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ALEUKPLVIOELC - ZUYKPOUGON CUUPEPOVTWV

Xopnyia ywa tnv napovoiaon oo tn BIANE=
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Mepiypappa tTnC mapovoioonc

= Eivaw n umodapra xyopnynon infliximab toodUvaun pe tnv
evbopA<pLa;

= To urtodopto infliximab eivol akopn éva Broopoetdéc avti-TNF
okevaopa N €va kawvoupylo pappako otn Peupatodoyia;

* MAeovektpata tTnc unodaprag xopnynong infliximab otnv kAwwkn

npasgn



Yriodopia vs EvoodpA<BrLa xopriynon mAbs

/A0yoL rtov ot aoeVeic mPoTIUOUV TNV UltodopLa Evavtt TG evOoPAEBLac xoprynong
BloAoyikwyv rapayoviwv

Ano¢uyn mMapoovVRG OE VOGOKOMELD

EukoAia otn xprion

e ‘Etolun mpog xprion meva
MEPLEXOVTOC TN owoTn 600N

* Melwpevn mbavotnta Aabwv
KaBwc 6€ xpelaleTal MOPAOKEUN
dapudakou

H autoxopniynon mapeExeL
otov aocBevi eveliia Kot
EUKOALOL WOTE vaL
oUVEYXLEL KAVOVLKA TLC
KOLONMEPLVEG TOU
dpaotnpLotTNTEC




Infliximab SC - AocoAoyiko oxnpa

e e Dosing schedules e .
: (@ SCinitiating patients
- SC injection every 2 weeks after 4 weeks from IV induction (5mg/kg) at Week 0, 2 E
E IV induction (A" indications) Induction Maintenance E
(39— §) After 4 weeks S
E ..\...--- ---.../,-' '.\..-l-- ____.,/; '-,\.‘..--- _-.‘l;,' '~,_\..--_ _-.J-/.- .‘\'.______ _-.J./, E
Week 0 Week 2 Week 6 Week 8 Week 10
: SC injection every 2 weeks after SC induction at Week 0, 1, 2, 3, 4 E
. sCinduction* (RA only} Induction Maintenance E
: - After 2 weeks o, E
/ / / / / / _ / L / — i
: Week 0 Week 1 Week 2 Week 3 Week4 Week 6 Week 8 Week 10 E
T —— :
: @ Switching from Infliximab IV
- SC injection every 2 weeks after 8 weeks from the last infliximab intravenous infusion m
: IFX IV users EVBW e B E
After 8 weeks i
Week 0 weék 8 Week 10 Week 12



To urtodopro infliximab otn PA
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EvbodAEBLO Evavtl utodoplou infliximab otn PA

XapoKTNPLOTIKA HEAETNG

* ToAUKeVTpPLKA, TUXaLlOToltNUEVN, SUMAA-TUPAR, MapaAAnAwv opadwv, @aong I/111 HEAETN HUN-KOTWTEPOTNTOAG
* AocOeveic pue evepyn pevpatoeldn apbpitdba
* 76 Kkévipa o€ 12 YWPEC

* NMpwtelov KATAANKTIKO CNUELO

v Arodel€n 1n katwtepotntag touv SC o€ oxéon Me to IV 6oov adopd tn petaBolr) anod tnv apxtkn tun (baseline) tou
DAS28-CRP tnv EBA 22 (e meplOwplo pn-katwtepotntag: -0,6)

* AgutepeovTta KATAANKTIKA CnNUELQ

v' AmoteAeoportikotnTa: péon HeTaBoAr amo tnv apxtkn T (baseline) emuhéov swktwv (DAS28-CRP/ESR, ACR20,
ACR50, ACR70, EULAR response rate, CDAI, SDAI)

v' PK/PD: AUCs, AUC W22-30, Cmax, and Ctrough, RF, anti-CCP, CRP, ESR

v' Xpnotukotnta (Usability): alohdynon auvtoxopriynong pe xprion epwtnuatoloyiwv kat Aiotag eAéyxou (checklist).
MoapdpeTpol: automnemnoibnon, movog Katd Tt SLAPKELA KoL LETA TNV EVECN, EUKOALO Xpriong, Lkavoroinon KA

v' AoddAeia: AveruBounteg evépyeleg katd tn Stdpketa tng Ospamneiag (TEAE), coBapec AE, AE 18tkoU evSladépovtog,
evOelelc kol cupmTwpata GUUATIWONG, TOTILKOG TTOVOC KoL lVOOOYOVLKOTNTA

Rheumatology 2021;60:2277-2287



EvbodAEBLO Evavtl utodoplou infliximab otn PA

IXESLOLOMAG HEAETNG

Initiation of
CT-P13 s.c. 3.5 study
Part 2
Screening
(Days —-42 to 0)
(n=528)
and Enrolment
(n=357)

Maintenance phase

(W6 to W54 [W64 for usability assessment])

¥

W22:

Primary efficacy
assessment

Dose-loading phase
CT-P13i.v.

3 mg/kg at WO and W2 [

(n=357)

Randomization
(1:1)
at W6
(n=343)

CT-P13 s.c. arm
120 mg q2w via PFS
+ placebo i.v.
(n=167)

|

CT-P13i.v. arm
3 mg/kg q8w
+ placebo s.c.

(n=176)

W30:
CT-P13 s.c. treatment

120 mg q2w via PFS [

(n=320)

'\

W22:

Usability

Primary efficacy
assessment

W54:
Study
completion
(n=127)
W46: W56: W64:
| Switchto CT-P13 s.c. || Switchto CT-P13s.c. | Study
% 120 mg g2w via Al 120 mg g2w via PFS completion
g (n=168) (n=165) (n=159)
4
@
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167 assigned CT-P13s.c.(120 mg s.c.)

528 patients
assessed for eligibility

166 ineligible
151 inclusion/exclusion criteria not met
> 11 withdrew consent

4 other

357 patients enrolled and
initiated dose-loading phase
(intention-to-treat population)

5 excluded from all analysis populations®

14 discontinued in dose-loading phase

8 adverse events

\ 4

3 investigator decision
1 withdrew consent

343 patients randomised
and initiated maintenance phase

1 significant protocol violation
1 other

176 assigned CT-P13 i.v. (3 mg/kgiv.)

EvodAEBLO EvavTl
urtodopLov
infliximab otn PA

- :’; n’::;::d;zm:m 31 discontinued treatment
6 adverse events ;L?;:ﬁ;’;‘:\t 343 were randomized to CT-
et 4 deaths P13 s.c. (n=167) or CT-P13 i.v
2 lost to follow-up 2 di " oL Ve
1 pregnancy 5 o:sh:se p— (n=176) at W6
3 other -
! ! :
141 completed the study t 145 completed the study -
62 completed after week 54 ! 65 completed after week 54 :
79 completed after week 64 (usability) : 80 completed after week 64 (usability) :
v v

A

167 included in all-randomized population
165 included in efficacy population®
168 included in PD and safety population®
166 included in PK population?

86 included in usability population®

A

£

176 included in all-randomized population
174 included in efficacy population®
175 included in PD and safety population®
174 included in PK population?

82 included in usability population®

Rheumatology 2021;60:2277-2287



EvoodA£BLo Evavti utodoplov infliximab otn PA

AnoteAéopata HEAETNG - MPpwWTEVOV KATAANKTLKO CHUELO

= H éwadopad petall twv 2 opddwv tnv EBA 22

A MANBUOHGG anmoTeEAECHATIKOTNTOG B , , , , . ,
4 5 Tuxoonotnpévog TANBUGHOG ntav 0.27 pE TO AVILOTOLXO KOTWTEPO OPLO TOU
% . 3 : Cl va ivat to 0.02 (95% Cl), mou ftav

8 30 2.21 % e %0 2.13 , , : :

g S 251 (0.221) ; o ) gg 251 (0.211) ( 18 : HEYAAUTEPO amo to npokaboplopEvo opLo NI
j; g 2.0 1 ° g 2.0 1

o J [ =~ A 1 4 o 14 1 4 1 4 1 4
2 2 :Z 2 2 :Z = H petafoAn (9'5A> Cl) oxu quo NToV EVIOG TOU
we we npokaBoplopévou neplOwpiov pn-

i = 0.51 H o~ 0.5 1 4 s I} ’ ’
;— e = KaTwtePOTNTAG, 0AAQ KOl TTAVW OO TO UNdEY,
@ ' CT-P13s.c. CT-P13iv. @ CT-P13s.c. CT-P13iv. napExovtag EVOeLEn avwtepatntag tou SC oe

(n=162) (n=168) (n=162) (n=170) , , ,
c oxéon Me 1o IV, pE eMinedo oTATIOTIKAG

Non-inferiority onpavtikotntac 5%

margin =-0.6
0.02 027 052 cr.p13sc. vs CT-P13iv.
! - 1 efficacy population?
?'02 0;27 0"53 CT-P13s.c. vs CT-P13.i.v.
y ' all-randomized population® (A) L.S.M. (S.E.) change from baseline in DAS28-CRP at W22 (efficacy population).

(B) L.S.M. (S.E.) change from baseline in DAS28-CRP at W22 (all-randomized population).
06 0 (C) Estimate of treatment difference (95% Cl) in L.S.M. change from baseline in DAS28-CRP at W22

Estimate of treatment difference (95% CI) in L.S.M. change for efficacy and all-randomized populations.
from baseline in DAS28-CRP at W22

Rheumatology 2021;60:2277-2287



EvoodA£BLo Evavii utodoplov infliximab otn PA

AnoteAéopata HEAETNC - AsuTteEpEVOVTA KATAANKTLKA CnHEL

SCorlVv
maintenance

SC maintenance
(switching to SC)

8 -
| \Y
DAS28-ESR Mean of Actual Score: z ' induction
Efficacy population g, 61
o 5 1
/4 ’ t&‘] Fig.
EAadpa BeATLWUEVN ° |
anoteAecpatikotnta tov CT-P13 SC S,
vs IV tnv EBA 30 T 1 -
& 0
= 0 2 6
7 -
IV induction SC or IV maintenance SC maintenance

(switching to SC)

Mean Score of DAS28 (CRP)
I~

0 2 6 14 22 30
Week

—8-5C 120 mg (N=165) =8IV 3 mg/kg (N=174)

54

14 Wee 2 30

—8—5C 120 mg (N=165)

54

DAS28-CRP Mean of Actual Score: Efficacy

population

EAadpa BeATLwEVN

amnoteAeopatikotnta tov CT-P13 SC vs

IV tnv EBA 30
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-

Patients achieving ACR response (%)

Patients achiaving EULAR rasponse (%)

EvbodAEBLO Evavtl utodoplou infliximab otn PA

AnoteAéopata HEAETNG - AsUTEPEVOVTA KATAANKTLKA ONMEia

8

:

20 -

71 = CT-P13s.c. (n=165)

m CT-P13iv. (n=174)

ACR20 ACRS0 ACRTO ACR20 ACRS50 ACRTD

ACR20 ACRS0 ACRTD

ACR20 ACRS50 ACRTO

ACR20 ACRS0 ACRTD

ACR20 ACRS0 ACRTOD

w2 wer

B CT-P13 s c. moderate response
CT-P13 s c. guod response

B CT-P13iv. moderate response
CT-P13i.v. good response

273 13.3
2589

] s= 115

103

12 2.9

W14

255 213
455 36.2

W30

33.3

158 2368

w54

44.2 35.

EULAR EULAR EULAR EULAR
(CRP) (ESR) [CRP) (ESR)

EULAR EULAR
(CRP) (ESR)

EULAR EULAR

(CRP)

(ESR)

EULAR EULAR
(CRP) (ESR)

EULAR EULAR
{CRP) (ESR)

w2 VVE®

W14

W22

wW3o

W54

= To CT-P13 SC daivetal va £XeL
TLOLPOLOLOL OLTLOTEAEGHLATIKOTNTA £WC
v EBA 22 kat eAadpwc BeATLWUEVN
artoteAeopatikotnta tnv EBA30 og
oxéon pe to IV

= Meta to switching anoé CT-P13 IV o€
CT-P13 SC tnv EBA 30, mapatnpnOnke
BeAtiwon TG AMOTEAECHATIKOTNTOG
otnv opada touv CT-P13 1V,
gndavifovrog mapopoLo
OLTTOTEAECHLOLTLKOTNTOL ILE TNV OpAda
tou CT-P13 SC tnv EBA 54

(A) Proportion of patients achieving clinical response according to
ACR20, ACR50 and ACR70 criteria. (B) Proportion of patients with
good/moderate response according to EULAR (CRP) and EULAR
(ESR).

Rheumatology 2021;60:2277-2287



EvbodAEBLO Evavtl utodoplou infliximab otn PA

AnoteAéopata HEAETNG - AsUTEPEVOVTA KATAANKTLKA ONMEia

CDAI: Efficacy Population

CT-P13 SC CT-P13 IV
(n=165) (n=174)
Time point
wenio) VDG ey M0 s
Baseline 42.53 (10.09) NA 39.59 (10.08) NA
W2 29.05 (11.30) -13.48 (12.20) 27.92 (11.82) -11.67 (13.24)
W6 19.75 (11.69) -22.77 (14.52) 20.36 (11.49) -19.23 (12.70)
W14 15.07 (10.67) -27.45 (13.79) 15.85 (10.62) -23.70 (12.44)
W22 13.03 (8.96) -29.57 (12.41) 13.39(9.79) -26.33 (12.04)
W30 10.69 (9.19) -31.92 (12.77) 13.24 (9.73) -26.33 (12.27)
W54 8.79 (8.58) -34.09 (12.22) 9.20 (8.20) -30.36 (12.37)

* EAadpd BeAtiwpévn anoteAeopatikotnta tov CT-P13 SC vs IV tnv EBA 30

Rheumatology 2021;60:2277-2287



EvbodAEBLO Evavtl utodoplou infliximab otn PA

AnoteAéopata HEAETNG - AsUTEPEVOVTA KATAANKTLKA ONMEia

CDAI: Efficacy Population

CT-P13 SC CT-P13 IV
(n=165) (n=174)
Time point
wenio) VDG ey M0 s
Baseline 42.53 (10.09) NA 39.59 (10.08) NA
W2 29.05 (11.30) -13.48 (12.20) 27.92 (11.82) -11.67 (13.24)
W6 19.75 (11.69) -22.77 (14.52) 20.36 (11.49) -19.23 (12.70)
W14 15.07 (10.67) -27.45 (13.79) 15.85 (10.62) -23.70 (12.44)
W22 13.03 (8.96) -29.57 (12.41) 13.39(9.79) -26.33 (12.04)
W30 10.69 (9.19) -31.92 (12.77) 13.24 (9.73) -26.33 (12.27)
W54 8.79 (8.58) -34.09 (12.22) 9.20 (8.20) -30.36 (12.37)

* EAadpd BeAtiwpévn anoteAeopatikotnta tov CT-P13 SC vs IV tnv EBA 30

Rheumatology 2021;60:2277-2287



AnoteAéopata HEAETNG - AsUTEPEVOVTA KATAANKTLKA ONMEia

SDAI: Efficacy Population

CT-P13 SC

CT-P13 IV

EvbodAEBLO Evavtl utodoplou infliximab otn PA

Time point
Mean (SD) change Mean (SD) change
from baseline from baseline
Baseline 44.36 (10.65) NA 41.86 (11.12) NA

W2 29.63 (11.37) ~14.79 (12.57) 28.57 (12.09) -13.21 (14.15)
W6 20.50(11.91) -23.86 (14.95) 21.34 (11.81) -20.52 (13.37)
w14 15.85 (10.91) -28.50 (14.23) 16.83 (11.10) -25.01 (13.17)
W22 13.72 (9.20) -30.62 (13.13) 14.52 (10.30) -27.48 (13.16)
W30 11.31(9.27) -33.46 (13.44) 14.44 (10.22) -27.38 (13.32)
W54 9.29 (8.61) -35.39 (12.65) 10.02 (8.64) -31.67 (13.36)

* EAadpad BeAtiwpévn anoteAeopatikotnta touv CT-P13 SC vs IV thv EBA 30

Rheumatology 2021;60:2277-2287



EvoodA£BLo Evavii utodoplov infliximab otn PA

AnoteAéopata HEAETNG - AsUTEPEVOVTA KATAANKTLKA ONMEia

D apLaKOKLVNTIKNA , , , ,
To CT-P13 SC €ixe otaBepn kat uPnAn cuyKEVIPpwWON,
TLAVW OLTTO TO KOTWTEPO OEPATIEVTIKO OPLO TWV
1pg/mL, evw n péon ouykévipwon C ., ATAV
uynAdtepn o€ oxéon pe to IV
v IV vs. SC
induction maintenance
30 4 > | < >
;i H AUC ftav
5 napouotla uetaév
EEN)  unosspia Kat
g evéopAéBiac
€ 10 A ,
g Seeeo uoppng
e Target therapeutic concentration (1 pg/mL) B ‘-""".- -------------- O e L o
0 - -t e I —
0 2 6 14 22 30
Week
IV 3 mg/kg (n=177) SC 120 mg (n=168)

Rheumatology 2021;60:2277-2287



EvoodA£BLo Evavii utodoplov infliximab otn PA

AnoteAéopata HEAETNG - AsUTEPEVOVTA KATAANKTLKA ONMEia

AocddAewa (safety population)

CT-P13s.c. CT-P13i.v.
(n =168) (n =175)
Total TEAEs, n 309 313 , |
Patients with >1 TEAE 92 (54.8) 117 (66.9) ° Meploocotepa mepLoTATIKA
Treatment-related TEAE 73 (43.5) 72 (41.1) TEAESs ywa tnv oudﬁa wovu lV
TEAE grade =3 13(7.7) 8 (4.6)
Total TESAEs, n 8 15 s s
Patients with >1 TESAE 6 (3.6) 13 (7.4) * [lleplocoTEPEG TOTILKEG
Treatment-related TESAE 3(1.8) 4 (2.3) avTIdpAoELS OTO ONUELD TNG
Patients with =1 TEAE leading to discontinuation of study drug 6 (3.6) 14 (8.0) L .
Patients with >1 TEAE classified as localized ISR 30 (17.9)° 22 (12.6)° sfvs-:onq othv o'p.aGa wou SC,
| Patients with >1 TEAE classified IRRP 0 7 4.0 | ONnWw¢ avapevotav
Patients with >1 TEAE classified as SIR® 2(1.2)¢ 3(1.7)°
Pat?ents w?th >1TEAE class?ﬁed as ;Ielayed hypersensitivity® 4 (2.4)" 0 o I'Iapc')p.ow npocbi)\ aocbd)\aaq
Patients with >1 TEAE classified as infections 49 (29.2) 60 (34.3) . , ,
Most common infections and infestations® ”8ta§u Twv éuo op.aﬁwv HETQ TO
Viral upper respiratory tract infection 10(6.0) 14 (8.0) switching
Upper respiratory tract infection 8 (4.8) 13 (7.4)
Latent tuberculosis 8 (4.8) 10 (5.7)
Urinary tract infection 9(5.4) 7(4.0)
Bronchitis 5(3.0) 4(2.3)
Patients with >1 TEAE classified as malignancy 1(0.6) 0

IRR: infusion-related reaction, ISR: injection site reaction, SIR: systemic injection reaction,

TEAE: treatment-emergent adverse event, TESAE: treatment-emergent serious adverse event Rheumatology 2021;60:2277-2287



Avtibpaoelc eyxuvong oto infliximab iv oto PeupatoAoywko tuipa tov NIMTZ
(6edopéva ewc to 2010)

Ewcaywyn: To Infliximab dUvatal va mpokaAéoel AAAEPYLKEC AVTLOPACELG KOTA TNV €YXUOHN. ZUVOALKA
N EMUTTWON TWV AVTLOPACEWV €yXuonc Tou GapuAKOU eKTIHATOL 0TO 5% o€ aoBeveic pue vooo Crohn,
Kol o€ 4.6% £w¢ 8.6% o€ aoBeveic ue Pevpatoeldbn ApBpitida rou AapPavouy KOpPTIKOELSH. 2TNV
napovoa HeAETN tpoodlopilovtol Ta toocootd avtldpacewyv £yxuong oto Infliximab ava katnyopia
VOO UATWV.

YAKO kot M€0060¢: 2to POV pEVUATOAOYLKO KEVTPO €xouv teBel og Beparmeia pe Infliximab
oUVOALKA 143 aoBeveic (Pevpatoedn ApBpitida: 75, Wwplaowkn ApBpitida: 13, AYKUAWTLKA
rtovOuAitida: 55).

AnoteAéopata: Avtidpaon katd tnv eyxuon Infliximab epdpadavicav 13 acbeveic pe Peupatosldn
ApBpitida (17.3%), 5 aoBeveic pe Wwplaoikn ApBpitida (38.5%) kat 9 acBeveic e AYKUAWTIKA
YtovOUALTLda (16.4%). Me tnVv ebappoyr) TOU OTATLOTIKOU test X? §gv mapatnpEeLTal OTATIOTIKA
onpavtkn dtadopad (p-value=0.16) avapeoa oTLC TPELC LUTEC KATNYOPLEC VOO UATWY WC TIPOC TNV
oUXVOTNTO TWV OVTIOPACEWV EYXUONC.

Asgbopéva 2010



EvbodAEBLO Evavtl utodoplou infliximab otn PA

AnoteAéopata HEAETNG - AsUTEPEVOVTA KATAANKTLKA ONMEia

Avoooyovikotnta

Mooooto aoBevwy nou aveéntugav ADAs Mooootod aocBevwy nou aveéntuiav NAbs

1001 m CT-P13s.c. (n=168) B 100 4

® CT-P13 s.c. (n=168)
m CT-P13iv. (n=175)

m CT-P13i.v. (n=175)

810
67.1
2
E o
P 0 °°
WO

WO wee W54

o

(=]
(o]
o

[22]

[=)
[=)]
o

S
o

Patients positive for ADAs
(% tested patients)
I
o

Patients positive for NAbs
(% ADA-positive patients)

%]

o
[\
o

Napopoia petaL Twv Suo opadwv:

* 67,9% twv acBevwv yla to CT-P13 SC kot
* 73,7% twv acBevwv yla to CT-P13 IV, eixav touAdxiotov €va Betiko anotéAeopua ADA

Rheumatology 2021;60:2277-2287
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EvbodAEBLO Evavtl utodoplou infliximab otn PA

Post-hoc avaAuvon tng CT-P13 3.5

¢ Post-hoc avaAuvon ¢ peAétng CT-P13 3.5 npoKeLHEVOU va CUYKPLOEL N AMOTEAECHATIKOTNTA TWV S.C KOLL i.V.
opadwv mpLv to switch (W30) kat peta to switch (W54) kat va e€akplBwBel edv n aplBUNnTLKA UTTEPOXT) TOU
urtodoplou CT-P13 tnv EBSopada 30 avtloToLEL O€ OTATIOTLKA CNUOVTLIKOTNTA

s Xpnowuormow)Bnkav ot peBodot LOCF (Last Observation Carried Forward) kat NRI (Non-Responder Imputation)

Desi n) Pationts ’ |
( ] I{ /m i \ I=I i.v. 3 mg/kg g8w (n=176) |Fx s.c. 120 mg q2w
[ \ IFXIV R 1:1

'u., 3&; | (N =343)

=Y

." ......................... ., ...................... .
Enrollment Weeks 0 and 2 Week 6 Week 30 (switch) Weeak 54

- o

Constantin A, Rheumatology (Oxford). 2023 Aug 1;62(8):2838-2844



EvoodA£BLo Evavti utodoplov infliximab otn PA

Post-hoc avaAvon tng CT-P13 3.5

>

Mean (S.D.) DAS28-CRP score

8 -
74 P= 0;0895
6.01
6 -
5.86
5 1 P =0.0001
‘ P =0.0587
49 358 I
3 1512
3.07 9287
3) I |
1 -
0 T T
Baseline Week 30 Week 54
Mean (S.D.) change from | Mean (S.D.) change from
baseline at Week 30 baseline at Week 54
IFX s.c. 120 mg -2.94 (1.33) -3.14 (1.34)
IFXi.v. 3 mg/kg -2.28 (1.30) -2.74 (1.38)
P value <0.0001 0.0079

Mean (S.D.) DAS28-ESR score

8 1 P=0.1069
(& 6.70
6.56
6 - - P =0.0003
‘ P =0.0587
51 [
& | 3.69
13.68 342
3 1 1
l T
2 -
14
0 T :
Baseline Week 30 Week 54
Mean (S.D.) change from | Mean (S.D.) change from
baseline at Week 30 baseline at Week 54
IFX s.c. 120 mg -3.02 (1.37) -3.28 (1.42)
IFXi.v. 3 mg/kg -2.37 (1.42) -2.87 (1.51)
P value <0.0001 0.0116

Constantin A, Rheumatology (Oxford). 2023 Aug 1;62(8):2838-2844




EvéodA£BLo evavtl urtodoptlov infliximab otn PA: Post-hoc avaAuvon tng CT-P13 3.5

A 100 B 100
a B - 80
o3 P=0.0062  P=0.0045  P=01510  P=0.1662 &3 P = 0.0460 P=00450  P=0.0390  F=00833
é g - 60.6 § %’ 60
& 5 G 5
1 1 H urto8dpia IFX
3" n 57 4 napouciace
. N OTOTLOTLKWG
LOCF NRI LOCF NRI LOCF NRI LOCF NRI GNUOVTIKA AVATEPN
Week 30 Week 54 Week 30 Week 54 .
c . 5 OLTLOTEAEOHATLKOTNTA
v EBéopada 30 oc
801 P=0.007 P=00042  P=0018  P=0.0304 _ 801 p=00080 P=0.0061 P=00320  P=00644 o-xéo-n HE TNV
i = 350 s | y., = ev6odA£PLa IFX
Se E |
3t 1 a
20
0

LOCF MEI LOCF MRl LOCF NRI LOCF NRI
Week 30 Week 54 Week 30 Week 54

B IFXsc 120mg (N=165)  m IFXiv.3mglkg (N = 174) Constantin A, Rheumatology (Oxford). 2023 Aug 1;62(8):2838-2844



AvoooyoviKotnto

AsSouéva mADbs binding to their target =  target-related immune complexes (TRICs)

ADAs binding to mAbs s ADA-related immune complexes (ARICs)

» 0 oxnuatiopog TRICs (mAbs + avtiydva-octoxol) eivan
mAbs underexposure

OLVOGOYOVLKOG, EVW Ta EAe00epa mAbs emayouv avoyn

(tolerogenic) < ' : -1
olerogenic D 't : e 52
» OLapxkEG XapnAEg mAb cuykevtpwoelg oxeti{ovtol 1e Lo B W § P -] :
uPnAOTEPO ENiMESO OLVOCOYOVIKOTNTAG o % ¢ * g e 08
o L 3 g
, TRICs ARICs and TRICs
YroBeon =00 e s e P
mAbs in excess
» OLuPnAég ouykevtpwoelg eEAsOepwv MmAbs otov 0p0 eivat . * TRICs 3
tolerogenic kataotéAAovtag tnv avocoyovikotnta Twv TRICs . L — 2‘;?::: . — §
> H ouxvij xopriynon tou CT-P13 SC o8nyei o€ uPnAéc ¢ < "<y e g8 m
OUYKEVTPWOELG «eEAeVBepou» CT-P13 meplopilovtag to o ST IR i 0 ARIC
oxnHatiopo ADAs -
e Targeted Ag mAbs =< ADA * TRIC ARIC

Benjamin Chaigne, J Allergy Clin Immunol. 2015 Sep;136(3):814-6



AvoooyoviKotnto

Antibody response (arbitrary units)

Antibody responses are impacted by antigen dose: high doses of a biologic may lead to high-zone tolerance, reducing ADA formation.1!!

Copyright © 2001 by Garland Science. Used with permission of the publisher, W.W. Norton & Company.!?

10° -
- Antibody responses are impacted by the antigen dose,
10F= , with both very low and high doses able to induce
Low-zone Antibody ' High-zone tolerance immune tolerance.
tolerance response (“stunning”)
10¢ -

- Hypothesis - higher trough concentrations achieved
following SC administration remain within the high-zone
tolerance range, and thereby offset the potentially more

10% = immunogenic nature of the SC route.
102 —

Ta otaBepd ko xwpic Stakupavoelg enineda IFX
10' —

HE to CT-P13 SC npootatelouv Ao TNV avantuén
OLVOOOYOVLKOTNTOG KAOWC Tal eMineda nopapévouv
oto «high zone tolerance range»

| | I I I I I 1
0 10 107 10° 10 10° 10° 107 10°

Administered drug dose (arbitrary units)



Risk factors for anti-drug antibody formation
to infliximah: Secondary analyses of a
randomised controlled trial

0.40

0.30

0.20

(=]

=

(=]
|

Rheumatoid arthritis
Psoriatic arthritis
Spondyloarthritis

Cumulative hazard of ADAb formation

Ulecerative colitis

Crohn's disease

—

Psoriasis

0.00

0 10 20 30
Time from baseline to ADAb formation. w

Mapayovteg Kivduvou
ovoooyovikotntog oto infliximab iv

ADAb were detected in 78 (19%) patients. A diagnosis of
rheumatoid arthritis (RA) (odds ratio [OR], 1.9 [95%
confidence interval [Cl] 1.0-3.6]) and lifetime smoking
(OR, 2.0 [CI 1.1-3.6]) were baseline risk factors, while
baseline use of concomitant immunosuppressors (OR,
0.4 [CI 0.2-0.8]) and a diagnosis of spondyloarthritis
(SpA) (OR, 0.4 [CI 0.2-0.8]) reduced the risk of ADAb.
Higher disease activity during follow-up (OR, 1.1 [CI 1.0—-
1.1]) and “drug holidays” of more than 11 weeks (OR,
4.1 [Cl 1.2-13.8]) increased the risk of ADAb, whereas
higher infliximab doses (OR, 0.1 [Cl 0.0-0.3) and higher
serum infliximab concentrations (OR, 0.7 [CI 0.6-0.8])
reduced the risk of immunogenicity.

Brun MK, J Intern Med. 2022 Sep;292(3):477-491
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THUO187 IMPACTS OF BODY MASS INDEX ON CLINICAL RESPONSE
OF NOVEL SUBCUTANEOUS INFLIXIMAB (CT-P13 SC) IN PATIENTS
WITH ACTIVE RHEUMATOID ARTHRITIS: 1-YEAR RESULTS FROM A
PART 2 OF PHASE I/11l RANDOMIZED CONTROLLED TRIAL

D. Yoo, R. Westhovens 2, P.Wiland 3, M. Zawadzki 3, D. lvanova #, A Berrocal %, E. Chalouhi ¢, £ Baldzs 7, S. Shevchuk?, S.
J.Lee?,S.H.Kim® N.Han?®,Y.Jung®

Post-hoc avaAuon tng CT-P13 3.5 (Part 2) npokelpnévou va
afloAoynOei o avtiktunog tou BMI otnv KAwKA
anokpion tou CT-P13 SC o< RA acBeveig

Ol aoBeveic katnyoplomolOnkav Baocesl BMI:
* Me puaololoyikod Bapoc/AumoBapeic (<25 kg/m?)

* YnépBapot (225 kg/m?, <30 kg/m?)
* Moayvoapkot (=30 kg/m?)

To mocooto UdeoNC KoL To TooooTo LDA
AToV cuykplowa PeTaty Twv opadwy, Xwpig
OTOTLOTIKWG oNUOVTIKESG Stadopéc (p>0,05)

100
20

Responders, (%)
- N W s OO OO N @
OO O O OO © © O

w
)
A

Under/normal RS

o

Yrodopuo infliximab kot BMI

IV Induction

-~
o
~

Obesity

Obesity
Under/normal

Under/normal
Overweight
Overweight R

B Under/Normal weight

LDA: 2.6 < DAs28 (CrRP) <3.2 NI
Remission: DAS28 (CRP) <2.6 7 7

SC maintenance

Responders, (n)

% %I%
aAAII
A LI VWb
vkl
T
NN NN NN /A
s 5|2 35|28 536|853

3 g3 24 33

5 5 5

Week 2 Week 6 Week 14 | Week 22 | Week 30 | Week 54

B Overweight B Obesity

Annals of the Rheumatic Diseases 2020;79:311-312
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Clinical Case Reports
CASE REPORT em=n WILEY

Real-world evidence for subcutaneous infliximab (CT-P13
SC) treatment in patients with psoriatic arthritis during the
coronavirus disease (COVID-19) pandemic: A case series

Xenofon Baraliakos' | Styliani Tsiami! | Sooraj Vijayan’?® | Haewon Jung® |
Nick Barkham?

Recetved: 19 October 2021 | Revised: 1 December 2021 Accepted: 9 December 2021
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Clinical Case Reports
CASE REPORT —_— e WILEY

Real-world evidence for subcutaneous infliximab
(CT-P13 SC) treatment in patients with ankylosing
spondylitis during the coronavirus disease (COVID-19)
pandemic: A case series

Sooraj Vijayan' | Kyungmin Hwangbo®’ | Nick Barkham'

The COVID-19 pandemic highlighted the benefits
of subcutaneous (SC) administration

for healthcare systems. The first SC infliximab,
CT-P13 SC, was safe and effective for the
treatment of psoriatic arthritis. Observed patient
preferences for continuing CT-P13 SC suggest
that patients receiving IV infliximab should be
offered a switch to CT-P13 SC

Baraliakos X, Clin Case Rep. 2022;10(1):e05205.



2Uykplon vrtodoprov infliximab ue iv, etanercept kot adalimumab
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Efficacy and safety of subcutaneous infliximab
versus adalimumab, etanercept and intravenous
infliximab in patients with rheumatoid arthritis: a
systematic literature review and meta-analysis

Roberto Caporali, Yannick Allanore, Rieke Alten, Bernard Combe, Patrick
Durez, Florenzo lannone, Mike T. Nurmohamed, Sang Joon Lee, Taek Sang
Kwon, Jean Soo Choi, Gahee Park & Dae Hyun Yoo

ZUGTNHOTIKA OLVOLOKOTINGON
KOl LETA-OVAAuch otnv
omoia LoTopLKA Sedoueva
oo mpoiov avadopag
infliximab kot Blo-opoeldwv
™G, KaBwe Ko ano
adalimumab kou etanercept
OUYKEVTPWONKav Kol
oUYKpPiONnKav pE Ta
OLItOTEAECOTOL ATTO TN MEAETN
®aon¢ 3 tou CT-P13 SC

Caporali R, Expert Rev Clin Immunol. 2021;17(1):85-99




IFX IV vs CT-P13 SC

46%

Proportion of patients
achieving remission (%)

ATLOTEAECHOTIKOTNTA Acdalela

) 3% c 100 -
30% 81%

22%, 80 1
. 55%
13% 80 4 S‘i%
9% I
. 40 329 29%
; 26%

DAS28-CRP CDAl SDAI

b 100 A
87% 88%

68% 69% 65%
44%
40%
0

P (=] [o2]
= [s=] (=]
1 1 1

Proportion of patients
achieving ACR response (%)
)
(=]

50 1
37%
40 4 290,
30 25%
21% I 16% 18%
20 1 [
12 % 0
10 1 [
0 N/A

30 weeks 54 weeks | 30 weeks 54 weeks | 30 weeks 54 weeks | 30 weeks 54 weeks

Proportion of patients
experiencing event (%)

15%
ACR/EULAR 20 1 o
8% o,

I. 2% I “’ 3% 1o, 3% 2%

0 I NIA 1 ' I L
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Any AE Any SAE Any infection Any serious infection

41%
Infliximab IV mCT-P13SC

25%
20%

30 weeks 54 weeks 30 weeks 54 weeks
ACR20 ACRS50

30 weeks 54 weeks
ACRT0

Caporali R, Expert Rev Clin Immunol. 2021;17(1):85-99



Adalimumab/etanercept vs CT-P13 SC

Proportion of patients
achieving remission (%)

Proportion of patients
achieving ACR response (%)

60 +

50 4

401
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20 4
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ATTOTEAECHATLKOTNTO

46%
32% 299, 30%
20% ' 21% '

27%
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Boolean
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34%

ACR20 ACR50

ACR70

Proportion of patients

experiencing event (%)
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Caporali R, Expert Rev Clin Immunol. 2021;17(1):85-99



2Uykplon untodoplov infliximab pe iv, etanercept kat adalimumab

EEEEEE

Efficacy and safety of subcutaneous infliximab
versus adalimumab, etanercept and intravenous
infliximab in patients with rheumatoid arthritis: a
systematic literature review and meta-analysis

Roberto Caporali, Yannick Allanore, Rieke Alten, Bernard Combe, Patrick
Durez, Florenzo lannone, Mike T. Nurmohamed, Sang Joon Lee, Taek Sang
Kwon, Jean Soo Choi, Gahee Park & Dae Hyun Yoo

Conclusion: CT-P13 SC offers an improved or similar benefit-to-harm
ratio compared with infliximab (intravenous) and
adalimumab/etanercept, for the treatment of moderate-to-severe
RA

Caporali R, Expert Rev Clin Immunol. 2021;17(1):85-99



To utodopto infliximab ota ¢Aeypovwdn
VOGN LOTOL TOU EVTEPOU



Randomized Controlled Trial: Subcutaneous vs Intravenous

Infliximab CT-P13 Maintenance in Inflammatory Bowel Disease

\\\\\\\\

Enineda infliximab

Stefan Schreiber,’ Shomron Ben-Horin,”* Jaroslaw Leszczyszyn,” Robert Dudkowiak,”* ’ ’
Adi Lahat,” Beata Gawdis-Wojnarska,” Aldis Pukitis,® Marek Horynski,” Katalin Farkas,” oTov OPO RPW Kaee

Jaroslaw Kierkus,” Maciej Kowalski,'® Sang Joon Lee,'' Sung Hyun Kim,'? Jee Hye Suh,'?

Mi Rim Kim,'“ Seul Gi Lee,'® Byong Duk Ye,'* and Walter Reinisch'®

Y SCorlV SC maintenance

induction maintenance (IV arm switched to SC)
< 2 <

Y
A

I

40 -

W
o
1

+—

Serum infliximab
concentration (pug/mL)
N
o

101

Time (Weeks)

—f— CT-P13 SC (n=63) =@= CT-P13 IV (n=64)

Xoprynon

Mean (+SD) predose serum infliximab
concentration for CT-P13 SC and CT-P13 IV
arms (PK population). PK, pharmacokinetic;
SD, standard deviation. Concentrations
below the lower limit of quantification (BLQ)
before W0 were set to zero; other
concentrations BLQ were set to the lower
limit of quantification.

Gastroenterology 2021;160:2340-2353



Review
Therapeutic Drug Monitoring of Subcutaneous Infliximab in
Inflammatory Bowel Disease—Understanding

Pharmacokinetics and Exposure Response Relationships in a
New Era of Subcutaneous Biologics

Robert D. Little 10, Mark G. Ward 10, Emily Wright 2 Asha]. Jois 3, Alex Boussioutas !, Georgina L. Hold 4
Peter R. Gibson ! and Miles P. Sparrow !*

200 -
180
160
140
120 4
100
801l
60
40 T
20 A 1 P g W
ot : - : =
22 24 26 28 30
Time (Weeks)

—a— CT-P13 SC (n=63) —e— CT-P13 IV (n=64)

High peak level
greater efficacy

Equal total exposure (AUC)
bioequivalent

Serum infliximab
concentration (ug/mL)

Stable therapeutic
concentration

Infliximab Drug Level

Low trough level

immunogenicity | T =

Time IV, intravenous; PK, pharmacokinetic; SC, subcutaneous; SD, standard deviation.

Wright E, J. Clin. Med. 2022, 11, 6173



REMSWITCH AAAaovtac to evboPpAEPLo infliximab o€
urtodopro os IONE

Effectiveness of Switching From Intravenous to
Subcutaneous Infliximab in Patients With Inflammatory
Bowel Diseases: the REMSWITCH Study

Anthony Buisson, ' Maria Nachury,” Maud Reymond,' Clara Yzet,” Pauline Wils,
Kayre Payen,' Marie Laugie,' Luc Manlay,' Nicolas Mathieu,” Bruno Pereira,” and
Mathurin Fumery®

3

'Service d’Hepato-Gastro Enterologie, 3iHP, INSERM, Centre Hospitalier Universitaire de Clermont-Ferrand, Université
Clermont Auvergne, Clermont-Ferrand, France; 2M2iSH, USC-INRA 2018, INSERM U1071, 3iHP, Université Clermont
Auvergne, Clermont-Ferrand, France; 3INSERM U1286 - INFINITE - Institute for Translational Research in Inflammation, Centre
Hospitalier Universitaire de Lille, Université de Lille, Lille, France; “Department of Hepato-Gastroenterology and Digestive
Oncology, Grenoble Alpes University Hospital, Grenoble, France; *Unité de Biostatistiques, Direction de la Recherche Clinique
et de I'lnnovation, Centre Hospitalier Universitaire de Clermont-Ferrand, Université Clermont Auvergne, Clermont-Ferrand,
France; and ®Unité Peritox, Centre Hospitalier Universitaire de Amiens, Université de Picardie Jules Verne, Amiens, France

Buisson A, Clin Gastroenterol Hepatol. 2023 Aug;21(9):2338-2346.e3



REMSWITCH AAAaovtac to evboPpAEPLo infliximab o€
urtoboplo o IONE

2XEOLAOUOC LEAETNG
IFX IV maintenance regimen (N=133)
for5,4 + 3,8 years: Switch for SC IFX Dose optimisation* Dose optimisation* Dose optimisation*
- 10 mg/kg q8w mg if relapse if relapse if relapse
- 10 mg/kg gbw l 1 l
- 10 mi/ki i4w l
VO /1 *** Vokdds V3R
Baseline (W4 —W3) (W8 —W16) (W16 —W24)
Clinical assessment Clinical assessment Clinical assessment Clinical assessment

PK assessment PK assessment PK assessment PK assessment

* Dose optimisation: 120mg EOW - 240mg EOW

** Relapse defined as clinical relapse or increase of faecal calprotectin > 150ug/g compared to baseline
**% At the theoretical day of IV infusion between 4 to 8 weeks

EOW, every other week; HBI, Harvey-Bradshaw index; IFX, infliximab; IV, intravenous; g4w, every 4 weeks; qéw, every 6 weeks; g8w, every 8 weeks; SC, subcutaneous; V, visit; W, week

Buisson A, Clin Gastroenterol Hepatol. 2023 Aug;21(9):2338-2346.e3



REMSWITCH

AnoteAéopata HEAETNG

AAAaovtac to evboPpAEPLo infliximab o€
urtodopro os IONE

ABpoLoTikd moocootd untotporig otnv EniokePn 1, 2 kaw 3 pe Baon to apxko IV oxnpa

Rate of relapse (%)

100,0%

90,0%

80,0%

70,0%

60,0%

50,0%

40,0%

30,0%

20,0%

10,0%

0,0%

p=0.011

p=0.023
33,3%

16,7%
6,8% 7,3%
- 3/11
Visit 1

B 5mg/kg/8 weeks

p <0.001

10mg/kg/8 weeks

p =0.002

p=0014
60,0%

16,7%

7,3%

Visit 2

B 10mg/kg/6 weeks

p <0.001

p =0.001
p =0.006
66,7%

16,7%

10,2%
7,3%
Visit 3

m 10mg/kg/4 weeks

-

To mooooTO TWV
acdevwy nov
UTTOTPOMIOE UETA TO
switch Atav moAuv ukpo,
nAnv tyv ouadag nou
enaipve 10 mg/kg/4
weeks IV IFX

Buisson A, Clin Gastroenterol Hepatol. 2023 Aug;21(9):2338-2346.e3




REMSWITCH AAAaovtac to evboPpAEPLo infliximab o€
urtoboplo o IONE

AnoteAéopata HEAETNG
E¢EALEN TwV eTumEdwV Tov IFX otov opod peta tnv aAAayn ano IV og SC

A p <0.001 B
E - E p < 0.001
% T I |
s % o | | 1
: 1 Lol Ta enineda IFX otov opo avéndnkav

Baseline| Sm:;s:glevervs::lj Visit 3 Baseline| lon::ji:glevews\::; | Visit 3 onuavru«'x ustd to SWitCh oe 6A£q th Oudaeq
c 5 nAnv th¢ opadag rov AapuBave 10 mg/kg q4w
E T T T % 7 - .
= 1 = 4] 7

Baseline Visit 1 Visit 2 Visit 3 Baseline Visit 1 Visit 2 Visit 3

10mg/kg every 6 weeks 10mg/kg every 4 weeks

Buisson A, Clin Gastroenterol Hepatol. 2023 Aug;21(9):2338-2346.e3



REMSWITCH AAAaovtac to evboPpAEPLo infliximab o€
urtoboplo o IONE

AnoteAéopata HEAETNG

v" H aAAayn and IV o€ SC IFX 120mg avd 2 eBSopddeg sivat ikt Kot KAAWE artoSeKth kat odnyei og xapunAo
Kivbuvo umtotponng o aoBeveig pue IONE, cupmneplhapBavopéEvwy acOevwy e EVTATIKOTIOLNHEVO S000AOYLKO
evboPpAEBLo oxAua

v' Mapola autd, ot acBeveic pe oxipa 10 mg/kg ava 4 eBdouddec Ba mpénet va Adpouv uPnAdtepn do6on SC
(240mg ava 2 efdopadec)

H gvtatikomnoinon tov oxnpatog (240mg/kg ava 2 eBdopnddeg) odnynoe o€ enaveniteuén tng KAWLKNG UpeonG
otou¢ acBeveic mou unotponiacav petd tnv aAAayn ano IV oe SC.

* 93,3% (14/15) Twv aoBevwv ETUXAV KAVIKA Udeon Kat 80% (12/15) meétuxav cuvOUOOUO KALVIKNAG KoL
BlroAoyiknc udeonc (FC<150ug/g)

Buisson A, Clin Gastroenterol Hepatol. 2023 Aug;21(9):2338-2346.e3



AocdAAeLa KOl ATTOTEAEGULOTLKOTNTO TPOALPETLIKOU switching amo iv o€ sc
IFX: Mia moAukevtpikn ntpoorttikn peA€tn (IONE)

Journal of Crohn's and Colitis, 2022, 16, 14361446
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Original Article

Efficacy and Safety of Elective Switching from Intravenous
to Subcutaneous Infliximab [CT-P13]: A Multicentre Cohort
Study
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AocdAAeLa KOl ATTOTEAEGULOTLKOTNTO TIPOALPETIKOU switching amo iv o€ sc
IFX: Mia moAukevtpikn ntpoortikn peA€tn (IONE)

0y mup &

IV IFX SC CT-P13
5mg/kg 120 mg EOW
q8w (n=129)
(h=131) 120 mg OAW
(n=2)
5mg/kg 120 mg OAW
g4-6w (n=26)
(n=50) 120 mg EOW
(n=24)

=

Mpwtelov KATAANKTLKO GNUEio:
Mapapovi otn Beparneia oto TEAOC
NG MeAeTng (12 pnAveg)

To Moo00TO LCOEVWV IOV TTAPEUELVE OTN
Oeparneia rov oA vPnAo (92,3%)

To Siapeco eninedo WohALELpapnng avéROnke
ano 8,9 pug/dl os 16,0 ug/dl otoug 3 purjveg Ko
TP EUELVE OTAOEPO EWC TO TEAOG TNG LEAETNG

Ta enineda WPALELLANTING EMNPEACTNKAV LOVO
oo ta avtiowpota otnv IFX kot oxtL aro to BMI

Mavo 14 aoBeveic aveéntuéav avilcwpoTo oTNV
IFX, ek Twv omoiwv ot 9 Aaupavav
OlVOGOPPUOHLOTIKA KOl LOVO 2 XPELACTNKAV
Sdiakomnn Oepaneiag

Smith PJ, J Crohns Colitis. 2022 Sep 8;16(9):1436-1446



Patient Satisfaction Survey

88 patients surveyed at LUHFT

(Likert scale, 1 = strongly disagree to 5 = strongly agree)

77.3% of patients prefer using SC infliximab vs IV infliximab

85.2% (75/88) of patients agreed they are happier on SC infliximab
compared to IV infliximab

88.6% (78/88) feel at least the same or better on SC infliximab

92% (81/88) and 86.4% (76/88) agree that SC infliximab was easy
to use and felt safe using it, respectively

LUHFT, Liverpool University Hospitals NHS Foundation Trust. Smith PJ. Presented at: 29th United European Gastroenterology Week (UEGW); October 2-6, 2021 (Virtual).



Yriodopia vs evOodpAERLa xopnynon mAbs atnv eAAnvikn
KAWLKN tpaén

Avvatotnta eUKoAnG npocfaonc otnv aywyn Ke infliximab og peupatoAdyouc ektog
VOOOKOMELWV

Anoduyn €kBeon¢ Twv acOevwv o€ vVoooKoUELaKO TtepLBaAlov og ouvOnRKec mavdnuiac
covid

MNepLlopLopoc tng avtidpaonc Eyxvong touv evéodAEBLlov nou ¢pOavel to 15% twv acOevwv

Xpnon tou untodoprov infliximab cav mpwtov BlroAoyikoU aAAd KoL OE TIEPLITTWOELC
arotuXiac AAAwV BLOAOYLKWYV TAPAYOVIWV

To infliximab kaAUTteL Twv ocUVoAo Twv apPBpLkwv Kot e€wapdpikwv BAaBwv Twv
PEVHATLKWY VOO LATWV

To untodopuo infliximab npoodEpel pa véa Bepamnevtiki duvatotnta ota avtodavooa
dAeypovwdn voonuata



