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A 1.KAwvkn nepintwon

Anpoypadika ctoxeiaa  Avdpac 38 stwv

¥
% EAANVLIKAC KOTOYWYNC
g Karviopa (-), aAkoOA(-)
»
¥ BMI: 22
w , ,
3? ATOMLKO AVOUVNOTLKO YIoBUPEOELSIGUOC
S
&
OLKOYEVELAKO LOTOPLKO (-)
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1.KAwikA mepintwon

? Radiographic Definite sacroiliitis

—l 2023 ]l

e Eppévovoa oopualyia pe pAeypovwdoug TUTIOU
XOPOKTAPEG Ko tpwivr) Suckapdia ~ 45 min amno 2
etiag (aywyn pe MZA® nePLOTACLOKA)

* |lotopko apBpitidac 6 NAK

e EvBeoconaBdeia 6€ ayilAelov tévovia

e BASDAI:5.2

e Epyaotnplako €Aeyxo: nro pAeypovwdec cuvdpopuo

e MRI epoAayoviwv: tepoAayovitida apdw e oTolyela
dtapBpwong

Epyaotnplakog
EAEYXOC

ANA(-), dsDNA (-), ENA (-)
RF(-), CCP (-)

HLA B27 (+)

CRP=0,9 (<0,5) TKE=28
H/D ASUKWUATWY = K.

Fevikn) oUpwV = K.

Amnewkovion

Ro dkpwv XeLpwV, yovatwy, modwv Kal
Ro epoAayoviwv : K



DIAGNOSIS : Axial SpA (nr)

o .

HAwia <45 eTtwv DAeypovwdn EvOeoitida axtAAeiou |
oodualdyia > 2 €n |

lotopiko apBpitidog HLA B27 MRI=lepoAayovitida
apudw




The ASAS Classification Criteria

The finalized ASAS criteria for axSpA are intended to be applied to
patients with

chronic back pain for 23 months with age of onset <45 years.

Sacroiliitis on imaging* HLA-B27

plus plus
21 SpA feature® 2 2 other SpA features”

#SpA features:

Inflammatory back pain

Arthritis
Enthesitis (heel)
Uveitis
Dactylitis
Psoriasis *Sacroiliitis on imaging
Crohn’s/colitis - Active (acute)
inflammation on MRI
NeAmesPonse o highy suggestve of
Family history for SpA V[\)'it?- S-tpA dioaraohi ' . . ;
HLA-B27 . saeclrgliIﬁtirsaalgcgo%l?nécto EVO‘P&] ixekizumab 80mg HLE 600“

mNY criteria ’
Elevated CRP (I)optlonq



ASAS-EULAR recommendations for the management

of axial spondyloarthritis: 2022 update

4 ™
Phase |
consider in all patients [ Clinical diagnosis of ] all patients
[ l axSpA J
if symptomatic
h 4
: Start NSAID and titrate up to Education , p y
\ > Physiotherapy , Regular exercise |
the maximum tolerated dose .
Stop smoking

Sufficient
response at 2-4
weeks?

Atleast 2 courses
f NSAIDs 4

Yes )

[ Continue ]
Ramiro S, et al. Ann Rheum Dis 2023;82:19-34. doi:10.1136/ard-2022-223296




ASAS-EULAR recommendations for the management

of axial spondyloarthritis: 2022 update

Phase Il Mainly peripheral symptoms l Purely axial disease

i contra-indicated or lack of efficacy Start TNFi, IL-17i" or JAK?
Consider local ’
glucocorticoid injection i Current practice TNFi or IL-171
Consider sulfasalazine -
’ History of recurrent uveitis or
active IBD*:monoclonal Ab TNF*

preferred; significant psoriasis:
IL-17i" preferred

AASDAS=1.1
after at least 12
weeks?

.

Y951
Sustained remission:
[ Continue ]% consider bDMARD

tapering




ASAS-EULAR recommendations for the management

of axial spondyloarthritis: 2022 update

N

No

Phase lli

d

ifactive axSpA confirmed

Re-evaluation of the diagnosis,
presence of comorbidities

(TNFi or IL-17i") or JAK?

=]
T

[ Switch to another bDMARD

AASDAS=11
after at least 12
weeks?

No

M j/l
<
— Yes
]’ 4 N
Sustained remission:
Continue ]ﬁ consider bDMARD
tapering
\

Ramiro S, et al. Ann Rheum Dis 2023;82:19-34. doi:10.1136/ard-2022-223296




¢ Clinical Trial Overview: Ixekizumab in axSpA

COAST-V COAST-W COAST-X COAST-Y
AS/r-axSpA, AS/r-axSpA, nr-axSpA, axSpA, completed
bDMARD-naivel TNFi-experienced? bDMARD-naive3 COAST-V, -W, or -X4
N=341 N=316 N=303 N=773 (RWP, N=155)
* Placebo-controlled * Placebo-controlled * Placebo-controlled Open-label®
* Q4W, Q2W, adalimumab? . Q4W, Q2W * Q4W, Q2W Q4W, Q2W
+ 16 & 52 weeksP « 16 & 52 weeksP * 16 & 52 weeks® 104 weeks
Study dosing Study dosing Study dosing Study dosing
Initial 160 mg or 80 mg, followed Initial 160 mg or 80 mg, followed Initial 160 mg or 80 mg, followed 80 mg Q4W or Q2w
by 80 mg Q4W or Q2wW¢H by 80 mg Q4W or Q2wW¢ by 80 mg Q4W or Q2w
Outcomes Outcomes Outcomes Outcomes#*®
Signs, symptoms, function, Signs, symptoms, function, Signs, symptoms, function, Signs, symptoms, function, imaging
imaging (MRI), quality of life imaging (MRI), quality of life imaging (MRI), quality of life (X-ray and MRI), quality of life

290 patients (96%) completed 506 patients (88%) completed
completed Week 16 Week 16 and 265 patients Week 104 and 138 RWP patients
P (87%) completed Week 52 (89%) completed Week 104°

331 patients (97%) 282 patients (89%)

completed Week 16

Patients who complete 52 weeks in the 3 registration trials (COAST-V, -W, and -X) have the option to enroll in the long-term trial (COAST-Y)3

2Adalimumab 40 mg Q2W treatment arm served as active reference for comparison with placebo. ®Primary endpoint at 16 weeks, trial extension through 52 weeks, followed by long-term trial COAST-Y. Primary endpoint at 52 weeks for US, at 16 weeks for other countries, followed by long-term trial
COAST-Y. dLabel dose for AS in the US is Q4W.6¢The RWP (starting at Week 24) is placebo-controlled. AS=Ankylosing Spondylitis; r-axSpA=Radiographic Axial Spondyloarthritis; axSpA=Axial Spondyloarthritis; bDMARD=Biological Disease-Modifying Anti-Rheumatic Drug; IXE=Ixekizumab;
Q2W=Every 2 Weeks; IXE Q4W=Every 4 Weeks; nr-axSpA=Non-Radiographic Axial Spondyloarthritis; RWP=Randomized Withdrawal Period; TNFi=Tumor Necrosis Factor Inhibitor.

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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ASAS40 Response Rates Through Week 52, NRI13

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

COAST-V

100 - (b DMARD-naive, AS/r-axSpA)

80 -
53

e - +

Response Rate (%)

T T T T T T T T 1

20 24 28 32 36 40 44 48 52
Weeks
—%— PBO (N=87) —m—ADA (N=90) —&— IXE Q4W (N=81) —-@—IXE Q2W (N=83)

Statistically significant improvements in ASAS40 response rate vs. PBO were seen as early as Week 2 in COAST-V.
Responses were maintained through Week 52.

*p<.001 vs. PBO; Tp<.01 vs. PBO.
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 20718 ACR Annual Meeting. Poster 1864. 3. Dougados M, et al. Ann Rheum Dis. 2020;79:176-185.
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ASDAS <2.1 (Low Disease Activity) Response Rates Through Week 52, NRI1-3

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

COAST-V

(bDMARD-naive, AS/r-axSpA)

100

80 -
1 43% 53

Response Rate (%)

O T T T T T T T T T T T T 1
0 4 8 12 16 20 24 28 32 36 40 44 48 52

Weeks
- PBO (N=87) -4 ADA (N=90) -4 IXE Q4W (N=81) —@—IXE Q2W (N=83)
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; Tp<.05 vs. PBO; #p<.001 vs. PBO.

ASDAS Low Disease Activity/Inactive Disease = ASDAS Score of <2.1. Post-hoc analysis: 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. Data on file, Eli Lilly and Company. 3. Dougados M, et al. Ann Rheum Dis. 2020;79:176-185.
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fa BASFI Change From Baseline Through Week 16, MMRM?1-3

Blinded Dosing Period, ITT Population

COAST-V

(b DMARD-naive, AS/r-axSpA)

Weeks
0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16

% -1.16
g X

_2 . 14* LSM difference
E _2 39* vs.oplge7bi
] -2.43% | -1.02%
£ | i
- —m | 127

SM Change From Baseline

Statistically significant improvements vs. PBO were seen as early as Week 1 and were sustained through Week 16

DA Bl ® |/ el J \/ V Bl ® \/ Bl ®

Baseline mean: PBO=6.4, ADA=6.1, IXE Q4W=6.1, IXE Q2W=6.3

*p<.001vs. PBO; fp<.01 vs. PBO.
Notes: 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.! BASFI range 0-10.
1. van der Heijde D, et al. Lancet. 2008;392:2441-2451. 2. Deodhar A, et al. Arthritis Rheumatol. 2019;71:599-611. 3. Data on file, Eli Lilly and Company.
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a Symptoms, Change From Baseline at Week 16, MMRM?:2
Blinded Dosing Period, ITT Population

COAST-V

(bDMARD-naive, AS/r-axSpA)

Fatigue? Spinal Pain® Morning Stiffness®

o
o
|

-1,0 -
-1,5 -

-2,5 -

Improvement

-3,0 -
-3,5 - -3,2 -3,2 -3,2

LSM Change From Baseline

4,0 -

= PBO (N=87) m ADA (N=90) = IXE Q4W (N=81) m IXE (N=83)

Ixekizumab-treated patients experienced statistically significant improvements vs. PBO in common symptoms of AS/r-axSpA

*p<.05 vs. PBO; Tp<.01 vs. PBO; *p<.001 vs. PBO.

aNumeric rating scale developed by Eli Lilly. YASAS spinal pain numeric rating score. °Mean of BASDAI questions 5/6.

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. Mease P, et al. Rheumatol Ther. 2019;6:435-450. 2. van der Heijde D, et al. Lancet. 2018;392:2441-2451.
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@ SF-36 Physical Component Score Through Week 16, MMRM*
Blinded Dosing Period, ITT Population

COAST-V

(b DMARD-naive, AS/r-axSpA)

8,0 - " /’ 'y

n
o

c —l | e
(@]
= 6,0 7.97*
B 7701 52,
) 'e)) 6.90t '
= c O 3.261
o 8= 4.0
> = 4, \ 4
S R -
4 EL 3.64
- S
V)
S
- |

o
o

Statistically significant improvements vs. PBO were reported starting at Week 4 and were consistent through Week 16

Baseline mean: PBO=32.0, ADA=33.5, IXE Q4W=34.0, IXE Q2W=34.1

*p<.001 vs. PBO; Tp<.01 vs. PBO.
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. 2018;392:2441-2451. 2. Deodhar A, et al. Arthritis Rheumatol. 2019;71:599-611. 3. Data on file, Eli Lilly and Company.

Company Confidential © 2022 Eli Lilly and Company



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
v 60 - .
g 40* 315
o 35
Q 30*
g e o -
o 19 —&k A

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.
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BASDAI Change From Baseline Through Week 52, MMRM12

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

COAST-X

(b DMARD-naive, nr-axSpA)

-2.5% ¥ t 1 *

Weeks
16| 20 24 28 32 36 44 52
q_) 1 1 1 1 1 1 1 J
=
[0
0
— (qv]
% m
c &
0 ° — — -1.8
o
£ % —a— 2.9t
5 22*::><ﬁ:\\=: -3.0t
= ' . p —o—
m *
—

-«PBO (N=105) - IXE Q4W (N=96) -@- I XE Q2W (N=102)
Baseline mean: PBO=7.2; IXE Q4W=7.0; IXE Q2W=7.3

Significant improvements in BASDAI change from baseline for IXE vs. PBO at Weeks 16 and 52 were observed

*p<.05 vs. PBO; 1p<.01 vs. PBO; #p=.001 vs. PBO.
1. Deodhar A, et al. Lancet. 2020;395:53-64. 2. Data on file, Eli Lilly and Company.
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2.KAwikn nepintwon

2010

o Man 46y
o Low back pain
o HLAB27+

2011

ETTEICOOI0 TTPOOOIAC
payoeldiTIdag

©)
©)

gvapén ixekizumab 80mg pe 606on
doptiong

2013

u6pogp9po Yovatol  priSeivwon ocdualyiag
EUpEVOLOQ kot MA>1 h
oodualyia

DIAGNOSIS : Axial SpA
| Several courses of NSAIDs each

for several weeks

N

Ydeon: Tomkn
Beparmneia

P Mn avtanokpion otnv
Oepanela : fepansia

Etanercept

|

|
|




ASAS40 Response Rates Through Week 52, NRI*2

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

COAST-W

100 (TNFi-experienced, AS/r-axSpA)

80 -

31t 34

Response Rate (%)

EEEY

T T T T T T T T 1

16 20 24 28 32 36 40 44 48 52

Weeks
—— PBO (N=104) —&— IXE Q4W (N=114) —@— IXE Q2W (N=98)

Statistically significant improvements in ASAS40 response rate vs. PBO were seen as early as 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.
1. Deodhar A, et al. Arthritis Rheumatol. 2019;71:599-611. 2. Dougados M, et al. Ann Rheum Dis. 2020;79:176-185.
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ASDAS <2.1 (Low Disease Activity) Response Rates Through Week 52, NRI*2

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

COAST-W

(TNFi-experienced, AS/r-axSpA)

100 -
—~ 80 -
S
Q
© 60 -
o
7
G 25
(o) 18t 24
T3 16t 0
i W —— B
4.8
o4
16 20 24 28 32 36 40 a4 48 52

Weeks
—— PBO (N=104) —&— IXE Q4W (N=114) —@— IXE Q2W (N=98)

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<.05 vs. PBO; Tp<.01 vs. PBO.
ASDAS Low Disease Activity/Inactive Disease = ASDAS Score of <2.1.
1. Dougados M, et al. Ann Rheum Dis. 2020;79:176-185. 2. Deodhar A, et al. Arthritis Rheumatol. 2019;71:599-611.
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a Symptoms, Change From Baseline at Week 16, MMRM??
Blinded Dosing Period, ITT Population

COAST-W

(TNFi-experienced, AS/r-axSpA)

Fatigue? Spinal Pain® | Morning Stiffness®

o
o
|

-0,5 -

2,0 - -1,7
-2,5 -
-3,0 -

Improvement

LSM Change From Baseline
[
o

= PBO (N=104) = IXE Q4W (N=114) mIXE Q2W (N=83)

Ixekizumab-treated patients experienced statistically significant improvements vs. PBO in common symptoms of AS/r-axSpA

*p<.001 vs. PBO; Tp<.01 vs. PBO.
aNumeric rating scale developed by Eli Lilly. YASAS spinal pain numeric rating score. °Mean of BASDAI questions 5/6.
1. Mease P, et al. Rheumatol Ther. 2019;6:435-450. 2. Deodhar A, et al. Arthritis Rheumatol. 2019;71:599-611.
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Improvement

Significant Treatment Effect on Inflammation, as Assessed by MRI of the
Spine, and CRP Concentrations

MRI Spine (SPARCC) Change From Baseline at Week 16, CRP Change From Baseline at Weeks 16 (MMRM) and 52 (mBOCF),
ITT Population, Observed Case Analysis (ANCOVA)!2 ITT Population3
COAST-V COAST-W COAST-V COAST-W
(b DMARD-naive, AS/r-axSpA) (TNFi-experienced, AS/r-axSpA)2 (bDMARD-naive, AS/r-axSpA) (TNFi-experienced, AS/r-axSpA)
Week 16 Week 52 Week 16 Week 52
4,0 - 3,3 12,0 -

9,7

o
o

©
o
A
o
Mean Change From
Baseline, mg/L

LSM Change From
Baseline, SPARCC Score
A
o

-8,1

9296
-12,0 - 11.6 -11,0 12,0 - 111 -10,410,0
= PBO (N=87) = PBO (N=61) = PBO (N=87) = PBO (N=104)
m ADA (N=90) = IXE Q4W (N=63) = ADA (N=90) = IXE Q4W (N=114)
= IXE Q4W (N=81) = IXE Q2W (N=59) = IXE Q4W (N=81) m IXE Q2W (N=98)
Baseline mean: PBO=15.8, ADA=20.0; Baseline mean: PBO=6.4, IXE Baseline mean: PBO=16.0, ADA=12.5; Baseline mean: PBO=16.0,
IXE Q4W=14.5, IXE Q2W=16.6 Q4W=8.3, IXE Q2W=11.1 IXE Q4W=12.2, IXE Q2W=13.4 IXE Q4W=20.2, IXE Q2W=16.9

*p<.001 vs. PBO; Tp<.01 vs. PBO; #p<.05 vs. PBO.

aOnly patients who participated in the MRI addendum.

Notes: 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." SPARCC maximum score=414 (23 DVU).!
1. van der Heijde D, et al. Lancet. 2018;392:2441-2451. 2. Deodhar A, et al. Arthritis Rheumatol. 2019;71:599-611. 3. Dougados M, et al. Ann Rheum Dis. 2020;79:176-185.
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Predictors of Structural Progression at Year 2 (Multivariate Final Model)

Structure Population (COAST-V, -W, -Y)
Patients from COAST-V, All Measures (N=109)2

Categories or Continuous Variables Odds Ratio (95% CI)

Change in total mSASSS >0
Week 52 inflammation in

SPARCC spine =22 vs. <2 2.91 (1.08-7.83) .034

Week 52 ASDAS Continuous 1.97 (1.05-3.69) .035

Tobacco Ever vs. never 2.51 (0.92-6.90) .073
Change in total mSASSS 22

Week 52 inflammation in >0 vs. <2 4.46 (1.08-18.35) 038

SPARCC spine

Predictors of spinal progression identified using logistic regression models in 2 steps:

1. Univariate analysis was performed with each of the variables of interest

2. Multivariate analysis was performed using stepwise selection with p-value <.1 for entry and p-value <.1 for stay to select variables for
the final prediction model with all selected variables included

3Patients who had SPARCC spine and SIJ MR at baseline and Week 52. ASDAS=Ankylosing Spondylitis Disease Activity Score; Cl=Confidence Interval; MRI=Magnetic Resonance Imaging; SlJ=Sacroiliac Joint; SPARCC=Spondyloarthritis Research Consortium of Canada.
van der Heijde D, et al. J Rheumatol. 2022;49(3):265-273.
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3.KAwvikn mepintwon

H_ gvapén ixekizumab 80mg pe 60on poptiong

O 6 0

|
HAwia 42 eTwv DAeypovwdn EvBeoitiSa ayxtMeiov o oTOpLko apBpitidag ’
ooduadyia > 2 £€tn o €VEPYOC SakTulitidog

A Ypwpiaon Ro: 2° BaBuou HLA B27
lepoAayovitida apdpw

NSAIDs for several
weeks

N i S




Mevikl Ocwpnon KAivikwyv Aokipwy Tou Ixekizumab otnv WAL3

JIRITE JIRITEA PIRITEH

AoBeveig: pe evepyd WA 1rou dev . . AoBeveig: pe evepyo WA kai pwpiaon
@ gixav Adpel oto TapeAOOV BioAoyikd @ ':‘\Z?;v;'@ ATNF"IR HE @ katd TTAdkag (BSA 23%) mrou dev gixav
@AapuaKka N=363 AaBer oto TTapeABOV BioAoyikd pAapuaKa
N=417 N=566
EAeyXOUEVN HE EIKOVIKO PAPHOKO - EAeyXOHEVN ME EIKOVIKO PEPUOKO » Tuxaiotroinuévn, TaparnAwy opadswy
AITTAG TUQAR . AITTAG TUQAN * AvoixTou oxediaopoye
24 €BBouadeg, emékTaon[Ewg Kai 3 € . 24 eBdopddec, emékTaonféwc kar 3 €T » Dokipn 52 efdopadwv evavti ADA

Aoocoloyiaf
Aocoloyia o Aocoloyia I4)E)Em80 (rgnz%/vQ‘lW (d6an £vapgng 160 mg), n ADA
IXE 80 mg Q2W (660n €vapgng 160 mg), IXE 80 mg Q2W (86on évapéng 160 mg), 9

IXE 80 mg Q4W (860n évapgng 160 mg), IXE 80 mg Q4W (560m évapéne 160 mg), f v1e OuVXopnvOsLEVo COMARD Seoiceran or
ADA 40 mg Q2W, | €IKOVIKG @dplako EIKOVIKO QUPHOKO Bantr TGYF ggo nuavang n
54% e ouyxopnyoupevn MTX 41% pe ouyxopnyoupevn MTX puUTATA TS

Kipia ékBaon

AvwTtepotnTa évavti TNG ADA Tnv

@ Kopia ékBaon @ Kopia ékBaon A~ £Bdopdada 24? 'ITOOOO'TC')’(%) aoBevWV
ACR20 tnv ERdoudada 24 ACR20 tnv ERdopdada 24 z 5 TTOU ETTITUYXAVOUV TAUTOXPOva

RS avrattokpion ACR50 kai PASI 100

2kéAog avagpopdag ADA

AeSopéva akTivoloyikng £€EAIENG TG vooou 11 dokipn o€ mANBuouS TNFI-IR acBeviov

Aokipn H2H otnv WA

9TugAotroinuévn agloAdynon yia ekBacelg apBpwoewy, evleaiTidag, daKTUAITIdAG Kal ywpiaong.
BACBeveig pe PsO kal BSA >10% AduBavav Tig 00EIG TNG ETMIOAPAVONG yia T PETPIa £wg coPapr PsO.

ACR20/50: MNMocoaoTé avratmokpiong 20%/50% oupewva pe Auepikavikd KoAAéyio PeupatoAloyiag, ADA: AdaAipoupaut, BSA: EpBadév Emeaveiag Zwpatog, cDMARD: cupBartiké TpotrotroinTiké Tng Néoou Avtippeupatiké ®apuako, IXE: Ixekizumab, IXE Q2W: 80 mg Ixekizumab
KdBe 2 ERdopddeg,

IXE Q4W: 80 mg Ixekizumab Kabe 4 EBdouddeg, MTX: MeBotpetdarn, PASI 100: BeAtiwon katd 100% oTov Aciktn ‘Ektaong kai Baputnrag ng Ywpiaong, WA: Wwpiaoikn ApBpitida, PsO: Wwpiaon, TNFi-IR: Averrapkwg Avtatrokpifeig o AvaaTtoAéa Mapdyovra Nékpwong Oykou.
1. Mease PJ, et al. Ann Rheum Dis. 2017;76:79-87. 2. Nash P, et al. Lancet. 2017;389:2317-2327. 3. Mease PJ, et al. Ann Rheum Dis. 2020;79:123-131.



Avtatrokpion ACR20/50/70 tnv EBoouada 24, NRI
Mepiodog AITAd TupAng Oepartreiag, MANBUouSS ITT
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ACR20 ACR50 ACR70 ACR20 ACR50 ACR70"
2NHAVTIKA TTEPICOOTEPOI aoBeveig TTOUu EAaBav BepaTtreia pe To ixekizumab TréTuxav
avratrokpion ACR évavTi ekeivwyv TTou éAafBav €IKOVIKO @ApHOKO!2

Ywpiaoikh apbpimida: H cuviaTwpevn d6an yia 1o ixekizumab eival 160 mg péow uttodopiag Eveong (dUo evéoelg Twv 80 mg) Tnv ERdouada 0, akoAouBoupevn atrd 80 mg (pia £éveon) KABe 4 BOOPADESG OTN CUVEXEIQ.

*p=<0,001 évavti Tou PBO.

H mipn p éxel TpokUWel pe TN Xpron Tng dokiyaciag akpiBeiag Tou Fisher.

Znueiwon: H ADA avTirpoowTreUel évav dpacoTIKO TTapdyovTa avagopdg. H peAETn dev gixe 100 yia TOV EAeyX0 TNG I00OUVANIaG A TNG PN KATWTEPOTNTAG TwV OPAdwWY dpaadTIKAG Bepatreiag peTagu Toug, auptrepidappavopévwy Tou IXE évavt ng ADA.

ACR: Apepikavikd KoAAéyio Peupatoloyiag, ACR20/50/70: Mocooté Avramokpiong 20%/50%/70% ocuuewva pe Apepikaviké KoAAéyio Peupatohoyiag, ADA: AdahipoupdpuTn, ITT: MpéBeon-pog-Oeparreia, IXE: Ixekizumab, IXE Q2W: 80 mg Ixekizumab Ka&6e 2 EBSopddeg, IXE Q4W: 80 mg
Ixekizumab Ka6e 4 EBdouddeg, NRI: Atrédoon Xapaktnpiopou Mn Avrtatrokpifévtog, PBO: Eikoviké @dppako. 1. Mease PJ, et al. Ann Rheum Dis. 2017;76:79-87. 2. Nash P, et al. Lancet. 2017;389:2317-2327.




SPIRIT-P1 ka1 SPIRIT-P2 - Avratrokpioeig ACR50, mNRI

AITAG TUQA TTEPiIOdOG KAl HOKPOXPOVIA ETTEKTAOT), TTANOUCMOI ITT

SPIRIT-P1%2 SPIRIT-P223
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AlaTRApnon oTov XpOVO ONUAVTIKWYV KAIVIKWYV BeATIwoewyv — ACRS50

1. Chandran V, et al. Rheumatology. 2020;0:1-11. 2. Orbai AM, et al. Rheumatol Ther https://doi.org/10.1007/s40744-020-00261-0



Ymroxwpnon AaktuAitidag (LDI-B=0) Tnv EBoopada 24, NRI

MNMepiodog AiImtAd TupAng Oepartreiag, MANBUOHOS ITT /
AcOeveig pe LDI -B >0 katd Tnv ‘Evapgn tng MeAéTng
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SPIRIT-P11 SPIRIT-P2? Evotroinpévo ZuvoAo
Aedopévwy yia WA3

Meproocdrepol aocBeveig TTou EAafav Bepatreia pe ixekizumab gp@davicav utroxwpnon Tng dakTUAITIdOAG Kal
oTIG BUO HeAETEG, O€ OUYKPION ME EKEIVOUG TOUG aoBeveig TTou éAafav €IKOVIKO @appakol-3

Ywpiaoikh apBpimnida: H cuvioTwpevn d6an yia 1o ixekizumab gival 160 mg péow utmodopiag éveong (dUo evéoelg Twv 80 mg) Tnv ERdouada 0, akoAouBoupevn atrd 80 mg (pia £veon) KABe 4 BOOPAdEG OTN CUVEXEID.

*p<0,001 évavt PBO, Tp<0,005 évavti PBO (n Tipn p yia IXE Q4W évavri PBO oTn dokiur SPIRIT-P2 mrpoékuye pe Tn Xprion Tng dokiyaaiag akpieiag Tou Fisher).

Znueiwon: H ADA avTirpoowTreUel évav dpacTiké TTapdyovTta avagopds. H peAéTn dev gixe 10U yia Tov EAeyX0 TNG I00dUVAMIOG 1 TNG KN KATWTEPATNTAG TwV OPAdwY dpaaTikhg Bepatreiag petaglu Toug, cuptrepiAapBavopévwy Tou IXE évavti Tng ADA.

ADA: AdaAipoupautn, ITT: MpdBeon-rpog-O¢eparreia, IXE: Ixekizumab, IXE Q2W: 80 mg Ixekizumab KdaBe 2 EBdopadeg, IXE Q4W: 80 mg Ixekizumab Ké&6e 4 EBdoudadeg, LDI-B: Aciktng EvBeoimidag Leeds - Baoikog, NRI: Arédoon Xapaktnpiopod Mn AvtatokpiBévTog,
PBO: Eikoviké ®dppako, WA: Ywpiaoik ApBpitida.

1. Mease PJ, et al. Ann Rheum Dis. 2017;76:79-87. 2. Nash P, et al. Lancet. 2017;389:2317-2327. 3. Gladman DD, et al. Arthritis Res Ther. 2019;21:38.




MeTaBOARN TWV OEIKTWV EVEPYOTNTAS TWV CUNTTTWHATWY EVOEIKTIKWY OZOVIKAG
mpoofoAng otnv Ywplaocikn ApBpitida atrod Ti¢ yeAETeG SPIRIT-P1/P2

Evotroinuévog TTANBUOHOG Twy HEAETWY Kal post hoc avaAuon

KEY RESULTS

With PsA With Axial Symptoms

B PBO (N=151)

B IXE Q4W (N=162)

Change From Baseline in BASDAI- and ASDAS-Related Endpoints in Patients
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BASDAI50 Response Rates in Patients With PsA With
Axial Symptoms
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Deodhar A et al, poster 1347, ACR Convergence 2021




COAST-V and COAST-W Integrated Safety (AS/r-axSpA)




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

PsO PsSA 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 (kpi10eioca)
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]
KatdoAiyn 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).



Ixekizumab Citrate-free Formulation Data




VAS Injection-Site Pain Score
Pain Study (RHCS) Using PFS in Healthy Volunteers

Q OUTCOME: Significantly less pain was reported with the citrate-free formulation than with the
original commercial formulation at the time of injection (p<.001)

60 -
® 80 mg IXE Original Commercial Formulation (N=61)
m 80 mg IXE Citrate-Free Formulation (N=63)
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vs. Commercial Formulation: ***p<.001. Notes: Pain categories are defined as: No pain=VAS Pain Score=0; Mild pain=VAS Pain Score >0 and <30; Moderate Pain=VVAS Pain Score >30 and <70; Severe Pain=VAS Pain Score >70. IXE=Ixekizumab; LSM=Least Squares Mean; PFS=Prefilled
Syringe; VAS=Visual Analogue Score. Chabra S, et al. Adv Ther. 2022;39:2862-2872.
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