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Inflammatory Back Pain (IBP)
According to Various Criteria

Calin et al.’ Rudwaleit et al.? IBP experts (ASAS)?
- age at onset < 40 yrs = morn. stiffness > 30 min - age at onset < 40 yrs
« duration of back pain = improvement with » insidious onset
e RO m;:“:":;’:: = improvement with exercise
« insidious onset « awaken at :
the night because of pain * no improvement with rest
= moming stiffness - pain at night
- improvement with exercise = Anaing Dtonk: faln (WIR IMErovement upon getting up)
IBP if4/5 are IBPif2/4 are IBP if4/5 are
present. present. present.

1 CadnAatal JAMA 1977237 261. 2 Rudwaleit M et al Arthritis Rheum 2006 54 585-78. 3 Sieper J ot al ASAS
Ann Rheum Dis. 2006 68 784.788
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1" mrepiTTTwon (axSpa he un AEYHoVwWOOUC TUTTOU OC@PUAAYIQ)

['uvaika 45 eTwv

Katrviopa, AY utré oAgeoapTtavn

Oo@uaAyia atré 4urjvou

Agv TTANPOI KPITAPIA PAEYHOVWDOUS 0CQUAAYIOG

Schober = 6¢cm, INAdayieg kGuweigc A-A 19-17cm

‘EKTITUEN BLWpakog 4cm (e HAOKQ)
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HLA B27 (+)
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Poddubnyy D and Sieper J. Curr Opin Rheumatol. 2021;33(4):307-312.
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Diagnostic delay in axSpA is observed across Europe

Figures reported between 2010 and 2020.



2" mrepiTrTwon (therapeutic — but not diagnostic- delay)

- Avdpag 64 eTwv [Mpwivr) SucKauwia 2wpPEG
. AY amé 30etiag HLA B 27 (+) EUkoAn koTrwon 5/10
- [epiotaociokad MZAD kar atrAd TTauaitrova VAS global 3/10

CRP =3mg/L

- 2uvvoonpotnteg : 2N, 2A TotTou I, utrepAImidaipia

ASDAS = 2,2 (high disease activity)
- lepoAayovitida otadiou Il d¢ kai IV ap

- bamboo spine _
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ASAS-EULAR recommendations for the management

of axial spondyloarthritis: 2022 update

Phase |
consider in all patients [ Clinical diagnosis of ] all patients
( [ axSpA J
if symptomatic
. W .
Educati
. Start NSAID and titrate up to veation ) p y
\ > Physiotherapy . Regular exercise |}
the maximum tolerated dose .
Stop smoking
Sufficient
At.’east?courses\ response at 2-4 Y
s NSADs rd p = es ]
weeks?
[ Continue ]
> No <

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

5 No {
Phase Il Mainly peripheral symptoms l Purely axial disease 1
Consider local if contra-indicated or lack of efficacy N Start TNFi, IL-17i" or JAK{2
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=21.1 .
after at least 12 Yes
weeks? 1
Sustained remission:
[ Continue ]H consider bDMARD
tapering
> No

AN

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



Y

ASAS-EULAR recommendations for the management

of axial spondyloarthritis: 2022 update

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=1.1
after at least 12
weeks?

No

.___Y'es__l
[ Continue ]%

-

Sustained remission:
consider bDMARD
tapering

N

Ramiro S, et al. Ann Rheum Dis 2023;82:19-34. doi:10.1136/ard-2022-223296
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1. Raychaudhuri SK, et al. Clin Rheumatol. 2015;34:1019-1023. 2. Schén MP. Exp Dermatol. 2014;23:804-806. 3. Saxena A, et al. Arthritis Rheum. 2011;63:1465-1466. 4. Taams LS, et al. Nat Rev Rheumatol. 2018;14:453-466.
5. Raychaudhuri SP, et al. Mol Cell Biochem. 2012;359:419-429. 6. Barin JG, et al. Eur J Immunol. 2012;42:726-736. 7. Dubin PJ, Kolls JK. Immunity. 2009;30:9-11.




Organ-Based Concept

The NEW ENGLAND JOURNAL of MEDICINE
Signature Cytokine—Based Concept

REVIEW ARTICLE -
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Figure 1. Organ-Based and Signature Cytokine—Based Concepts of Immune-Mediated Inflammatory Diseases (IMIDs)
of the Joints and Gut.

The top panel shows IMIDs of the joints and gut on the basis of the affected organs. The chart at the right shows
the extent of organ invelvement, with the darkest squares indicating that the organ is usually involved, the medium-
color squares indicating that the organ is sometimes involved, and the lightest squares indicating that the organ is
involved rarely or not at all. The bottom panel shows IMIDs of the joints and gut on the basis of the signature cyto-
kine. The chart at the right shows the response to cytokine inhibition, with dark squares indicating a response and
light squares indicating little or no response. AxSpA denotes axial spondyloarthritis, CD Crohn's disease, JIA juvenile
idiopathic arthritis, MSK musculoskeletal disease, PsA psoriatic arthritis, PsO psoriasis, RA rheumatoid arthritis,

G. Schettetal, N Engl J Med 2021’ 385:628-639 TNF-e tumor necrosis factor e, and UC ulcerative colitis.

Dan L. Longo, M.D., Editor

Interleukin-23

Interleukin-6

Reframing Immune-Mediated Inflammatory
Diseases through Signature Cytokine Hubs T

Interleukin-174

Georg Schett, M.D., lain B. McInnes, M.D., Ph.D., and Markus F. Neurath, M.D.
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ETTIOKOTTNON KAIVIKWYV MEAETWYV TOU IXekizumab otnv axSpA (1)

COAST-V

AS/r-axSpA,
bDMARD-naivel

N=341

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

Aocoloyia
Apxikd 160 mg r} 80 mg,

hETA 80 mg Q4W r; Q2wWd

ExkBdaoeig : ASAS 40,
@ 2UPTTTWPATA, ONUEia

AEITOUPYIKOTNTA, OOMIKES

BAGBec (MRI), Tro16TNTA (WIS

331 AoOeveig (97%)

oAokAnpwoav Tnv £B56. 16

COAST-W COAST-X
AS/r-axSpA, @ nraxSpA, 3
TNFi-experienced? bDMARD-naive
N=316 N=303

«  Placebo-controlled * Placebo-controlled

. Q4W, Q2W ¢ Q4W, Q2W ’

.« 16 & 52 eRSOUGDEC * 16 & 52 ¢Bdopadegt
Aoocoloyia

Aocoloyia . .
; . Apxika 160 mg 3 80 mg,
AR S0 iy 7] B0 e p% 80 mg Q?wr\]/ A Q2€Nd

hETa 80 mg Q4W 1 Q2w
EkBaoeig: ASAS 40,

ExBdoeig: ASAS 40, ‘ )
SUUTITWHOTA, ONUEia 2UHTITWUATA, CNPEID,
AEITOUPYIKOTNT, DOUIKES AEITOUPYIKOTNTA, GOUIKEG

BAGBeC (MRI), TToOIOTTA {WAC BAGBeg (MRI), TToi6TNTA {WNG

290 AoBeveig (96%)
oAokARpwoav TNV £0. 16 Kal

B &

282 AoBeveig (89%)

oAokAnpwaoav Tnv £B56. 16 265 (87%) tnv €Bd. 52

aAdalimumab 40 mg Q2W treatment arm served as active reference for comparison with placebo. PPrimary 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. 9Label dose for AS in the US is Q4W.
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.



ETTIOKOTTNON KAIVIKWYV MEAETWYV TOU IXekizumab otnv axSpA (2)

@ N=773 (RWP, N=155)

Open-label (518pts) - RCT (155pts)A

Q4W, Q2W COAST-Y
104 ¢Bdoudadeg

O1 aoBeveig TTOU OAOKAnpwvouv 52 Aoooloyia

ePSopGdeC OTIC 3 peréte (COAST-V, -W 80 mg Q4W 1} Q2W*

Kal -X) £€xouv Tn duvaTtoeTnTa va evrayxbouv
ExkBaoeig
@ 2NUEia, CUPTITWHATA, AEITOUPYIKOTATA, OOMIKEG

BAGBeg (MRI/X-R), TroiotnTa (Wng

oTn pakpotrp6Beoun dokiul COAST-Y

741 AcOeveig (96%) oAokARpwoav Tnv €B06. 24 kai 148
(95%) Tnv eOOpGda 64

1. Landewé RBM, et al. Ann Rheum Dis 2021;80:1022-1030-AThe RWP (starting at Week 24) is placebo-controlled. RWP=Randomized Withdrawal Period. B Label dose for AS in the US is Q4W.




To ixekizumab oTn Ogpatreia acOevwy pe AS/r- axSpA:
bDMARD-naive kai

TNFI experienced
AtroTeAeopATIKOTNTA (aTTOTEAEOMATA 16 KOl 52 eBOONAdWYV)




ASAS 40 Improvement Criteria

Improvement of 2 40% and 2 2* units in at least 3 out of 4 domains

Patient global
Pain**
Function

Inflammation™***

No worsening in remaining domain

*on a0-10 scale
** spinal pain or BASDAI question 2
*** mean of BASDAI questions 5 and 6

Adapted from Brandt J et al. Ann Rheum Dis 2004;63:1438-44 (with permission)



lMNoocooTd amokpiong ASAS40 pExpl Tnv eoopada 52

COAST-V

(bDMARD-naive, AS/r-axSpA)

100 -
ébz 52*
53
(D) *
= 48 51
Y
(@]
o S
o 18
o |
O 1 1 1 1 1 1 1 1 1 1 1 1 1
0] 4 8 12 16 20 24 28 32 36 40 44 48 | 52]
Weeks

—%— PBO (N=87) ——ADA (N=90) —#&— IXE Q4W (N=81) —@—IXE Q2W (N=83)

2TATIOTIKA ONUAVTIKES BEATIWOEIG OTO TTOOOOTO ATTOKPIoNG ASAS40 évavTti PBO mraparnpiénkav Aén amé tnv ERSopada 2
oto COAST-V. O1 amavtioeig diatnpnénkav péxpl Tnv ERSopada 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.




NMoocooTtd amokpiong ASAS40 pExpl Tnv eOopada 52

COAST-W

(TNFi-experienced, AS/r-axSpA)

100

00]
o
1

(o))
o
1

31t 34

25+ 31
M1

AN
o

Response Rate (%)

N
o

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)

2TATIOTIKA ONUAVTIKES BEATIWOEIG 0TO TTOOO0CTO aATTOKpPIong ASAS40 évavri PBO traparnpidnkav Adn amré tnv edopdda 1

oto COAST-W. O1 atravtiioeig diatnpnOnkav péxpl Tnv Edopdda 52.

*p<.001 vs. PBO; Tp<.01 vs. PBO; *p<.05 vs. PBO.
1. Deodhar A, et al. Arthritis Rheumatol. 2019;71:599-611. 2. Dougados M, et al. Ann Rheum Dis. 2020;79:176-185.



ASDAS
Ankylosing Spondylitis Disease Activity Score

Back Pain [0-10]

Duration Morning Stiffness 0-10]

Patient Global [0-10]

Peripheral Pain/Swelling [0-10]

C -Reactive Protein (mg/i)

Eyttwocyte Sedimentation Rate (mm /hw)
ASDAS-CRPFP

[[]]]

ASDAS-ESR
ASDAS disease activity states ASDAS improvement
criteria
<1.3 <2.1 >3.5 ’ Chinicall
axiz | tmportant
az20

A CRP value <2mg/Lis not allowed. If the conventional CRP is below the limit of detection or if the high
sensitivity CRP is <2m g /L the constant value of 2Zm g/L shovuld be used.




Improvement

MetaBoAn ASDAS péxpl TNV Oouada 52

COAST-V

(bDMARD-naive, AS/r-axSpA)*
Weeks

0O 4 8 1216120 24 28 32 36 40 44 48 |52

o
o
1

Mean Change From Baseline
e .
& (3N

-2 -

= IXE Q4W/IXE Q4W (N=81) -@~IXE Q2WI/IXE Q2W (N=83)
Baseline mean: IXE Q4W/IXE Q4W =3.7, IXE Q2W/IXE Q2W =3.8

COAST-W

(TNFi experienced, AS/r-axSpA)2

Weeks
0 4 8 12116] 20 24 28 32 36 40 44 48|52
0. 1 1 1 1 1 1 1 1 1 1 1 1 )
-0,5 -
i; 1.2
-1 - [ 1.3
1“*‘-‘\‘\. —
1,5 -
-2-

—&- IXE QAW/IXE QAW (N=114) -@-IXE Q2W/IXE Q2W (N=98)
Baseline mean: IXE Q4W/IXE Q4W =4.2, IXE Q2W/IXE Q4W IXE Q2W=4.2

To péyeBog Tng BeAtiwong évavri Tou PBO RATav Trapépolo os aoBeveic pe bDMARD- naive kai pe atrotuyia oe TNFi. Ol

atravrTioeig diatnpnénkav péxpl Tnv ERSopdada 52.

ﬁ. Dougados M, et al. Ann Rheum Dis 2020;79:176-185. 2. Deodar A et al. Arthritis Rheumatol. 2019;71:599-611.




ASDAS <2.1 (LDA) MNMoocooTtd atmrokpiong MEXP!I TV ELOONGda 5213

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) —#—ADA (N=90) —&— IXE Q4W (N=81) —@—IXE Q2W (N=83)
To mTocooT6 TwV acBevwy TToU EAaav Bepartreia pe IXE Trou mréTUXaV XapNnAR evepyoTnTa TG vooou Tnv ERSopdda 16 ATav

onNMAvTIKG TrEpIcodTepol atrd To PBO. O1 amavrioeig diatnpridnkav péxpl Tnv ERSopdda 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. 2018;392:2441-2451. 2. Data on file, Eli Lilly and Company. 3. Dougados M, et al. Ann Rheum Dis. 2020;79:176-185.



ASDAS <2.1 (LDA) NoocooTtd amrdkpiong MEXPI TNV EROOpGda 5212

COAST-W

(TNFi-experienced, AS/r-axSpA)

100 -
—~ 80 -
S
Q
T 60 -
e
7
G 25
o 18t 24
73 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)

To mTocooT6 TwV acBevwy TToU EAafav Bepartreia pe IXE Trou TréTUXOV XAMNAR EVEPYOTNTA TNG VOoOU TV ERSopdda 16 ATav

onNMAvTIKG TrTEpOocooTEpOl atrd To PBO. O1 atravriioeig diatnpnonkav péxpl Tnv ERSouada 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.



2NMAVTIKA €TiIdOpaon oTn @AEYHOVH, OTTWGS EKTIMNATAI ATTO TN MRI 2%

MRI ZX (SPARCC) amé TnVv évapén otnv eBdopdada 16, TANOUoUog ITTL2

COAST-V COAST-W
(bDMARD-naive, AS/r-axSpA) (TNFi-experienced, AS/r-axSpA)?
4.0 - 3,3
o
c 3
+— o n 0,0
C | —
o gu 8
- Oy
(4)) o) <
S c -4,0
o o
a Nl 0]
2
= = c .
.= -8,0
N3
— 0
@©
@ 11,0
120 - 116
= PBO (N=87) .::;(BEOQ(L\IVT/G(R 63) Baseli PBO=6.4, IXE
Baseline mean: PBO=15.8, ADA=20.0; m ADA (N=90) = = aseine mean. FEV=>
IXE Q4W=14.5, IXE Q2W=16.6 = IXE Q4W (N=81) m I XE Q2W (N=59) Q4W=8.3, IXE Q2W=11.1

= IXE Q2W (N=83)

*p<.001 vs. PBO; . 2Only 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.




2NMAVTIKA €Tidpaon oTn @Asypovi, 0TTwg eKTipnAaTal pe Tn CRP

MeTaBoAR CRP a1ré Tnv apXIKA TIMA oTnv £¢douada 16 kai 5213

COAST-V COAST-W
(bDMARD-naive, AS/r-axSpA) (TNFi-experienced, AS/r-axSpA)
12,0 +
Week 16 Week 52 Week 16 Week 52
9,7
8,0 -

&
o
1

Mean Change From
Baseline, mg/L

9296 -8,1
-12,0 - _10’410’0
u PBO (N=87) -11,1
m ADA (N=90) u PBO (N=104)
m IXE Q4W (N=81) ® IXE Q4W (N=114)
m [ XE Q2W (N=83) m [ XE O2W (N=98)
Baseline mean: PBO=16.0, .
ADA=12.5; Baseline mean: PBO=16.0,

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. 20nly 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.




Bath Ankylosing Spondylitis Disease Activity Index (BASDALI)
on an NRS

Please answer the following questions relating to the last week.

1. How would you describe the overall level of fatigue / tiredness you have experienced?

none m n n B n ﬂ n very severe

2. How would you describe the overall level of AS neck, back or hip pain you have had?

none n ﬂ B 18 9 {10} YEIY Severe CaICUIatlon Of BASDAI:
- Compute the mean of questions 5 and 6.
3. How would you describe the overall level of pain / swelling in joints other than neck, back, - CaICUIate the sSum Of the Values Of quest]on
rm— 1-4 and add the result to the mean of
none m n ﬂ ﬂ ﬂ m very severe .
questions 5 and 6.

- Divide the result by 5.

4. How would you describe the level of discomfort you have had from an area tender to touch
or pressure?

none n n n ﬂ E n m YEIY Severe

3. How would you describe the level of moming stiffness you have had from the time you wake
up?

none ﬂ ﬂ E ﬂ ﬂ n m VEIY SEVETE

Alternatively, a VAS between 0 and 10 cm or 0 and 100
mm can be used. ASAS prefers to use a NRS.

6. How long does your morning stiffness last from the time you wake up?

oH1H2H3H4HsHeH7H3H9H1ol

0 hour 1 hour 2 ormore hours

Adapted from Garrett S et al. J Rheumatol 1994;21:2286-91 (with permission)



ZUNTTTWHOTA, aAAayn a1ré TNV apXIKN TIMA HEXPI TNV EROoMAdal6l2

COAST-V

(bDMARD-naive, AS/r-axSpA)

21Tov3UAIK6G MévogP Tpwivl Auokapypiac

o 0,0 -
c
= -0,5 -
a
- S -1,0 -
g m
e -15 -
A B
E :L) -2,0 -
o _
J E
c - .
O )
= -3,5 - -3,2 -3,2 -3,2
)
= 40 -

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

O1 acOeveig TTou EAaBav Ixekizumab gp@davicav oTaTIOTIKA ONUAVTIKES BEATIWOEIG EvavTi Tou PBO oTta koiva

CUMTTTWMATA 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.



AAAayn aT1rd TNV apXIKA TIMA oTn BaBuoAoyia MSASSS 010 £10G 2
2UVOAIKOG TTANBUCOG pE aKTIVOAOYIKA dedopéva (COAST-V, -W, -Y)

30 H IXE Q4W IXE Q2W Total IXE

ZuvoAikdg TTANBucuog N=115 N=115 N=230 2UVOAIKN péon
20 . Baseline mSASSS, mean (SD) = 10.6 (15.3) 11.3 (17.2) 11.0 (16.3) a1‘r|65ivwo'r|
Change at Year 2, mean (SD) 0.4 (2.1) 0.2 (1.4) 0.3 (1.8) eAAXI10TN
10 - ¢ IXE Q4W ® IXE Q2W

ooooo

Change From Baseline in
MSASSS Score at Year 2
o

0 20 40 60 80 100
Cumulative Probability

Xwpig akTIVOAOYIKA €TTIOEIiVWON N TTAEIOVOTNTA TWV aCOEVWYV
NMpoyvwoTiKoi TTapdyovTteg emideivwong : avdpeg, nAikia >40, HLA B27 +, ouvdeopoQuUTQ,
PAeypovi o MRI (SPARCC) o€ 0 kai 52 w



1n epitTrTwon (45 eTwy, un eAeypovwdn ooPuaAyia)

- BASDAI = 4,4 ASDAS (CRP) = 2,32 (HDA)
- 'Evapcn Bioopogidouc avtaAlyoUPAuTING

- BeAtiwon oto 6unvo
- BASDAI =2,6 ASDAS (CRP) = 1,66 (LDA)

« 2 £€TN YETA OAWTTEKIQ EVTOTTIONEVN OTTIOOEV OECIOU WTOC
- AlakoTrr} B10OMOEIdOUC

. "Evapén IXEKIZUMAB
. 710 6unvo BASDAI = 2,1 ASDAS = 1,4

- H aAwrtrekia €xel BEATIWOEI




MepitrTwon 2 (kaBuoTépnon otn ARYN aywyng)

‘Evapén IXEKIZUMAB

Mpwivr] SuoKapwia 2wWPEG - 3 UNVEG HETA :
- Xwpic MZAD rj attAd TTaUCiTTOVA

- VAS global =1/10

EUkoAn ko6TTwon 5/10
VAS global 3/10
CRP =3mg/L
ASDAS = 2,2 (high disease activity) - ASDAS = 1,3 (inactive disease)
Schober =1cm

Adyla KApyn = 8cm apew . TAdyIa Kauyn = 10cm auew
oTpo@ég AMIE 50 poipeg . oTpo@éc AMZZ = 60 poipeC
EKTTTUEN BWpPaKOG = 2cm

lvio Toixog = 18cm



QUIZ TIME

- [Mola n oxeon Twv Alovtapiwy Tou HpakAgiou pe TNV AKPOTTOAN
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To ixekizumab oTn Ggpatreia Tng nr-axSpA:

ATTOTEAEC MOTI K()TI‘]TG ( amroteAéopaTa péXP! TNV EBOOGda 52)




ETTIoKOTTNON KAIVIKWYV NEAETWYV TOU IXekizumab otnv Non-Radiographic axSpA

COAST-X

nr-axSpA,
bDMARD-naivel
N=303

* Placebo-controlled
«  Q4W, Q2w
e 16 & 52 eBdouddec?

Aocoloyia
Apxikd 160 mg r; 80 mg,
META 80 mg Q4W ] Q2Wb

ExkBdoeig ASAS 40
@ 2 NUEia, CUPTITWHOTA,
AEITOUPYIKOTNTA, OOUIKEG

BAGBeg (MRI), TTO160TNTA {WNG
290 AcOeveig (96%)

oAokAnpwaoav Tnv £BS6. 16 Kai
265 (87%) tnv €Bd. 52

a. Primary endpoint at 52 weeks for US, at 16 weeks for other countries, followed by long-term trial COAST-Y. ® Label dose for AS in the US is Q4W.
1. Deodhar A, et al. Lancet. 2020;395:53-64.



AvTtatrokpion ASAS40 péExpir Tnv efOopada 52

COAST-X

(b DMARD-naive, nr-axSpA)

100 -
80 -
>
Q 60 -
n 40*
g 35* 31*
o 30*
2 e o -
nd —h A
-—192———*”(\(—)(’96 13
N*
16 20 24 28 32 36 44 52

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

2NMAVTIKG UPnAOTEPO TTOOOOTO aocBevwy TrETUXaV atTOKpIion ASAS40 yia kaBe d6on IXE évavti PBO o1ig EBSopadeg 16 kan 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.



MeTafoAr Tou ASDAS atrd tnv évapén HEXPI TNV ERdopada 5212

COAST-X

(b DMARD-naive, nr-axSpA)

Weeks
012 4 8 12 16 20 24 28 32 36 44 52
QE_) 1 1 1 1 1 1 1 J
o)
@
c s — —
= e -0.6 \"\x/x\’(—x\x’
GE) o -0.8
§ L E——
=N 3 B ~—
- % -1.1* . > *
— = -1.3% * X * * I t -1.4*%
O * -1.5*
— -<PBO (N=105) - IXE Q4W (N=96) -@-IXE Q2W (N=102)

Baseline mean: PB0O=3.8; IXE Q4W=3.8; IXE Q2W=3.9

H BeATtiwon Tou ASDAS ATtav onpavTtiki yia acBeveig mou éAaBav IXE évavti PBO 11 EBSopdadeg 16 kai 52 otnv COAST-X

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



ASDAS <2.1 (xaunAn evepyoTnTa vOoou) NEXPI TNV EROOMAdA 5212

COAST-X

(b DMARD-naive, nr-axSpA)

100 -
80 -

>

(D)

2 1

o ; 1 ¥ + f 30t

% * * * 28*%

(D]

o ’ =@
3 — — .

012 4 8 12 | 16| 20 24 28 32 36 44 52
Weeks
-¢PBO (N=105) - IXE Q4W (N=94) -@-1XE Q2W (N=102)

Baseline mean: PBO=3.8; IXE Q4W=3.8; IXE Q2W=3.9

2NMAVTIKG UPnAOTEPO TTOOOOTO aoBevwy TréETUXaV avTatrokpion ASDAS LDA yia ka0e d6on IXE évavti PBO oTig EBSouGdeg

16 ka1 52

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



MetaBoAn Tng MRI SIJ (SPARCC) atré évapén oTig 16w Ko 52w2

COAST-X

(b DMARD-naive, nr-axSpA)

ERSouada 16 ERSopada 52
)
=
©
0
— ]
GC) m
=
sl S
E Lo
a5
ER &
o 8- -8 -
(% mPBO (N=90) m=mIXE Q4W (N=85) mIXE Q2W (N=92) mPBO (N=33) ®IXE Q4W (N=46) mIXE Q2W (N=49)
—
Baseline mean: PBO=6.3; IXE Q4W=5.1; IXE Q2W=7.4 Baseline mean: PB0O=8.0; IXE Q4W=5.7; IXE Q2W=9.1

2npavTIKEG BeEATIWOEIG TN HETABOAN TNG payvnTIKAG Topoypa@iag SIJ (SPARCC) atrd Tnv apxiki TipA yia 1o IXE évavTi Tou

PBO oTig EBdopadeg 16 kai 52 TraparnpnOnkav kai yia 1ig duo doéo¢cig IXE

*p<.0001 vs. PBO; Tp<.05 vs. PBO; #p<.001 vs. PBO.
1. Deodhar A, et al. Lancet. 2020;395:53-64.



To ixekizumab oTn Ogpartreia TG axSpA.:

ATroTeAeopATIKOTNTO — AC@aAcia pakpoxpovia (3 £€tn, COAST -Y)




Zuptrepdopara atmo avaAuon dedopévwy 3etiag amrd o COAST mpoypaupal-s

- Alatripnon KAIVIKAG ATTOTEAEOUATIKOTNTAC 0€ OAOUC TOUG MEAETNBEVTEC TTANBUCUOUC
- naive axial SpA
- TNFi experienced axial SpA
- non radiologic axial SpA

- >50% o6owv diEkowav Tn Bepartreia dev Tapouciacayv flare Ewg kai 11 40w

- O1 TTEPICOOTEPOI TTOU TTAPOUTIacaV £Capan ME TN OIAKOTTIH TNG IEEKICOUNANTING, BEATILWONKAY

ME TNV ETTAVAXOPNYNON

- Aev UTTAPEE, OTNV TPIETIA, KAMIA VEQ 1] UN AVOUEVOUEVN TTAPEVEPYEIQ

1) Deodhar A. et al. J Rheumatol, 2023 Aug;50(8):1020-1028 2) Braun J. et al. RMD Open 2022;8:e002165 3) Landewe RBM, et al. Ann Rheum Dis 2021;80:1022-1030



EkBaoeic Ac@aAsiag




ETTIAEYMEVES TTAPAMETPOI HOAKPOXPOVIOG 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% Cl] n (%) [IR/100 PY, 95% Cl]
2oBapég AolIpwiclg 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]
AMeg kakonBeieg TAnV 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 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]
EVTépou
EAkwdNG 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 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]
KatdBAiyn 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 TTAPAMETPOI HOKPOXPOVIOG 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]
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 KAVTIVTIAaoNn 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 olicopdyou 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]
‘Epepayua Tou puokapdiou, 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]
MNn Bavarneopo
Eyke@aAiko e1reicddio, 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]
Mn Bavarneopo
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).



H eykekpinEVvn doooAoyia Tou ixekizumab

APXIKH AOZH NMEPIOAOZ ZYNTHPHZIHX
- Psa J 7
-+ AX- Spa l )
1 1 1 1
EBAOMAAA 4 8 12
0
APXIKH AOZH MEPIOAOZ E®OAOY NEPIOAOZ
—J - —J ..J —J —J ZYNTHPHZHE
. Psa ‘ J ‘ ‘ i
£ :'u‘ ::’ .l“ :: :;' '
1 1 1 1 1 1 1 1 M
1 éveon (80 mg)
EBAOMAAA 2 4 6 8 10 12 Kae 4 eBdopadeq
MXM Taltz, 12/2021 0



Atravrnon oto QUIZ

Ppavrtoéoko Mopodivi (1619-1694)
EveTdC euyeving




