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dAeypovedng oocpualylia e
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(emmiPBePalwpévn ue MT/2023).

HLA B27 (+)

TpLdoKUKALTLOec AO amd 18
ETOV.

[TeAuotT Lola amoveupwolT Lo
(AE) / 2022.

YynAoUcg delkteG QAgypovng oe
OAN TN OLAPKE LA TWV
ovpntoudtov. (CRP 8-12 mg/dl)

BASDATI : / ASDAS : 4,1




ESSG-Classification Criteria

(European Spondylarthropathy Study Group)

Inflammatory Synovitis
. or ¢ asymmetric or
Back Pain « predominantly in the lower
limbs

plus one of the following:

* enthesitis (heel)

» positive family history

* psoriasis

*» Crohn‘s disease, Colitis ulcerosa

» urethritis / cervicitis or acute diarrhea within one month before
arthritis

» buttock pain (alternating between right and left gluteal areas)
» sacroiliitis
Dougados M et al. Arthritis Rheum 1991:34:1218



[Iopoucloon meplnITwonc aocbevouc

e Actoxla og meloxicam/ibubrofen.

* Eyxuon oTepoeldoUct+twet needling otnv meAuatlaloa amovelpworn.

e Evapén ADALIMUMAB tov 2°/2023.

e 6°5/2023 : Agv meplypdpel HPpwLVH oCcPUOAYLia, Ywplc emeirocddLo
LOLOOKUKALT LOOC.

UBASDAI 4,8
UCRP : 8 mg/dl

* AUCKOAeUeTO Ll onuovI k& otnv odnynon kol meplypdepel &AYOC
neAudTwyv ot 20-307 B&diloua otnv eubeloa aAA& KOL TIPWLVH
SuokouyPla OoTo ITEAUATH TOU.

* NeUtepn €éyxuon otepoeldoUc ANYNn MIA® kol PO yvIo IEAUAT Lol
QIIOVEUPWO L T LI .



[Iopoucloon meplnITwonc aocbevouc

11°5/2023
* Emaveuedvion IpwLVAC 00QUOAYLOC
* INUOVTI LKA OUoKoAlx otnv odnynon

* EvBbeocdbputo otnv npdopuon 1nc IIA

* KAINIKA : IcpOAayOoVITLOX au@OTEPOIAEUQN
e SCHOBER TEST : 4 cm

MeAuoT lala ammoveupwolt Lo

ApBpiTLda MTO
 BASDAI : 5,5
* CRP : 7,2 mg/dl

AEYTEPOT'ENHEY AXTOXIA XTON IIPQTO ANTI-TNF



A 2022 ASAS/EULAR Algorithm for the
Treatment of axSpA

UPDATED
RECOMMENDATION

UPDATED RECOMMENDATION
Switch to another bDMARD

Start TNFi, IL-17i or JAKI;
current practice TNFi or IL-17i

RECOMMENDATION

(TNFi or IL-17i) or JAKIi

Significant psoriasis: IL-17i preferred
History of recurrent uveitis or active
IBDs: monoclonal Ab TNFa preferred

UPDATED RECOMMENDATION
AASDAS 21.1

UPDATED RECOMMENDATION
AASDAS <1.1

NEW RECOMMENDATION
Re-evaluation of the diagnosis,

presence of comorbidities

See speaker notes for full list of abbreviations. 1. Ramiro S, et al. Ann Rhieur Dis. 2023;82(1):19-34. 2. van der Heijde D, et al. Anii Rhieuim Dis. 2017,76(6):978-991.



IL-17A Inhibition in axSpA

Ixekizumab Molecule * Ixekizumab is an IgG4 monoclonal
antibody that targets IL-17A with hi
binding affinity?

Variable region * Inhibition of IL-17A may effectively

CrhrTrnnmnmEREes prevent joint and entheseal
inflammation, cartilage and bone
degradation, and possibly, ectopic
bone formation? 1

Half-life = 13 days?
Binding affinity = 1.8 pM3

B Light chain
Heavy chain

Image adapted from The Immune System.
3rd ed. Garland Science 2009.

axSpA=Axial Spondyloarthritis; IgG=Immunoglobulin G; IL=Interleukin.
1. Krueger JG, et al. J Allergy Clin Immunol. 2012;130:145-154. 2 Taltz PI. Available from: https:/pi.lilly.com/us/taltz-uspi.pdf (Accessed June 2023). 3. Liu L, et al. J Inflamm Res. 2016;9:39-50. 4. Raychaudhuri SK, et al. Clin Rheumatol. 2015;34:1019-1023. 5. Taams LS, et al. Nat Rev Rheumatol.

2018;14:453-466. 6. Raychaudhuri SP, et al. Mol Cell Biochem. 2012;359:419-429. 7. De Vlam K, et al. Acta Derm Venereol. 2014;94:627-634. 8. Mease P, et al. EMJ Rheumatol. 2015;2:55-64. 9. Kehl AS, et al. Arthritis Rheumatol. 2016;68:312-322. 10. Raychaudhuri SP, Raychaudhuri SK. Arthritis
Res Ther.2017;19:51. 11. Suzuki E, et al. Autoimmun Rev. 2014;13:496-502. 12. Osta B, et al. Front Immunol. 2014;5:48. 13. Lee Y. BMB Rep. 2013;46:479-483. 14. Onishi RM, Gaffen SL. Immunology. 2010;129:311-321. 15. Caetano-Lopes J, et al. Autoimmun Rev. 2009;8:250-255.



f

Clinical Trials

COAST-V
AS/r-axSpA,
bDMARD-naive!
N=341

* Placebo-controlled
* Q4W, Q2W, adalimumab?
* 16 & 52 weeksP

Study dosing
Initial 160 mg or 80 mg, followed
by 80 mg Q4W or Q2W¢

Outcomes
Signs, symptoms, function, imaging
(X-ray and MRI), quality of life

331 patients (97%)
completed Week 16

Overview:

COAST-W

AS/r-axSpA,
TNFi-experienced?
N=316

Placebo-controlled
Q4w, Q2w
16 & 52 weeksP

Study dosing
Initial 160 mg or 80 mg, followed
by 80 mg Q4W or Q2W¢

Outcomes
Signs, symptoms, function,
{maging (MRI), quality of life

282 patients (89%)
completed Week 16

COAST-X
nr-axSpA,
bDMARD-naive3
N=303

Placebo-controlled
Q4w, Q2w
16 & 52 weekse¢

Study dosing
Initial 160 mg or 80 mg, followed
by 80 mg Q4W or Q2w¢

Outcomes
Signs, symptoms, function,
imaging (MRI), quality of life

290 patients (96%) completed

Week 16 and 265 patients
(87%) completed Week 52

Ixekizumab 1n axSpA

COAST-Y
axSpA, completed
COAST-V, -W, or -X45
N=773 (RWP, N=155)

Open-label®
Q4w, Q2w
104 weeks

Study dosing
80 mg Q4W or Q2w

Outcomes#*®
Signs, symptoms, function, imaging
(X-ray and MRI), quality of life

644 patients (83%)
completed Week 104>

Q2W= Every2Weeks IXE Q4W= Every4Weeks nr-axSpA=Non-Radiographic Axial Spondyloanh S8 R
1. van der Heijde D, et al. Lancet. 2018;392(10163):2441-2451. 2. Deodhar A, et al. Arthritis Rheumatol 2019 71(4 )599 -611. 3. DeodharA etal. Lancet. 2020 395(10217) 53-64. 4. Landewé RB et al. Ann Rheum Dis. 2021;80(8):1022-1030. 5. Landewé RBM, et al. Ann Rheum Dis. 2023;82(2):212-216.
6. Taltz PI. Available from: https://pi.lily.com/us/taltz-uspi.pdf (Accessed April 2023).



Greater Proportion of Ixekizumab-Treated Patients Achieved
Low Disease Activity at Week 16!

COAST-V COAST-W

IXE Q4W
N=114

IXE Q4W
N=83

ASDAS at Week 16

LS mean change in ASDAS from -0.5 -1.4% -0.1 -1.1*

baseline, MMRM

ASDAS <2.1 (low disease 13 43* 4.8 18t

activity), %

ASDAS <1.3 (inactive disease), % 2.0 167 1.0 3.5
BASDAI at Week 16

Mean change in BASDAI from -1.4 -2.9*% -0.9 -2.2*

baseline, MMRM

2 17 42* 9.6 22%

BASDAI50 response, %

Ixekizumab was superior to PBO in reducing disease activity in COAST-V and COAST-W

*p<.001 vs. PBO; Tp<.01 vs. PBO; #p<.05 vs. PBO.
1. van der Heijde D, et al. Lancet. 2018;392:2441-2451. 2. Deodhar A, et al. Arthritis Rheumatol. 2019;71:599-611.



[Iopoucloon meplnITwonc aocbevouc

e AAAOyY] TOU BLlLodoyLlkoU moapdyovia oe IXEKIZUMAB tov 12°/2023
* YTepoe O Og YxounAn ob6on via 6 egRdoukdec.

> .0 oPeVNC pa¢ TnAepavnoe 2 nuépe¢ ueta tnv 57 éyyxuvon TALTZ AVAPEPOVTAC
IWC I) KATAOTAON TOU EXELl PEATIWOEl EVIUNWOLAKA KXl YyLlO IDPATI) POPA HETA oo
3 xpovia odnyei TNV HOTOCUKAETA TOU XWPIiC mapaulkpln €voxAnon..




[Iopoucloon meplnITwonc aocbevouc

* Maptiog 2025
* Mlpwlvl oopuaAyila 10'.
* NeLTOUPYLKOC OotnVv gpyoacia toU Ywplc mepLopltoud ortnv odAynon.
* Xwplc svaltoBbnola IA, amouoclia MeAuaTlaioac AmoveupwolTLdag KALVLIKA KOl
UTIePnNXoypoe LK.
* Antoucia emelLoodioUu LpLdokUKALTLOOC.

* CRP : < 5 mg/dl
« BASDAI : 2,5



Incidence per 100 Patient Years:

Swedish Rheumatology Quality
Register

TNFi- or SEC-treated Patients with r-axSpA or Undifferentiated SpA

10,0 -

>

(aT}

o

o

L]

-

@

o,

=)

<

W

o

@

P

m

m
SEC ADA IFX ETN GOL CZP
N 456 1006 783 1800 500 306
Previous AU, n 63(14) 179 (18) 204 (11) 96 (12) 88 (18) 50 (16)

(%)

. 8Any registration of AU in outpatient ophthalmology care since start of the outpatient register in 2001. Note: Includes patients with a diagnosis of r-axSpA

(42%) or undifferentiated SpA (58%).
ADA=Adalimumab; AU=Anterior Uveitis; CZP=Certolizumab Pegol; ETN=Etanercept; GOL=Golimumab; IFX=Infliximab; PY=Patient Years; r-axSpA=Radiographic Axial

Spondyloarthritis; SEC=Secukinumab; SpA=Spondyloarthritis; TNFi= Tumor Necrosis Factor Inhibitors. Lindstrom U, et al. Ann Rheum Dis. 2021;80(11):1445-1452.



Anterior Uveiltilis 1n IXE Trials

SPIRIT program (PsA) COAST Program (axSpA)*

Patients were excluded from enrolling in the Patients with evidence of active anterior

SPIRIT program if they had evidence of uveitis <4 weeks prior to baseline

active uveitis within 4 weeks! randomization were excluded from entering
any of the originating studies (COAST-V,

_ -W, and -X)2

O cases of uveitis were reported during the
SPIRIT program? -

Incidence rate of anterior uveitis or uveitis

flares was collected as secondary endpoint
data in all studies in the COAST program

Participants were
assessed at each
study visit for
symptoms of uveitis®

Events of anterior
uveitis or uveitis flare
were confirmed by an
ophthalmologist (for
patients with no prior
history), or a
physician (for patients
with prior history)

2Patients with evidence of active anterior uveitis could be rescreened only one time 24 weeks after resolution of acute symptoms.! PDefined as eye pain or
discomfort, eye redness, blurring of vision, or any other symptoms suggestive of anterior uveitis.! axSpA=Axial Spondyloarthritis; IXE=Ixekizumab;

PsA=Psoriatic Arthritis.
Deodhar AA, et al. Ann Rheum Dis. 2022;81(7):944-950.



New Onset and Exacerbation

» of Uveitis in axSpA and PsA

All PsA and axSpA IXE Trials: All IXE Trials Exposure Datasets

Total number of patients, N

Patients with history of uveitis, n

Total patients with 21 TE-uveitis, n (IR/100 PY, 95% CI)
Patients with =1 TE-uveitis and a history of uveitis, n (IR/100 PY, 95% CI)

Patients with =1 TE-uveitis and no history of uveitis, n (IR/100 PY, 95% CI)

* There were 58 axSpA patients with anterior uveitis (IR 2.8 per 100 PY), the majority of which were mild

(IR 1.2 per 100 PY) or moderate (IR 1.5 per 100 PY) in severity?

* Of the 173 axSpA patients who had a previous history of anterior uveitis, 41 patients had an episode of flare

1401

NR

All axSpA IXE?/3
Through April 2023

932

173

58 (2.8,

41

17

(10.

(1.

7y

0,

2.1-3.6)
7.9-14.6)

0.6-1.6)

(IR 10.7 per 100 PY); of the 755 patients with no anterior uveitis, 17 patients were new onset (1.0 per 100 PYs)?

Notes: Dates indicate the most recent database lock for each disease state. Cls are from likelihood ratio test of treatment effect from the Poisson regression model. Data are reported by Preferred Term.
axSpA=Axial Spondyloarthritis; ClI=Confidence Interval; IR=Incidence Rate; IXE=Ixekizumab; NR=Not Reported; PsA=Psoriatic Arthritis; PY=Patient Years; TE=Treatment-emergent.

1. Deodhar AA, et al. Arthritis Res Ther. 2024;26(1):49. 2. Deodhar AA, et al. J Rheumatol. 2023;50(8):1020-1028



4 ASAS40 Response Rates Through Week 52, NRI!-4

Double-Blind PBO-Controlled and Dose Double-Blind Extended Treatment Periods, ITT Populations

COAST-V COAST-W

(bDMARD-naive, AS/r-axSpA)*-3 (TNFi-experienced, AS/r-axSpA)34
—%— PBO (N=87) —ill— ADA (N=90) —A— IXE Q4W (N=81) —@— IXE Q2W (N=83) —— PBO (N=104) —A— IXE Q4W (N=114)  —@— IXE Q2W (N=98)
100 - 100 -
80 - 80 -
S R 7 53
0 60 - « ¥ 48" 51 60 -
g *m 31t 34
2 40 40 - T L 31
% e 2t—0— =~
20
O T T T T T T T T T T T T T T T T 1
20 24 28 32 36 40 44 48 20 24 28 32 36 40 44 48]52

Statistically significant improvements in ASAS40 response rate vs. PBO were seen as early as Week 2 in COAST-V, and

Week 1 in COAST-W. Responses were maintained through Week 52.

*p<.001 vs. PBO; Tp<.01 vs. PBO; #p<.05 vs. PBO. Note: When logistical regression did not converge, Fisher's exact test was used where appropriate.
Note: ADA represents an active reference; COAST-V was not powered to test equivalence or noninferiority of active treatment groups to each other, including IXE vs. ADA.!
1. van der Heijde D, et al. Lancet. 2018;392:2441-2451. 2. van der Heijde D, et al. Presented at the 2018 ACR Annual Meeting. Poster 1864. 3. Dougados M, et al. Ann Rheum Dis. 2020;79:176-185. 4. Deodhar A, et al. Arthritis Rheumatol. 2019;71:599-611.



AcbDAS <Z.1 (LOwW Dlsease ACL1V1ItTYy) kResponse Rrates
¢ Through Week 52, NRI!™

Double-Blind PBO-Controlled and Dose Double-Blind Extended Treatment Periods, ITT

Population
(bDMARD-naive, AS/r-axSpA)*-3 (TNFi-experienced, AS/r-axSpA)34
—— PBO (N=87) —— ADA (N=90) —A— IXE Q4W (N=81) —@— IXE Q2W (N=83) —— PBO (N=104) —A— IXE Q4W (N=114)  —@— IXE Q2W (N=98)
100 - 100 -
80 - 80 -
g ¢ |43 53
o 60 - . 1|42 52 60 -
2 t 3 & |38t
o 1 1
< 40 x 40 - 25
Q 18* 24
D: 16*
20
4.8
0 e
20 24 28 32 36 40 44 48]52 16|20 24 28 32 36 40 44 48|52

Weeks

The proportion of IXE-treated patients achieving ASDAS Low Disease Activity at Week 16 was significantly higher than PBO.

Responses were maintained through Week 52

*p<.01 vs. PBO; fp<.05 vs. PBO; ¥p<.001 vs. PBO. ASDAS Low Disease Activity/Inactive Disease = ASDAS Score of <2.1. Post-hoc analysis in COAST-V: ASDAS <2.1 response was not a prespecified major secondary endpoint in COAST-V.
Note: ADA represents an active reference arm; the study was not powered to test equivalence or noninferiority of active treatment groups to each other, including IXE vs. ADA."
1. van der Heijde D, et al. Lancet. 2008;392:2441-2451. 2. Dougados M, et al. Ann Rheum Dis. 2020;79:176-185. 3. Deodhar A, et al. Arthritis Rheumatol. 2019;71:599-611.



Afov Lk ZnovdudapOpitLda
27 IIepintwon acOevouq

Avipag¢ 38 €10V, BOUAyopLKAC KATAYWYAC.
* OLkodbuOC.

OocpuaAyila and 25 €1dVv.
e TIaTépag pe AYKUAOIOLNT LKA InTovOuAapbpltLda

NUXVh Xphon MIA® pe ULKPN avakoUeLon.

12°¢ 2024
* Enoduvoc aplLotepdg AxlAAsLog TéVvOoVvTOCQ
* ApBpliTLda pe UypopbBpo yovaTOV.
* ANeXOT LK TUpeT LK kivnon.
* QopuaAyila pe npwlvh duokoauylioa 1 @poac.
e CRP : 25 mg/dl
e duocLoAoyLKéQ o/ OMEx, IA.



AyxrvuldonoLnt LK ZnovdulapbBpitLda
2" Jlepintwon acOevoug

2\ KALITSAKIS MD I Tls 0.3 L6-12-RC
18/11/16 14:08:54 miem MscSkel

=] CHI

2 \KALITSAKIS MD D Mi1.1 Tis0.1 L6-12-RC
14/07/16 20:56:37 —-imele- MscSkel

B CHI
Frg 10.0 MH:z
Gn 72
E/IA 213
Map RMIO

Frq 10.0 MH:
Gn 94
E/A 213
Map RI/0/0

D 3.0cm
DR 84
FR 31 Hz
AO 100 %
XBea m On

D 20cm
DR 84
FR 6 Hz
AO 100 %
XBea m On

AO 100 %
PRF 1.0 kHz
WF 141 Hz
SIP 412

EvOecitida koL OuAaxkitida ap. ApOpit1da pe Uypapbpo def o0
AxLAAeiou tévovia. yévatog.



AykudonoLnt LKA ZnovdulapbpitLda
217 Iepintwon oacOevoug

* EyxUoelCg oOt€p0€eld0oUC OotnVv €é€vBheon Tou AXLAAglOU KOl
evdoapBpLlk& ota yOvaTO.

e MeBotpeédtn 15 mg/wk kol p.o. STep0oe LOT Lo 2
e Afoviky ZnovdulapOpitida (nr-Axial SpA)

» dheyuovadne Oocpualy (o
>» HLAB27 +

» ot épog pe AX
»EvBeolT1da AXLAANEOU
» CRP +




AykudonoLnt LKA ZnovdulapbpitLda
217 Iepintwon oacOevoug

* Madptiog 2025
* BeATlwon tnc apbpliTtidag ota yoOvaTO.
* MIapapével n IEWLVH 00QUaAY I kKol n OUOKOAlo oOIn
* BASDAT : 5,3
e CRP : 12 mg/dl

* Anopaciotnke n &€vapén PLOAOYLKOU IAPAYOVTIO.
* Mantoux : 8 mm
* Ayoyn yia latent-TB.
* HBV-DNA : Mn avixveUolLuo.
* SGOT/SGPT : k¢



f ASAS40 Response Through Week 52, NRI

Blinded Dosing Period Prior to Open-Label Switch to IXE Q2W, ITT Population

COAST-X

(b DMARD-naive, nr-axSpA)

100 -

80 -
S
s 607 40*
g 35* 31*
Q 30*
; 2Tt o .~
o 19 —k y

16 20 24 28 32 36 44 52

Weeks
-¢-PBO (N=105) A= IXE Q4W (N=96) -@-IXE Q2W (N=102)

Significantly higher proportion of patients achieved ASAS40 response for each IXE regimen

vs. PBO at Weeks 16 and 52

*p<.01vs. PBO.
Note: NRI analysis was used for imputation of missing data including the whole switched treatment population.
Deodhar A, et al. Lancet. 2020;395:53-64.



AoDAS <zZ.1 (LOw Dlsease ACT1v1itTy) Response 1nrough
Week 52, NRIl’2

Blinded Dosing Period Prior to Open-Label Switch to IXE Q2W, ITT Population

With Baseline ASDAS 22.1 COAST_X

(b DMARD-naive, nr-axSpA)

100 -
80 -
2
s 60 -
2 "
i g
% 40 * * * 28*%
(b}
0 :; ®
20
sy 195
0 1 1 1 1 1 1
012 4 8 12 16 20 24 28 32 36 44 52
Weeks
-¢PBO (N=105) - IXE Q4W (N=94) -@- IXE Q2W (N=102)

Baseline mean: PBO=3.8; IXE Q4W=3.8; IXE Q2W=3.9
Significantly higher proportion of patients achieved ASDAS LDA response for each IXE

regimen vs. PBO at Weeks 16 and 52

*p<.01 vs. PBO; Tp<.05 vs. PBO; #p=<.001 vs. PBO.
1. Deodhar A, et al. Lancet. 2020;395:53-64.



Safety Outcomes at Week 156

Safety Population (N=9322): Table 1

IXE QAW IXE Q2W
N=454 N=604
PY=878.2 PY=1219.5
n (%) IR (95% CI) n (%) IR (95% CI)
43.3 (39.1, 37.9 (34.6, 38.0 (35.5,
b
TEAE 380 (83.7) o 462 (76.5) 115 798 (85.6) 10.8)
| 16.1 (13.6, 13.2 (11.3, 13.2 (11.7,
Mild 141 (31.1) 8.0 161 (26.7) ) 276 (29.6) 48
22.5 (19.6, 19.5 (17.2, 20.0 (18.2,
Moderate 198 (43.6) o5 o) 238 (39.4) 29 2) 419 (45.0) 25 .0)
4.7 (3.4, 5.2 (4.0, 1.9 (4.0,
Severe 41 (9.0) 6 3 63 (10.4) 5 6 103 (11.1) 5 o)
0.2 (0.1, 0.1 (0.0, 0.1 (0.0,
Death 2 (0.4) 0 o) 1 (0.2) 56 3 (0.3) o)
Dls%fb‘ié’f‘ﬂ??&éaﬂ?seoccurra@ 23vhile patleqnt% weré receiving IXE Q4W, aﬁd:‘i \f\fﬁﬂ‘é'the patientwas recel\;iné (2. 5'
to T Q2W: natient died_bv_homicide Na vnn-nn suicide. _and.-the thi gg, ient_ developned seps
SAE{probabIe pneumonia withs multiorgan fallargg 57 (9.4) : 76 (13)‘ & 101 (10.8) : 85 (94) O

2126 patients were switched from IXE Q4W to IXE Q2W, these patients were counted in both IXE Q4W and IXE Q2W columns but were only counted once in the total safety population. °Patients with multiple occurrences of the same event are counted under the highest
severity. °The data collection for the clinical trial database does not contain specification on when events become serious, the numbers may represent more events considered serious than what was actually serious during the treatment period.

Note: Data while patients were on IXE Q4W were reported in IXE Q4W group; data while patients were on IXE Q2W are reported in the IXE Q2W group. Observed data while on placebo or adalimumab are excluded. Percentage is calculated by n/N*100%. Cls of incidence rate
are from likelihood ratio test of treatment effect from the Poisson regression.

AE=Adverse Event; Cl=Confidence Interval; IR=Incidence Rate per 100 Patient-years; IXE=Ixekizumab; IXE Q2W=80 mg of Ixekizumab Every 2 Weeks; IXE Q4W=80 mg of Ixekizumab Every 4 Weeks; N=Number Of Patients In The Analysis Population; n=Number of Patients
With At Least One Treatment-emergent Adverse Event In The Specified Category; PY=Patient-years; SAE=Serious Adverse Event; TEAE=Treatment-emergent Adverse Event.

Deodhar A, et al. J Rheumatol. 2023;50(8):1020-1028.



ETTIAEYMEVES TTAPAUETPOUG MOKPOXPOVIAG ACPAAEING
OAeg o1 yeAéreg og PsO, PsA, axSpA IXE péxpr To 2019

PsO PsA AXSpA
N=5898 N=1401 N=929
n (%) [IR/100 PY, 95% ClI] n (%) [IR/100 PY, 95% CI] n (%) [IR/100 PY, 95% CI]
2oBapég AoIpwEEIg 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]
AvTidpdoeig oTn 0éon TNG 892 (15.1) [5.1, 4.8-5.5] 259 (18.5) [11.6, 10.3-13.1] 154 (16.6) [11.5, 9.8-13.5]
éveong®
Kakon0eigg 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]
AMNeg kakonBeleg TTAnv NMSC 89 (1.5) [0.5, 0.4-0.6] 7 (0.5) [0.3, 0.1-0.7] 6 (0.6) [0.4, 0.2-1.0]
PAeypovwdng véoog 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]
evrépou (kpi10cioca)
EAkwONG KoAiTIda 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]
No6oog 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]
Katd0Aiyn 203 (3.4) [1.2, 1.0-1.3] 37 (2.6) [1.7, 1.2-2.3] 13 (1.4) [1.0, 0.6-1.7]

aThe data represents externally adjudicated cases. IR was calculated as the total of “definite” and “probable” cases/total PY multiplied by 100. bIn the axSpA program, 1 patient with an event of ulcerative colitis was reported in the placebo group and
later adjudicated as Crohn’s disease; and another placebo patient with history of ulcerative colitis had a reported event of ulcerative colitis but was later adjudicated as ‘insufficient information’. ¢In the PsA program, 1 patient had a reported event of
anal abscess and anal fistula; this event was considered consistent with inflammatory bowel disease but was not adjudicated as Crohn’s disease or ulcerative colitis due to insufficient information. 9Broad definition according to SMQ or

sub-SMQ classification.

Genovese MC, et al. Rheumatology (Oxford).2020; doi:10.1093/rheumatology/keaa189 (Ahead of print).



ETTIAEYMEVES TTAPAUETPOUG MOKPOXPOVIAG ACPAAEING
OAeg o1 yeAéreg og PsO, PsA, axSpA IXE péxpr To 2019

PsO PsA AXSpA
N=5898 N=1401 N=929
n (%) [IR/100 PY, 95% CI] n (%) [IR/100 PY, 95% Cl] n (%) [IR/100 PY, 95% ClI]
lpiTiSa 3 (<0.1) [<0.1, 0.0-0.1] 1 (0.1) [<0.1, 0.0-0.3] 6 (0.6) [0.4, 0.2-1.0]
Ip150oKUKAITISA 2 (<0.1) [<0.1, 0.0 to <0.1] 0 (0.0) [0.0, NA] 42 (4.5)[3.1, 2.3-4.3]
Eukaiplakég AOIHWEEIG 512 (8.7) [3.0, 2.7-3.2] 86 (6.1) [3.9, 3.1-4.8] 23 (2.5)[1.7, 1.1-2.6]
2TOMATIKA KAVTIVTIAoN 140 (2.4) [0.8, 0.7-1.0] 16 (1.1) [0.7, 0.4-1.2] 1(0.1) [0.1, 0.0-0.5]
KavTivtiaon oicopdyou 13 (0.2) [0.1, 0.0-0.1] 2 (0.1) [0.1, 0.0-0.4] 3(0.3)[0.2,0.1-0.7]
‘Ep1TnG (woThApag 110 (1.9) [0.6, 0.5-0.8] 16 (1.1) [0.7, 0.4-1.2] 11 (1.2) [0.8, 0.5-1.5]
NavBdavouoeg TB AolywEelg 105 (1.8) [0.6, 0.5-0.7] 22 (1.6) [1.0, 0.6-1.5] 1(0.1) [0.1, 0.0-0.5]
‘Epopayua Tou puokapdiou, pn 45 (0.8) [0.3, 0.2-0.4] 6 (0.4) [0.3, 0.1-0.6] 2 (0.2) [0.1, 0.0-0.6]
0avarneodpo
Eyke@aAiko £1reicdd10, un 21 (0.4) [0.1, 0.1-0.2] 4 (0.3) [0.2, 0.1-0.5] 0 (0.0) [0.0, 0.0-0.6]
0avarneodpo
MACE 85 (1.5) [0.5, 0.4-0.6] 12 (0.9) [0.5, 0.3-0.9] 2 (0.2) [0.1, 0.0-0.6]

aThe data represents externally adjudicated cases. IR was calculated as the total of “definite” and “probable” cases/total PY multiplied by 100. bIn the axSpA program, 1 patient with an event of ulcerative colitis was reported in the placebo group and
later adjudicated as Crohn’s disease; and another placebo patient with history of ulcerative colitis had a reported event of ulcerative colitis but was later adjudicated as ‘insufficient information’. ¢In the PsA program, 1 patient had a reported event of
anal abscess and anal fistula; this event was considered consistent with inflammatory bowel disease but was not adjudicated as Crohn’s disease or ulcerative colitis due to insufficient information. 9Broad definition according to SMQ or

sub-SMQ classification.

Genovese MC, et al. Rheumatology (Oxford).2020; doi:10.1093/rheumatology/keaa189 (Ahead of print).
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* CRP : <0,5 mg/dl

Xwplc onuela evepyoU AY oamd TOoV OV LIKO OKeAeT1d
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ASAS40 Response Through Week 156,

Observed

Efficacy Population (COAST-V, -Y)
—0— PBO—IXE Q4W (N=42)

Originating study

FigurgSAS40!

—e— ADA—IXE Q4W (N=44)
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Proportion of patients
who achieved ASAS40 (%)?!

Long-term extension study
(COAST-Y)

—o— IXE Q4W—IXE Q4W (N=81)
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‘./0—054

0 16 52

Nx observed?

76
Week

39
39
68

116

37
37
64

156

24
29
44

Note: Observed data while on IXE Q2W escalated dose are excluded. At Week 16, patients receiving either PBO (gray) or ADA (purple) were switched to IXE Q4W (orange). ADA—IXE Q4W are patients who were on washout period from Weeks 14 to 20 and started the first

ixekizumab injection of IXE Q4W on Week 20."!

ADA=Adalimumab; ASAS40=40% Improvement in the Assessment of Spondyloarthritis International Society; IXE Q2W=80 mg of Ixekizumab Every 2 Weeks; IXE Q4W=80 mg of Ixekizumab Every 4 Weeks; PBO=Placebo.

1. Deodhar A, et al. J Rheumatol. 2023;50(8):1020-1028. 2. Data on file, Eli Lilly and Company for Nx table.



NUUIIEPAOUAT

* H IL-17A Jdiadpoauatilel Paoclkd pOAO OInvV emaywyn tnc
PAEYUOVNC, OTINV KATAOTIPOPN KAL OTOV OYXNUATLOUO VEOU OOTOU.

Elval n kUplLa KUTTOPOKIVN TNnC olkovéveilac IL-17 mou odnyel
o XPOVLX eAeyuov) OTLC ZIA.

* To IXEKIZUMAB dciyvel &ueon, IOPQPATETOUEVN avakoUeLon ornd To
onuelo KoL T OCUUMITOUOTO: AvTtandkpLon xoatd ASAS.

> O tunmlkdég aobevihc ue AfovLIkh YmA (r/nr)

* EpoaviCel aueon Kal TTAPATETAMEVN UEIWON OTNV EVEQYOTNTA TNG VOOOU:
BeAtiwon Twv dciktwv BASDAI/ASDAS a1ré Tnv 16 n eooudda pe
dlaTAPNON TNG AVTATTOKPIONS MEXP! Kal TNV 156 £BOouada.

> IpopiA OACPAAE LOG VT (OTOLXO pE €kELVO TV anti-TNFa
TPV OVTIWV .

» Amoucila avoaeopdc yia avalwnupwon TB/HBV.
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