emBeBaiwoe tn oxéon petaéL tTnG LY NARG EVEPYOTNTAC TG VOOOU Kol

NG €€€ALENC TG dopknN G BAABNGC otn omovSOuAkn) oTAN o€ acBeveic pe a&ZmA

Poddubnyy D, et al. Ann Rheum Dis. 2016,;75:2114-2118




OepaTTeEUTIKOI OTOXOI OTNV ASZTTA

‘M — 'EAeyxo¢ oupmTwHATWY Kol peiwon tTng GAEYUOVAC {

—  Mopeunodlon Tng akTVoAoYLKNG EEEALENC {

_zv — Awatrpnon tng AELTOUPYLKN G KATACTOONG ‘
[ J

W — Meylotomnoinon tng nototntog {wNg

McGonagle DG, et al. Ann Rheum Dis 2019;78:1167-1178
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"1 ' Ocparreia ASZTTA: KaTeuBuvTiipieg odnyieg

Preliminary draft

ASAS-EULAR RECOMMENDATIONS FOR THE

MANAGEMENT OF AXIAL SPONDYLOARTHRITIS (2022 UPDATE)

Consider local
gémucooomcold injection
ider sulfasalazine

ASDAS 2 2.1 and positive
rheumatologist’s opini

SOt

Hiesnn ’

the diagnosis,
Wll : presence of
Q
Fallure phase Ii:
go to phase Il AASDAS <1.1
S~

EULAR 2022



14EHEMY ‘

Oepatreia ASZTTA: KateuBuvTtrpieg odnyieg

Preliminary draft

ASAS-EULAR RECOMMENDATIONS FOR THE
MANAGEMENT OF AXIAL SPONDYLOARTHRITIS (2022 UPDATE)

(TNFi or IL-17i) or JAKi

EULAR 2022
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TNFi

IL-17i

JAKi
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IL-17 ka1 Agypovih otn Z1TA
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" 0 dagovag IL-23/IL-17 oV WA ka1 Tv AZ

New bone formation -

tmTNF
°©. o Stroma cell

ﬁfER stress

* A
HLA-B27 T

| Mechanical stress | | Inflammation

Intervertebral Ligament
disc

Translocation of PAMPs from gut and skin.

Sieper et al Nat Rev Primers 2015
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ILC3

« Ineraasad levels in
bload and synoium
af patients with Pe

« Levels correlate with
digeass sclivity

Established
role in PsA
and axSpA

« Regident population
in hwman enthasis
might contribute to
anthesitis

« Furthes research
required to
investigate potential
migration of
guil-derived ILC3
cells bo the joints

in Sph,
54,55,50,164

What's new?

References

Innate cells

yi [

- Increased levels in
bleod of patients with
ABPah

« Conbribute to IL-17A
praduction in patients
with paceiasis

« May contribute 1o
IL-17A-induced bone
farmatiarverosion

= Aasidant in human
enthases and may
produce IL-17 & that
drives anihaeilis

= Mary be invaked in
IL-Z3-independent
praduction of IL-17A
in spinal efthesas

58,57,50,158,21 8223

o

INKT

* Increased numbans
o IL-17+ INKT cells
reposted in SpA
pariphissl bioed

» IL-17-expressing
patfingenic subsels
ieandifiad in eynovial
MLkl ampies

= Fuithar ragaarnch
recyLired by
understand the
diversity al INKT calls
and the spacilic e
o pathogenic
subeslia) in Sph

E0, 61

IL-17A
o

MAIT

o Igeritiliesd i kin and
Bloed from patients
with peariasis

« Incneased in the
synavial fuid and
Bosd of patieris
with AS

+ Furthes rasearch
raguired ba investigala
heir role in Sph

a0-az

7

« Major source of IL-17A

» Increasad levals in
blead and synovial
thuid of patients with
PaAAS

+ Levals correlats with
dizeass sctivity in AS

» Increasad levals in
skin lesions and bleod
al patients wih
psoriass

« May contriiute 1o
IL-17A-induced
Dona anasion

« Digtinct subilypes can
develop dapendant
an prasence ol
carlain cambinations
al ayokines

+ Mucosal fissues have
emerged a5 a key
physiologic ste 100
dilfarentiation and
resgulation

g7-10,72-75,77-19,
122-124.159,160,
223228

Adaplive cells

cDoe*T

= Lawalg in pariphesal
blaod correlate with
dizease aclivily in &S

= Datected in aynovial
Muid in inflamed jints
of patienis: with
ASFPah

= Synavial kvaks
cornalabe with
dizeags activily in
Fan

= Fragant in peoriasis
ekin lesiomns

« COG+ T calls have
Fallmasks of
ligsa-residant
ey calks in
gynontal Muid of
pabianits with Sp

71,72,75,15,80,83,
2720

o

THM

« |clerilified in skin from
palients with psoriasis

« Paraiat in clinically
regnhed paoriatic
legions; may =
imglicated in
recUimance at sies of
pricr regolion

« |denilified as diseass
drivars in an
exparimantal Sph

= Fusthar ragaarch
requires Lo investigate
their role in Sph

= Bame evidence that
they are prasent in
ayniovial Nuid ol
patients with Sph

E2-84 56,230,230

McGonagle DG, et al. Ann Rheum Dis 2019;78:1167-1178
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IL-23 IL-23 ——  |L-23-independent IL-23-dependent
dependent !ndep_endent
induction 5\ : induction Innate Intermediate Adaptive
Antigen
presenting ) ® P
cell /
/2 | ILC3 iNKT  y8T MAIT  Thi7  Tci?
IL-23 9% /Y
& : Glycolipid antigen l

. ()
. / . e
lL-zsR\L{ £ e
IL -*7A

1. Cuthbert R, et al. Ann Rheum Dis. 2017;76:648; 2. Cuthbert R, et al. Arthritis Rheumatol. 2018;70(suppl 10):1833; 3. Cuthbert R, et al. Arthritis Rheumatol. 2017;69:1816-22; 4. Schett G, et al. Nat Rev Rheumatol.
2017;13:731-41; 5. Yoshiga Y, et al. Int J Mol Med. 2008;22:369-74; 6. Reinhardt A, et al. Arthritis Rheumatol. 2016;68:2476-86; 7. Lee JS, et al. Immunity. 2015;43:727-38; 8. Gracey E, et al. Ann Rheum Dis.

2016;75:2124-32; 9. van Tok MN, et al. Front Immunol. 2018;9:1550; 10. Shen H, et al. J Rheumatol. 2010;37:2096-9; 11. Al-Mossawi MH, et al. Nat. Commun. 2017;8:1510. 12. Cua DJ, et al. Nat Rev Immunol.
2010:10:479-89: 13. Nestle F, et al. N Engl J Med. 2009:361:496
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IL-17A/F
@
IL-17F -
IL-17A IL-17E IL-17C IL-178B IL-17D
@@ @ @

000000000 O0CNO0000000000000000000NOR00000000000000000000Q0 RNC000000000000000000RCQRO00000000000000Q0000000000000000000000000

IL-17RC IL-17RB IL-17RE IL-17RB IL-17RD

IL-17RA IL-17RA IL-17RA IL-17RA

- Pro-inflammatory cytokines
- Chemokines

|_> - Bone remodeling molecules
C/EBPB - Antimicrobial peptides

Wang et al Front Immunol 2021
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AvaoTtoAegig Tng IL-17

T, 17 cell or
other cells

TR
] 10 .

IL-17A-IL17F

BimekiZzumab

Tse M. Nat Rev Drug Discov 12, 815-816 (2013)
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Brodalumab: pnxaviopég dpaong

IL 17A/F

.IL-17E (IL-25)

?

IL-17F

. IL-17A
Fully human monoclonal antibody

anti-IL-17 receptor A (IL-17RA)
inhibits the activity of IL-17A/F, IL-17C and IL-
17E)

~*Currently licensed only In PsO*** (\ ‘ : \
. v

IL-17RC IL-17RA IL-17RB  IL-17RA

Wei JC-C, et al. Ann Rheum Dis 2021;0:1-8.d0i:10.1136/annrheumdis-2020-219406
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Brodalumab: atroreAeopaTtikotnTa otV ASZTTA (Eastern Asia)

A ASAS 40 response rate in patients with axSpA A. ASAS 40
- 1 43.8% (35/80) vs 24.1% (19/79) (p=0018) ~+~ Brodalumab 210 mg -e— Placebo -o Switched to brodalumab
; . Double-blind period Open-label extension period
3 50. 100
al e 904
£ 40- $ 80
T = 70
§ 304 85 &
; 25 0
g 20- g% 40
@ i‘. 30
g 2
0l < 101
Baseline Week2 Week4 Week8 Week 12 Week 16 Week 16* 0

0 2 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68
Week

—&— Brodalumab —&— Placebo

B ASDAS-CRP response rate by disease improvement B. Disease activity in the brodalumab group

504 453 W ractve cnease Low (sease acovity Hoh dscase actvity [l Very high dsease activity
45 4 429 413 100 — E. - v b
L ] 4 v
40 - 385 90. ‘ 1y B3 108 550 jas 88 68 85 53 122 104 123 N0
35 4 : % 08
(0 538 21 '

30 - 27.8 290 80 | a7 3

; 253 ‘ 267 243 280 3y 200
25 - o 70 n2 =3 M5 208 24

Patients (%)

20 4
15

; . ' 6

10 : : : : : S0 |

5 - 3 : : A . \

9 0 = |
Week2 Week4 Week8 Week12 Week 16 Week 16*

Time point 20 !

—+— Major improvement with brodalumab —&— Major improvement with placebo 23 I

—a— Clinically important improvement —e— Clinically important improvement

with brodalumab with placebo {

0 2 4

121620242832364044485256606468

(o))
w
Patient (%)

Wei JC-C, et al. Ann Rheum Dis 2021;0:1-8. Kim TH et al. Rheumatology, 2022;, keac522
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T, 17 cell or £ IL-17RA
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BimekiZzumab

'[ IL-17A-IL17F

)

Target
tissue

(

Tse M. Nat Rev Drug Discov 12, 815-816 (2013)



g ! Secukinumab: unxaviouég dpdong

§i Fully human IgGk monoclonal antibody
= anti-IL-17 A (IL-17A)

Selective: inhibits the activity of IL-17A

B~ Mhatine
{3 BHuman

Mease, P., Mclnnes, |.B. Arthritis. Rheumatol Ther 3, 5-29 (2016)
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Secukinumab: HOKPOTTPOBEC N ATTOTEAECHATIKOTNTA

MEASURE-1
90 - extension
77,4 79,8 80,0 80,2 79,7 776
80 -
70 4
2 60 A 66,7 65.0 60,8
w ’ 62,8 64,5
% 50 A 57,1
2
0 40 ~
Ll
x
§ 30 A
20 4
10 + =m—ASAS20 —a—-ASAS40
0 T T T T T T T T T T T T T T T T T T T T T T T T T T T T T 1
0 1 2 4 8 12 16 20 24 28 32 40 52 60 68 76 84 92 104 116 128 140 156 168 180 192 208 220 232 244 260
Week 1 Week 24 Year 1 WEEK Year 2 Year 3 Year 4 Year 5
Secukinumab 150 mg n = 85 84 84 80 86 79 76

H oskoukivoupaumnn 150mg napouvciaoce dStatnpnpévn ASAS20/40 avtanokpion ota 5 £tn (N=87)

Baraliakos X, et al. RMD Open 2019;5:e001005. doi:10.1136/rmdopen-2019-001005
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Secukinumab 150mg & 300mg

I Secukinumab 300 mg s.c. I Secukinumab 150 mg s.c.
A. ASAS 20 . i ,
Anti—-TNF-naive Anti-TNF-IR
100 - 100 -
o 0 | 77,9 743 ° o o 77,8 76,5
c QL > 5
== S5l
g5 60 g g
s & e a 40 1
£g & 8
20 A 20 4
0 - 0 4
Week 52 Week 104 Week 156 Week 52 Week 104 Week 156
B. ASAS 40 _ ) _
Anti—-TNF-naive Anti-TNF-IR
100 A 100 -
% Q 80 - % &) 80
c L < D
E -8 60 - E -g 60 A 50,0 44 4
L O L O , 41,2
S o 40 - S o 40 -
o 9 S D
a £ a 2
20 b 20 B
0 - 0 4
Week 52 Week 104 Week 156 Week 52 Week 104 Week 156

Pavelka K, et al. Arthritis Res Ther. 2017;19:285



Secukinumab: avaoToAR} aKTIVOAOYIKNG £EEAIENG

mSASSS change from baseline

30=
A Secukinumab 10 mg/kgiv. > 150 mgs.c.(n=71) T T
20— ™ Secukinumab 10 mg/kgi.v. - 75 mgs.c. (n = 84) /'/ ': ‘\\
Lo "'II ---- “‘\‘
i = \
mSASSS change < 2 !‘ "':AT‘AAAA '5
___________________________________________________________ w A I}
0= ‘Fllﬂ-ﬂn—..-----_.--_---_.--_--.---‘--i:\‘ e /:'
1 \\ III
1 ‘\ //’
_10 _ . : N ’
: _______________
I
—20 = : Statistical significance not
| formally tested.
1
-30 T 1 ] T 1
0 20 40 60 80 100

Cumulative probability

Radiographic Outcome Measure (definition of mMSASSS Secukinumab, IV->150 mg
progression) (N=71)
MSASSS change from baseline < 2 78.9%
mSASSS change from baseline < 0.5 73.2%
mSASSS change from baseline <0 73.2%

Braun J, et al. Arthritis Rheumatol. 2017; 69 (suppl 10).
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Responders (%)

~ Secukinumab in Axial PsA

100 -

80 4

60 4

40 |

20

ASAS20 response

Treatment Period 1 Treatment Period 2

80,1 —81,3

Bt at

75,0

16 24 32 40 48 52

—@— Secukinumab 300 mg (N=164)
—— Placebo to secukinumab 300 mg (N=81)
---zk---- Placebo to secukinumab 300 mg (N=81)

ASAS40 response

Treatment period 1 Treatment Period 2

100 -

80 A

60 -

40 -

Responders (%)

20 -

0 4 8 12 16 24
Weeks

—— Secukinumab 150 mg (N=157)
---4---- Placebo to secukinumab 150 mg (N=80)
- -4 - - Placebo to secukinumab 150 mg (N=80)

32 40 48 52

Pavelka K, et al. Arthritis Res Ther. 2017;19:285
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Target
tissue

T, 17 cell or
other cells

TR
] 10 .

IL-17A-IL17F

BimekiZzumab

Tse M. Nat Rev Drug Discov 12, 815-816 (2013)



) Ixekizumab: pnxaviopéc dpdonc

Humanised IgG4 monoclonal antibody
anti-IL-17 A (IL-17A)
Selective binds and inhibits the activity of IL-
17A

20-100 higher affinity compared to SEC

Mease, P., Mclnnes, |.B. Arthritis. Rheumatol Ther 3, 5-29 (2016)
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Ixekizumab: peAETEG TNV AXSPA

COAST-V COAST-W COAST-X COAST-Y
AS/r-axSpA, AS/r-axSpA, nr-axSpA,
bDMARD-naive! TNFi-experienced? bDMARD-naive?
N=341 N=316 N=303 N=773 (RWP, N=155)
* Placebo-controlled * Placebo-controlled » Placebo-controlled Open-label®
*  Q4W, Q2W, adalimumab? Q4W, Q2w ¢ Q4Ww, Q2w Q4W, Q2w
« 16 & 52 ¢Bdouadeck « 16 & 52 ¢Bdouddeck 16 & 52 ¢Bdouddect 104 £BdOPAdES
Aoocoloyia Aoocoloyia Aoooloyia Aogcoloyia
Apxikd 160 mg 1} 80 mg, Apxikd 160 mg 1} 80 mg, Apxikda 160 mg ) 80 mg, 80 mg Q4W n Q2w
HETG 80 mg Q4W f Q2w HETG 80 mg Q4W r Q2w perd 80 mg Q4W n Q2w
EkBAoEIC ExBaocig ExBdaocig ExBdaocig
S NUEIQ, CUPTITOPATA, 2NuEia, OUPTITWHATA, @ 2nueia, CUPTITWHATA, @ 2nuEia, CUPTITWHATA,
AEITOUPYIKATNTA, DOUIKEC A€IToupyIKOTNTA, OOMIKEG AEITOUPYIKOTNTA, OOMIKEG AeITOUPYIKOTNTA, BOMIKEG BAGRBEG

BAGBec (MRI), Tro16TNTA {WAC BAGBeg (MRI), TroiéTnTa {WNG BAaBeg (MRI), Toi6TnTa WNig (MRI/X-R), Troi6TnTa Wng

290 AoBeveig (96%) 741 AoBeveig (96%) oAokApwoav
oAokAnpwaoav TNV £BS6. 16 kai TNV £BS. 24 kau 148 (95%) TNV
265 (87%) Tnv €BS. 52 eBdouada 64

331 AoOeveig (97%)

oAokAfpwoav Tnv 5. 16

1. van der Heijde D, et al. Lancet. 2018;392:2441-2451. 2. Deodhar A, et al. Arthritis Rheumatol. 2019;71:599-611. 3. Deodhar A, et al. Lancet. 2020,;395:53-64. 4. Landewé RB, et al. Ann Rheum Dis.
2021;doi:10.1136/annrheumdis-2020-219717 (Ahead of print). 5. Data on file, Eli Lilly and Company. 6. Taltz PI. Available from: https://pi.lilly.com/us/taltz-uspi.pdf (Accessed January 2021).
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Ixekizumab: pakpOTTPOBECTUN ATTOTEAECHATIKOTNTA

COAST-V and W

COAST-V COAST-W

(b DMARD-naive, AS/r-axSpA) 100 - (TNFi-experienced, AS/r-axSpA)
100 - w0
S &2
~ 80 - 52* 53 ~
< 48*
o o 34
7] o 31t
2 *M* 2 40 A 3
o 36t o * W‘A
& L s 4 o Ay
D 20 4 + %
o 13
[1'4 _1& ¢
0 N T T T T T T T T T T T 1
6wl 20 24 28 32 38 40 as 48 |52 0 4 8 12 16| 20 24 28 32 36 40 44 48 |52
Weeks T Weeks o
—— PBO (N=87) —m—ADA (N=90) —#&— IXE Q4W (N=81) —@—IXE Q2W (N=83) —¥— PBO (N=104) —A— IXE Q4W (N=114) —@—IXE Q2W (N=98)

To ixekizumab katédelée onpaviikeg BeAtiwoelg oto ASAS40
1000 o€ TNF naive 0c0 kat o TNF experienced aoBeveig

Baraliakos X, et al. RMD Open 2019;5:e001005. doi:10.1136/rmdopen-2019-001005
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IXekizumab: avaoToArR aKTIVOAOYIKAG €EEAIENG

COAST-, W and ¥
TUVOAIKOC MANBUGNOC N=115 N=115 N=230

Baseline mSASSS, mean (SD) 10.6 (15.3) 11.3(17.2) 11.0(16.3)
Change at Year 2, mean (SD) 0.4(2.1) 0.2 (1.4) 0.3 (1.8)

N
o

¢ IXE Q4W ® [XE Q2W

-
o

689900 000°®

ooooo

Change From Baseline in
mSASSS Score at Year 2
o S
e

0 20 40 60 80 100
Cumulative Probability

To ixekizumab katédelée peiwon tov puBUOU akTVOAOYLKAG EEEALENG
OTO GUVOALKO MANOUGLO TwV acBevwV e aKTVOAOYLKA dedopéva

van der Heijde D, et al. ] Rheumatol. 2021
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AvaoTtoAegig Tng IL-17

kS, [ o
o al)
e Bt 4
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T, 17 cell or
other cells IL-17RA
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] 10 .

{ Ik

(

_N_l

BimekiZzumab

)

Target
tissue

Tse M. Nat Rev Drug Discov 12, 815-816 (2013)



Bimekizumab: ynxaviocpog 6pdong

IL-17A and IL-17F4

llllllllllllllllllllllllllllllllllllllllllllllllllllllllllllllll

IL-17F-IL-17A ‘
“ hefs;odlmer
IL-17F-IL-17F \ ‘/ IL-17A-IL-17A
homodimer (may also homodlmer
signal through
IL-17RC complex alone®)
Humanised Monoclonal IgG1 Antibody
T : anti-IL-17 A and F (IL-17A/F)
Y ;“z 4 323222 522 5%52232%33223%
L ATRAIRC recent : Selectively Inhibits IL-17F in Addition to IL-17A
: T omplex Targets All 3 Dimers (IL-17A/A, IL-17A/F and IL-
17FIF)
Immune-mediated inflammatory diseases
- (psoriasis, psoriatic arthritis, axial spondyloarthritis)’ .

Mease, P., Mclnnes, |.B. Arthritis. Rheumatol Ther 3, 5-29 (2016)



2Uykpion affinity dia@opwyv IL-17 avaoToOAEwWV

A Bimekizumab H Ixekizumab ® Secukinumab

IL-17A/F IL-17AJA

100%

on

e
4]
£
£
o

—

=

(-
o
e
O

=

=
=
=

80%
60%
40%
20%

0%

-2 0 2 4 -2 0 2 4
IL-17 inhibitor concentration (log ng/ml)

Adams R et al. Front Immunol. 2020;11:1894.
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Bimekizumab: amroteAeoCpATIKOTNTA TOCO OTNV I'- 000 KAl OTNV Nr-AXSpA

Patients with AS (BE MOBILE 2) Patients with nr-axSpA (BE MOBILE 1)

ASAS40 response at Week 16 (NRI) ASAS40 response at Week 16 (NRI)

100 1~

100 -
i N = 0
80 A = 22.3% 80 A =26.3%
5<0.001 p<0.001 |
S 60 A VALUE] S 60 A [VALUE]
0 %) %
€ % c
2 O
$ 40 - $ 40 -
22.5% 21.4%
. ) J
0 : 0 - :
PBO BKZ 160 mg Q4W PBO BKZ 160 mg Q4W
(n=111) (n=221) (n=126) (n=128)

To bimekizumab katédelée LkavomolNTKN AMOTEAEGLATIKOTNTO OTOV EAEYXO TNG EVEPYOTNTOG
TOO00 OE OLKTLVOAOYLKA 000 Kol O€ [N aKTvoAoylkn AEZTTA

Deodhar A. EULAR 2022;P050939
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Patients (%)

Bimekizumab: atroteAecpartikétnTa 1000 0 TNF naive 600 kai TNF

100

80

(*))]
o

I
o

20

experienced acOeveig

Overall population (NRI) TNFi-naive patients (NRI) TNFi-experienced patients (NRI)
| A =22.3% A =22.3% P
= 22.9%
p<0.001 p<0.001 ’
. | —l ‘
[VALUE]% [VALUE]%

[VALUE]%

[VALUE]% [VALUE]%

[VALUE]%

PBO BKZ 160 mg Q4W PBO BKZ 160 mg Q4W PBO BKZ 160 mg Q4W
(n=111) (n=221) (n=94) (n=184) (n=17) (n=37)

To bimekizumab katédeL€e LKAVOTTOLNTLKN ATIOTEAECHATIKOTNTA TOOO OE Naive 000 KAl O€
experienced acBOeveig

Deodhar A. EULAR 2022;P050939
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IL-17 avaoToAgic: Ao@daAsia




Meeny
T Sy 1,

IL-17 avaoToAgic: AoPAaAsia

Fevikwc givat aopaAn pappaka

Exposure Adjusted IR of AEs (SEC) per 100 patient-years
Serious Infections 1.2
Candida Infections 0.7
MACEs 0.6
Malignancy 0.5

Zuxvotepec AE eival ol LOYEVELG AOLUWEELS LVIWTEPOU AVATIVEVOTLKOU

* MuUKNTLOOLKEG AOLUWEELC

* IONE

Blaschtz et al J Clin Immunol (2010) 30, 196—-203



Secukinumab: aoc@aAsia

Wwplaokn apBpitida

AyKulormontik ortovéuAitida

b f- Serious infections® G- Candida infections® [ . Serious infections® 6 Candida infections®
L_T 54 i 51 = 51 = 51
o o
2 47 @ 4 2 4 2 4
8 a- & 3 8 3 & 3-
g 21 {22 [z.a 1 22 420 g 2| fes h_n g 24 {14 22 § 21 }1_5
11 1.4 11 {1-1 105 Iﬂﬂ 1 }1.1 11 L” 1 Jos | 09 Tog
] T T T T T 1] T T T — — 0 T T T T T 1] T — |ﬂ.—2 T +—
1 2 3 4 5 1 2 3 4 1 2 3 4 5 1 2 3 4 5
Year Year Year Year
37 Crohn's disease® 3 Crohn's disease®
.. IBD: 5 . IBD* 5.
51 o 11 = 54 5 11
G N ; 0 £02 00 Joz Too Icl.n g, e o Yo7 104 Joz Iﬂ-? [oo
B - 1 2 3 4 5 2 . 2 1 2 3 4 5
E’ 5] [ Ulcerative colitis® = 7. T 3- Ulcerative colitis®
E i 1 E 9 g 14 I 3 2=
00 (00 101 J00 JOO 14 101 700 100 Joo Joo 14
':l E ::: 1 T L] U L] Li T L] T ﬂ-ﬁ
T 2 3 4 s odl—x01 701 Jo2 700 T,C'-“ 1 2 3 4 & oL __dos Jor oo loz Joo
Year 1 2 3 4 5 Year 1 2 3 4 5
Year Year

Gottlieb AB, et al. Acta Derm Venereol. 2022. doi: 10.2340/actadv.v102.563




Bimekizumab: aoc@aA&ia

Double-blind period Overall
(Weeks 0-16) (Weeks 0-24)

BKZ 160 mg Q4W BKZ 160 mg Q4W Total®

0,
n (%) n=221 N=330

Fungal infection 0 13 (5.9) 21 (6.4)
Candida infections 0 10 (4.5) 12 (3.6)
Oral candidiasis 0 9(4.1) 10 (3.0)
Genital candidiasis 0 1(0.5) 1(0.3)
Oesophageal candidiasis 0 0 1(0.3)
Fungal infections NEC 0 5(2.3) 10 (3.0)
Vulvovaginal mycotic infection 0 5(2.3) 5(1.5)
Fungal skin infection 0 0 2 (0.6)

Oral fungal infection 0 0 1(0.3)
Onychomycosis 0 0 1(0.3)
Fungal oesophagitis 0 0 1(0.3)
Tinea infections 0 1(0.5) 2 (0.6)
Tinea versicolour 0 1(0.5) 1(0.3)
Dermatophytosis of nail 0 0 1(0.3)

« All fungal infections were mild or moderate, localised, and mucocutaneous; few led to treatment discontinuation (2 patients: 1 oral and 1 oesophageal candidiasis)

Deodhar A. EULAR 2022;P050939
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PsA AXSDA
N=1401 N=929
n (%) [IR/100 PY, 95% CI] n (%) [IR/100 PY, 95% CI]
ToPapéEc AoIpwEelg 225(3.8)[1.3, 1.1-1.5] 28 (2.0) [1.3, 0.9-1.8] 17 (1.8) [1.3, 0.8-2.0]
Avnibpdoeic oTn BEon ThE 892 (18.1) [5.1, 4.6-5.9] 259 (18.5) [11.6, 10.3-13.1] 154 (16.8) [11.5, 9.8-13.5]
EVEONCS
KakorjBeieg 134 (2.3)]0.8, 0.7-0.9] 15{(1.1)[0.7, 0.4-1 1] 6 (0.6) [0.4, 0.2-1.0]
NMSC 51(0.9) [0.3, 0.2-0.4] 9 (0.6) [0.4, 0.2-2.8] 0 (0) [0.0, 0.0-0.6]
ARheG KakonBeleg TTANY NMSC 89 (1.8) [0.5, 0.4-0.6] 7(0.5) [0.3, 0.1-0.7] 6 (0.6) [0.4, 0.2-1.0]
DMAeyuovwdng vooog Tou 29 (0.5)[0.2, 0.1-0.2] 3 (0.2) [0.1, 0.0-0.4] 13(1.4)[1.0, 0.6-1.7]
EVTEpOU (KpIBeica)
EAkwang Kohimda 12 (0.2)[0.1, 0.0-0.1] 2 (0.1) [0.1, 0.0-0.4] 7(0.8) [0.5, 0.2-1.1]
Nooog Tou Crohn (kpiBeioa) 17 (0.3) [0.1, 0.1-0.2] 1(0.1) [0.0, 0.0-0.3] 6 (0.6) [0.4, 0.2-1.0]
Karadhyn 203 (3.4)[1.2, 1.0-1.3] 37 (26)[1.7,1.2-2.3] 13(1.4)[1.0, 0.6-1.7]

Genovese MC, et al. Rheumatology (Oxford).2020
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Retention rate

Original research

gM L Drug retention, inactive disease and
il response rates in 1860 patients with axial
Wil spondyloarthritis initiating
el secukinumab treatment: routine care
data from 13 registries in the EuroSpA
collaboration

SEC retention rate

Bio-naive: 84%
1 prior b/tsDMARD: 73%
>2 prior b/tsDMARDs: 66%

in 12 months

100% 1 —
75% 1 —
50%

~ AE (LOE is censored)

Secukinumab
retention rate

25% { Strata LOE (AE is censored)
chag LOE + AE
0 3 6 9 12
Cumulative number of events
AE] : 61 . 08
LOE ' ‘
LOE+AE L : . 3
0 3 6 9 12
Number at risk
AE 1? 864 ' 1 24 .
LOE {12
LOE+AE 1.2 . : 102 )
0 3 6 9 12

Time in months

Michelsen et al RMD Open 2020;6:¢001280



=¥ MNou 6a xpnoiyotroiouca Kai TTOU OXI TOUG IL-17 avaoToAeig
“1~ oTNV KAIVIKA TTpagn?




.
) Moia gival n kaAUTEPN BepaTreia yia TRV AEZTTA;

100 ~

B ASAS20 m ASAS40
80 A

64
61,2 58,2 60 57,7
45
40
20 -
O . T T

INF (WK 24) ETN (WK 24) ADA (WK 12) GOL (WK 14) CZP (WK 12) SEC (WK 16) IXE (WK 16) BRO (WK16) BKZ (WK16) TOFA (WK16) UPA (WK16)

67,5 66,1
61 64 64,5

Proportions of patients receiving initial treatment achieving ASAS20 or ASAS40 response
(Data not based on head-to-head trials. The data cannot be directly compared)




Moia gival n KaAuTepn BepaTtreia yia Tnv ASZTTA;

Rheumatology 2018;57:1145-1150

0i:10.1093/rheumatolo ex!
RH E U M‘ATO LO GY Advance Acges; r2:;:1glsiar.:at'i-:)n 12 tOLtgoif:r 2:;?:'
. 1* assessment 2" agsessment 3% assessment
R eV| e W Endpoint: remission Endpoint: remission Endpoint: remissior
. . . TNF a Antagonist + *
What is the best treatment target in axial \ L7 Antagonist g teeminion W17 Antagonist® o
spondyloarthritis: tumour necrosis factor q, Mo remision @y
interleukin 17, or both? > TNF aAntagonist s TNF a Antagonist
Denis Poddubnyy'? and Joachim Sieper’ Remu:oon
& ®
IL-17 Antagonist
TNF a Antagonist +
TNF a Antagonist Mo remission IL+17 Antagonist*
................ .
No remission 7
......... IL-17 Antagonist
@ @
IL-17 Antagonist Rmm;; ooos: ‘
. TNF a Antagonist
1%t randomization 1:1 2" randomization 1:1
patients not in remission
B, Week 12 Week 24 Week 36

week 0

Time

Rheumatology 2018;57:11451150
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1 AvaoToAcig IL-17 otnv ASZTTA (eSwapBpikég kONAWOEIS)

Drug class
AxSpA ++ ++ ++
Uveitis ++ ? ?
IBD ++ - UC++/ CD (+)
Psoriasis 4 o+ +/++
Hidradenitis
suppurativa ++ (+) ?

Adapted from Fragoulis et al Rheumatology 2020
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' AvooTOAR IL-17: M6TE 0TV KABNUEPIVI TTPAEN;

v Napouocia Ppwpioong

PASI 75 & PASI 90 %

90
80

70

76,6
70,3
67
63,1 63,7
60,3 60
60
52,7 53,2 >4,8
49
50 44,9 45,4
40,2 41,6
40 35 36,5
30
23,7

20
10

0

Brodalumab Ixekizumab 2w Ixekizumab 4w Secukimumab Secukimumab Guselkumab Tildrakizumab Ustekimumab Ustekimumab
150 300 8w 12w 45mg 90mg

W PASI75 mPASI90

Adapted from Mclnnes IB, et al. RMD Open 2022;8:¢002074. doi:10.1136/rmdopen-2021-002074 Mentioned only ILs
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*  AvaoToAn IL-17: MéTE TNV KABNUEPIVA TTPALN;

29 . -2 oxtaseioy 2029

v Napouocia Ppwpioong

v’ Mapoucia cuvvoonpPOoTHTWVY MOV AroKAELoUV T Xprion
AAAWV POaPUAKWV
- 2oBapn KopdLaKn avenapkeLo
- AMTOUVEAVWTIKH VOGOC
- lotopwko HZ

v’ Zge mponyouuevn artotu)io TNFi (aAAayry MOA)
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-y _; AvaoToAgig IL-17 otnv AEZTTA: TTOTE VO NNV TOUG OKEPTOUME?

X MpooBoAn eviepou
X MpoofoAn opOaAuov (payosiditida)

X loTtopLlKO KALVIKAL CNMOVTLKWV KoL
UTtOTPOTILA{OUGWYV LUKNTIACEWV
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MnvUuaTa yia TO GTTITI




MnvupaTa yia TO GTTITI

= H A&ITA eival pLa vooocg mou cuxva kaBuotepel otn SLAyvwaor TnE, YEYOVOC TTOU EXEL GCNUOVTLKEG
ETIMTTWOELG OTNV AVTLUETWTILON TNG

= O daéovac tng IL-23/IL-17 Stadpapatilel onuavtiko polo otnv naboyevela kat tnv dtatwvion tTng vooou
" APKETA HOPLA TTIOU avaoTEANOUV TO povonatl tng IL-17 nén dtaBeoipa p og avamtuén
" OLavaotoleic TG vtepAeukivng-17 amoteAoUv GOPUAKEUTLKEC ETILAOYEC O0TNV AEXTTA pIE:

- LKALVOTIOLNTLKI] OTIOTEAEOUATIKOTNTA

- KAAO TtpOodIA aodAAeLaC

- tn 6kn Toucg B€on oto podiA Tou aicBevouc tou Ba emwdeAnBel amod tn Xprion Toug




