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OpLlopot

NocoAoyikeg ovrotnteg IPNE

1. EAKwONG KoAitida (EK)

2. Nocog tou Crohn (Crohn)

3. Adleukpiviotn KoAitida (AK)

» Kataotaon mou xapaKtnpeLlletal amo Taon Xpoviag N
urtotporiialovoac avooodleyeponc Kol GAgyHOvVAC OTO
VOOTPEVIEPLKO CWANVA

* INHepa Bewpeltal otL anmoteAel SUCAELTOUPYLK AVOCOAOYLKN
QTAVTNGON TOU (EVLOTH OTO HKPOTIEPLBAAAOV TOU YOOTREVTEPLKOU
cwAnva




InflammatoryBowel Disease™
Geographic Distribution

Incidence

Moderate
Incidence

* AleBvwc n entttwon ¢ IONE elval mepimou 0.5-24.5 cases
per 100,000 person-years yia tnv EK kat 0.1-16 cases per
100,000 person-years yLa thn vogo tou Crohn, evw 0 ETNCLOC
erunoAacpoc tne IONE eival 396 cases per 100,000 persons

* 10% twv neputtwoswv IONE kat’ etoc aAAalouv dlayvwon:
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» Ixedov 1:1 npocPoAn twv dvo pUAwWYV, LIKpN UTtEPOXN
YUVOLKWV

H nAwkia tpocoBoAnc exeL Kwdwvoeldn KapnuAn

H kopudn avtumpoownevet tn 2" dekaetia tng {wNg

H mA=LovoTtng TV MEPLNTWOEWYV SLOYLYVWOKETAL OTLS
nAWKieg petaU 15-40 sTwv

Mua dsUtepn pikpn kopudn Stapopdwvetal (e auEnTIKES
TaoeLg) otnVv nALKia Twv 55-65 stwv

Age-Specific Incidence of IBD
X 5-20 0 OXETIKOG

KIiVOUVOG O€ OUYYEVEIG
TTPWTOU Baduou
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Lashner BA. In: Stein SH, Inflammatory Bowel Disease; A Guide for
Patients and Their Families, 1999




MNaBoduaoioloyia

Genetic
susceptibility

Microflora
Challenge




Attioloyia IONE

* MNepBalrov (Slatta, kKamviopa)

 MwpoBiwpa (CD Tbacteroidetes, proteobacteria,
lfurmicutes

e levetikol napayovtec (CD: NOD2, CD, UC: IL23R)

e Avoooloykn antavtnon (CD: kukA avtlo. Sach
cerevisae, E.Coli, Proteobacteria, UC: Anti ANCA)
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Xpovia pAeyuovn




lovidia MepiBailovrikoi
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BAevvoyovikoc

Evrepikn yAwpida

Xpovia QAsyuovi
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AvaTouIKn Kal AEITOUpYIKN BAGBN &viépou
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MakpoxXpOvieC 2UCTNUOTIKEC  ECWEVTEPIKEC
ETTITTAOKEC EKONAWOEIC EKONAWOEIC

2 UUTITWHaTa




AEV UTAPXEL KAT1 TOU
EKAVEC N TOU OEV EKOAVEC
KAl EuPAavicEC TNV VvOOO.




KAwwn Ewkova

a Awappora
» 92 — 96% tov acbevov
» 2% OVoKOIMOTI T
=R onppol
a Aipa amo to opoo
0 M €101K0 supPATONOTO
TETTIKOV

» 92 — 96% TtV ucBevov

» Amovcia apoppayiag : vocgog Crohn?
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0 Kothwokog movog [Tvpetog
» Avopelia

» 40 — 50% tov acBevov (1)1T10¢) .
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» 'Evtovocg movocg : 4% > ApBpalyiec



KAWVIKNA ElLKOVA

DPAEI'MONOQAHY MOP®H

Awappora 80%

(um oot pP, VOKTEPIVI]., HEYA0V GYKOV)

IIovoc 70%

(£pOVi0S, KOIKOEON S, VOIsTUL HE KEvoer, AAB)

Anoisw Papovc 50%
Aipo amd to opBa 30%

LTENQTIKH MOP®H

Kouvaakoc mavoc

‘Epstoc

Awdtoon kKouiog
Mzsimon dwapporag, dSvokoaTnTa

ATATITPAINOYZA MOP®H

Tvopiyyio, ATocTinoTo

Hspnp(‘)hﬂkn \oco_ 14 38%




EZQENTEPIKEY EKAHAQXEIX

+ LXETIZOMENEX
ME ENEPI'OTHTA

NOXOY

— X. Sweet
— Iptdokvkiitidoa
— Tleprpepikny ApBpitidu

OClmoec epvnua
2TOUOTIKG EAKN
AgploTiK ayyeliTion

tomov 1(< 5 neyaiec
apBpiceic)

@ TovAdyicTov |

— Ileprpepikny apBpitidoa
— OCmoeg gpvnua
— Emoxinpitioa

* = 40% mponyeito
OLAYVMGNC

* >2VYVOTEPEC GE:

* TuvaiKkes/KOTVIGTEC
« CD
* Extetopévn EK

MH IXETIZOMENEX ME
ENEPITOTHTA NOXOY

IIpotomadng ZKANPLVIIK
Xolayyeiitida (PSC)

* 70% tov agBevov ue PSC

E) 0LV EAKGON KOAITION

* 3 -5% t®V 000EVOV [1E EAKMON

KoiiTido £xovv PSC

* Ye voco Crohn pe coppetor
TUYEOS EVIEPOVL (TaVKOAITION)

[eprogpikn ApBpitida THTOL
HIKCPES)

Iepolayovitic
AYKOAOTOMTIKI] GTOVOVAITIC
Tayypoivddeg mvddeppia

Karmiris K et al, JCC 2016
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Figure 1. Pravalence of extraintestingl manifestations acconrding to diseass

type.




IONE Kal KapKIivoc TI. EVIEPOU

CA m.evtepou otnv IONE = 2.6-5.4 x yevIKO mAnOUOHO

O auénpevog Kivouvog agopd tnv eAKwon KoAiTida Kat tnv v.
Crohn pe mpooBoAn . eviEpou

Auénpévo pioko:
- Awgpkewa g vooou: 18% peta ta 30 xpovia
- Ektaon tng vocou: mavKoAITIC>apIoTEPN> TTPWKTOCTYHOEISITIC
- MNpwtomabng ZkAnpuvtikn XoAayyesutida
- OETIKO OIKOYEVELAKO IOTOPIKO

H xpovia Anwn 5-ASA 1 oupcodsofuxoAikou (URSOFALK) mBava
oXxeTileTal HE EAATTWHEVO PiOKO.

Eaden et al. Gut 2001;48:526-535
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AlkaloAoyeital mpoypappa emtnpnong ywa mpoAnyn CA
m.eviepou otnv IONE pe eykaipn avixveuon ducmAaciag




Alayvwon
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=+ Aev UTIApXEL éva povadikd gold standard otn Stdyvwon twv IONE =

* Analteital cuvOUACHOC TIAPAMETPWV:
-KALVLKWV

-eVOOOKOTILKWYV

-LOTOAOY LKWV

-QTTELKOVLOTLKWV

-EPYQOTNPLAKWY

*  Aldyvwon anokAELGHOU w¢ eva Babuo;
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Extipnon Baputntag EK
a katd Truelove and Witts (t

Bapa* KEPAUVOBOAOG
# KEVWOEWV <4 >10
<25% KEVWOEW\ 100%
OspuoKpacia <37.8 >37.8
ZQUEELg <90 >90
Agoo@atpivn <10.5 peTayylon
TK <30 > 30

m

Evaiebnoia Avamndwoa
Amoucia evt.xwv

KAwikn g€€taon

K.o.

AKTivoypagia Awdraocn w.evtépou

* Bapud: >6 KEVWOEIG KAl £vA KPITHPLO aKOun

KAIvik BapuTtnTa

Apaothplotnta vooou-voooc Crohn

N T T

CDAI = 150-220
MeputatnTIKOg aoBeVhC e
anwhewa papoug <10%.
Xwpic onpela anodpatnc,
eunUpeToU, aduddtwoncn
PnAadnTtr¢ KoMK
patoc.

Auvénpévn CRP.

CDAI = 220-450
MePUTATNTIKOC AOBEVIC U
EPETOUC I amwAgLa Bapoug
>10%.

AVATIOTEAECLATLIKI
BOepaneia yua Ama voco 1)
PnAadnt kothwakn palo.
Mn epdavig andppatn.
Av&npuevn CRP.

CDAI >450

Kayetia (BMI <18 Kg/m2), 1)
napoucia amodpatnc
anooThpatoc. Eppevovta
CUMITW LT Tapd TN
EVTATIKN Bepamnela.
Avénpévn CRP.



BaBuog 0
* AnoVoia

svbpovnToTnTac

1] KOKKI®O1G
*  AYYEWOKO

OIKTVO : K@

BaBuog 2

* gKosonuacuévo epvnpna

* gKoeoNuacuévo epvinpa *  QIOVCIA AYYELTKOD SIKTVOV
* QNOVCIO GYYELOKOD SIKTVOV * csvbpuvnToTnTa
* zvbpontémTa *  OUTONUTEC aulopayieg

* Jduwfpoocsg *  £AKm




Activity assessment in IBD: the iceberg phenomenon
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Rogler G et al. WJG 2013;19(43):7552-7560



OEPAMNEYTIKOI 2TOXOI

lotoAoywkn} Udeon

EmovAwon tou

BAevvoyovou Moparerapévy  Ayorepa
KAIVIKA UQean — XEIpoupyeia

KAwwkn Udeon

Tuvexng

napakolotBnon BeAtiwaon Twv

CUMMTTWHATWV

Oepartreia eEapTaTaAl ATTO
e Tutro vooou
« ©@fon Tng vooou
 Bapurnta véoou



BpaxumnpoBsopol otoxot
e KAwwn avtamrokplon / udeon
* EmovAwaon dAsypovng
— Broxnukn UHEON (CRP, kaAmpotektivn Kompavwv)

— BAEvVVOYOVIKI EMOUVAWON

— LOTOAOVYLKN ETTOVAWON



MakpomnpoBeouol otoxot
v’ amotpori) npPokANonC Hovune BAABNC 0ToV MEMTIKO
owAnva

v HElWON VOONAELWV YLOL ETILTAOKEC TNC VOOOU

v HELWON AVAYKNC VL0t XELPOUPVLKEC EMEUPAOELC

\ 4

» BeAtiwon mowotntoac wnc acBevwv
» uelwaon avamnnplac

» avénon smuBilwonc






Oeparmnevutikn upapido IONE

/pﬂk

Bapla
Inﬂlxlmab \/AZA
. Inﬂlxlmah
ME'L'E)LCI‘.(; T m_l
Baputntag KOPTIKOOTEPOIBI (P.Os,iv)

Hma 5-ASA
Tonika oreposldi)




OEPATTEUTIKEG ETTIAOYEG

— Sulfasalazine, oTeEpOEION

—— AvTipioTika, AlaBeiotrpivn, 6-MP
— 5-ASA

—— Boudeoovidn

—— MeOoTpeaTn

— Infliximab

— 21€ yevIAG BIOAOYIKOI TTAPAYOVTEC




OePATTEUTIKOC XEIPIOTUOC

«Agv UTTAPXEl «Eva NEyEBOC TTOU va
TaIPIAlEl 0’ OAOUCY

*H Oepartreia Kal n awogaon Tou Ba TTAPOUME
OKIAYPAPEITAl ATOUIKO

*H o1roI0 OEPATTEUTIKN ATTOQACN TTPETTEI VO
AauBaveral arod KoIvou JE ToV aoBevi




Tumor g eAKWBOUS KOAITIBas OPOITIAA — 5-ASA T1OTTIKG KOI O1TO TO

r
OpbiTida OpBoorypoziditida Apiorepf koAimida O-TO ” G

& f‘ & R £ KopTtidovn
g | H anti-TNF

Exterapivn xoAmia APIZTEPH KOAITIAA - 5-ASA T0TTIKA Kal
aT1TO TO OTOMA
KopTidovn
anti-TNF + AZA

KOAEKTOWN
EKTETAMENH KOAITIAA - 5-ASA
’ Active ulcerative colitis | TOT”K(’] Kal G'ITé TO GT(')IJG
| Midto méo( | \ \S:vere | Ko PTI céV N
__+ anti-TNF + AZA
| pooiis || Letsdedooits | | Brensvecoits | m%swn, :ett;‘w(pjrednlsolone )
OGS KOAEKTOMN
Topical 5-ASA
(supftt:;iitgar{;mgma) ' No r;sponse No r;sponse
i i In 12 weeks, In 12 weeks, 7
I I I o BAPEIA KOAITIAA - KopTilovn IV
. Y
TODICg!:Sn: " No response No response gyjlosporine Ganciclovir K U K)\O O"ITO p I V r]
¢N° bl 4 4 : inr?b(%kagllor No ;igY/Eth{g) T I
‘ Oral and topical 5-ASA+oral corticosteroid (prednisolone 30-40 mg/day) | Emg/kg N | response v arCO ImUS
= gl anti-TNF + AZA
‘ Azathioprine (1.0-2.5 mg/kg) or 6-mercaptopurine (0.75-1.5 mg/kg) ‘ No response ,
T horogene KOAEKTOWN

No response
‘ Infiliximab (5 mg/kg) or cyclosporine (2 mg/kg) IV }—@




I ENTOMMIZH THZ NOZOY CROHN I

Foctpo-128akTtuAike ]

¥ w
Mild to moderate I ] Moderate to severe ]
Budesonide (9 mg/day) > Systemic corticosteroid
5-ASA el »> +AZA/6-MP
[ * = 4

Gl piiany A
1 { | }
No remission : I Remission ] i [ No remission
' i
1
1

v : v

. Maintenance !
Maintenance . AZA/6-MP ' Anti-TNF
ORSAQl  [FRessesReasThodRseanEea A e P LAZA/6-MP
observation Relapse Relapse
5-ASA
| Noremission | | Remission
‘ Maintenance
| Surgery | | Other biologics ]+ --------- anti-TNF
Relapse |  1aza/6-MP

NC TeAIKO €I1Ago AE koAov

HIIA — Boudeoovidn , yecaladivn
METPIA — Boudeoovidn
KopTi{ovn
AZA
QAVTIBIOTIKO
Anti TNF
BAPIA — kopTtifovn +AZA

AvTI-TNF + AZA yia 6-12
HAveEg

Xelpoupyikn eTEUBaon



Inflommatory Bowed

NC traxu evrepo — KopTi{ovn

TOTTIKA pecaAadivn

NC AeTTTO gvTEPO — KOPTI(OVN
TPpwWIMN évapin anti-TNF

BPETTTIKN UTTOOTAPIEN

NC avwrepo NEZ — AAT
aywyn ekpidwoncg Erll
anti-TNF

NC e§wevTepIKEG ekONAWOEIG - anti-TNF



Infliximab (IFX)

Xigaipiké JovokAwvVIKS IgG1 avTtiowua avBpwTtrou (75%) —
TTOVTIKOU (25%) €vavti Tou TNF-a

[MapdyeTal o€ UBPIOWHATIKA KUTTAPA TTOVTIKOU UE TEXVOAOYIQ
avacuvdouacopuEévou DNA

Murine

Human (IgG1)

N\

Binding site
for TNF-«

7




Evoeigeig IFX
-]

Nooog Tou Crohn

e MéTpia — coBapn evepyr) vOOOC Ot AoBEVEIC TTOU BEV £XOUV AVTATTOKPIOEI
TTapd TNV UTTOBOAR] O€ TTARPN Kal ETTAPKA aywyr HE AVOOOKATATTAATIKA Kal/n
KOPTIKOOTEPOEIDN, 1] O€ aoBeVEIC TTOU BEV £MIBEIKVUOUV avoXn OTIC £V AOYW
BEPATTEIEC I} YIA TOUC OTTOIOUC AVTEVOEIKVUVTAI Ol BEPATTEIEC AUTEC

e Evepyn ouplyyotrolo¢ vOoOog, Ot AoBeVEIC TTOU DeV £XOUV QVTATTOKPIOE,
TTapd TNV UTTOBOAN Ot TTAR PN KAl ETTAPKNA BepaTreia Je CUUPBATIKR aywyn

EAKWONC KOAITIOO
e Métpla - oofapn evepyr] vOOOC Ot QCBeveEiC TTOU EiXaV QAVETTAPKN
avTammoKpIon OTn CUMBATIKY BepaTTeia e KOPTIKOOTEPOEIDHA Kal 6-MP 1 AZA,
| O€ aoBeVEiC TTOU Eival BUCAVEKTIKOI € 1] £€XOUV IATPIKEC avTEVDEIEEIC VIa
TETOIEC BEPATTEIEC

given at 0, 2, and 6 weeks as an induction regimen

= 2Tn vooo Tou Crohn, edv o aoBeviig 6ev AVTATTIOKPIBEl OTIG TTPWTEG BUO
O00¢Ig, TOTE TIPETTEl VA BIAKOTIEI N Xoprjynon IFX
Emmi oupiyyommoiou vocou T1ou Crohn kai oTnv eAKwdn KoAimda, n
avTammokpion Tou acBevoug oTto IFX eAéyxeralr omig 3 eyxUoelig (6n
eBOouada) TrTapd oTic dUo




Zuotnpatikn avaokonnon twv anti TNF otnv
EAkwdNn KoAitdba
(Network Metanalysis)

*OMoL ol anti TNF amoteAeocpatikotepol tou placebo
*OAotL ol anti TNF kAwika tlooduvapot

*Emtidoyn pe Baon:

-TipoTiunon acbevn, 080 xopnynonc, aodalela, KOOTOC

| Cmar
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Stidham, APT 2014



OspansutiKol XslpLopol mou BeAtiwvouv tn oxeon Kwwvduvou-odEloug

EppoMhacpoi:
Autoavooia, @SS g ypinmn, nveupovia
QVTLYOVIKOTN T | | TBc €Aey)ocg
Screening nnatitida

Kapbrakn * JuVBUaONOG pE Nolpwen
QVETIAPKELQ Oomoupiveg;

* Emineda anti-TNF ;
* AvTiowpara;

Hmatoto§ikotnta ! I ﬂ’n

W)

KakonBewa/Aepdwpa ‘( \
N

» AAAayn o aAldo anti TNF napayovta;

MUEAOKUTAOTOAN

AvTIOpAOELC OTHV EYYUOT)

» AAAayn oe mapayovra pe aAAo pnyaviopuo dpaoncg;



IONE — Ospancia pe avii-TNFa
TO pEyeOoC Tou poPApatoC

*40% TwvVv aoBevwv pe EK kar 20-40% Ttwv acB. pe NC dev
avTanokpivovTdl oTa oxnuaTa enaywync

*AnwAgia TNG avTanokpiong Ford, Am J Gastro, 2011
«30-40% EK
*40% NC
«10-13% ava £T1oc¢ Ben Horin, APT, 2011

KAlpakwon ¢ doong: 20%.
«AvakTnon Tn¢ avranokpiong: 70% (adalimimab)
Billoud, Am J Gastro, 2011

*H anoTeAsouaTikoTNTA TOU avTi- a €ival xa OTEPN TOU
H A 200 avTi-TNF A 100
Sandborn, Ann Int Med, 2007

-AcpdAela

Yanai, Am J Gastroenterol, 2011



NewtepoL popLakoi otoxol Bepamneiog

*AVOOTOAELC LETAVAOTEUONC ASUKOKUTTAPWV
*AVTL-LVTEYKPLVEG
*AVTAYWVLCTEC XNHELOKLVWV
*Avti-MADCAM1

*AywvioTtec 1-dwodopiknc odlyyooivng

* AVTOYWVLOTEC KUTTOPOKLVWV
*Movornartt IL-12/23
*IL-17
*IL-6

*AvtaywvioTEg evoKuTTapLlou onuatog dAeypoving
*Avactolsic JAK



CT-P13 infliximab biosimilar

* EMEA, FDA

* Meyalo eUpog evleifewv (infliximab)
-eTéktaon evdeifewv (indication extrapolation)
-avtaAadipotnta (interchangeability)

* MKpOTEPO KOOTOCG

H swocaywyrn twv biosimilars 8a prmopovos va
08NYyNOsL OE OCNMOVTILKOL OLKOVORLKG o £An
Osepanseia yLa TITEPLOCOTEPOUG;

Remsima]j . : i
S s B> A

« K

Sowder for concenty

-~

¥
.
3 0 for infusiony sowder for concentrae X 3 for infusion Tornado Diagram [30% price discount)
. 3 tion for infusion
wea .
T "ximab ~ imab Patients curmntly prescribed Remicade® (i 10%)
N 3 "iximab e
! s
el
N s < Provalence (+/- 10%)]
sy 4P

Pathont weight [4/- 5 kg}

ncidevoes (/- 10%)

[ €rom =1 [ 8s m

Ashok, Adv Ther 2015



’E I I and Hepatulugy m

doi:10.1111/jgh. 14645

Journal of Gastroenterology and Hepatology 34 (2019) 1523-1532
GASTROENTEROLOGY @ 2019 Joumal of Gastroenterology and Hepatology Foundation and John Wiley & Sons Australia, Lid

Long-term efficacy and safety of CT-P13, a biosimilar of
infliximab, in patients with inflammatory bowel disease: A
retrospective multicenter study

Nam Hee Kim,* Ji Hyun Lee,” Sung Noh Hn::tng,§ Hyuk Yoon," Hyoun Woo Kang,** Suck-Ho Lee,"" Jong Pil Im,**
Jae Myung Cha,** Chang Soo Eun,™ Ji Won Kim,*** Chang Hwan Choi""" and Dong Il Park’

4-2015 €w¢ 10 7-2017

16 voookoueia Kopéa

368 aoB IODNE -- 227 NC, 141 EK
AvaOPOMIKN MEAETN

34 months f/u

Conclusions: Long-term treatment with CT-P13 1s effective in inducing and mamtaining

disease improvement and 18 well-tolerated in patients with IBD. CT-P13 may be a promus-
ing treatment option for IBD.



Table 1 Baseline characteristics of anti-THMF-naive patients

Characteristics CD (= 149) UC in= 118}
Sex, male 109 (73.2) 81 (68.6)
Age at diagnosis (years) 346 = 13.0 463 = 16.1
Ex-smoker or current smoker 40 (26.8) 30 (26.4)
Disease duration prior to CT-P13 4.4+ 13.2 29+ 36
{years)
Mumber of CT-P13 treatments 15656 =+ 7.4 135 = 8.7
{range 3-38) (range 3-39)
Indication for CT-P13 therapy in CD
Lurinal CD 123 (B2.6) A,
Fistulating CD 26 (17.4) A
Indication for CT-P13 therapy in UC
Acute severe UC A 31/88 (35.2)
Steroid dependency MA 28/88 (31.8)
Steroid refractoriness LA 29/88 (33.0)
Disease activity at 1st CT-P13
treatment
CDaAl 276.7 = 67.7 LA
Mayo score MA 891 +20
Montreal classification of location
of CD
L1 {isolated ileal disease) 46/142 (32.4) A
L2 {isolated colonic disease) 9/142 (B.3) A
L3 {ileoccolonic disease) 87142 (61.3) A
L4 {concomitant UGI disease) 1142 (7.7) A
p (concomitant perianal disease) 35/142 (24.6) LA
B1 {non-stricturing, T4z (54.2) A
non-penetrating)
B2 (stricturing) 34/142 (23.9) LA,
B3 (penetrating) 31142 (21.8) MLA
Montreal classification of extent
of UC
E1 (ulcerative proctitis) MLA 177115 (148
EZ2 (leftsided UC) MLA 43115 (37.4]
E3 lextensive UC) LA 55/115 (47 .8
Previous IBD-related intestinal G6/149 (4.0) 0 (0.0)
resection
Concomitant medication
E-Aminosalicylates 118 (79.9) 105 (B9.0)
Antibiotics 31 (20.8) 17 (14.4)
Corticosteroid 59 (39.6) 80 (67 .8)
Azathioprine 100 (67.1) B67 (56.8)
Dose of azathioprine (mo/kg) G606 = 31.0 459 + 33.6

Table 2 Baseline characteristics of patients who switched from the bi-

ologic originator to CT-P13

Characteristics CDin=78) UC (n=23)
Sex, male 56 (71.8) 17 (738}
Age at diagnosis (years) 33.0£10.0 435 £ 137
Ex-smoker or current smoker 14 (17.9) B (34.8)
Mumber of CT-P13 treatments 179+ B8 136+98
{range 3-33) frange 3-31)

Montreal classification of
location of CD

L1 lisclated ileal disease) 11/67 (16.4) M

L2 {isclated colonic disease) BT (11.9) M

L3 {ileocolonic disease) ABBT (71.6) M

L4 (concomitant UGI disease) B/ET (11.9) A,

p (concomitant perianal 28/67 (41.8) A,
disease)

B1 (non-stricturing, non-penetrating) 42/67 (B2.7) A,

B2 (stricturing) 11/67 (16.4) M

B3 (penetrating) 14/67 (20.9) MNA
Montreal classification of extent of UC

E1 (ulcerative proctitis) A 5/20(25.00

EZ (left-sided UC) MA 7/20135.0

E3 lextensive UC) MNA B/20 (40.0)

Previous |IBD-elated 20 (258) 14.3)
intestinal resection
Concomitant medication

5-Aminosalicylates 42 (53.8) 14 60.9)

Antibiotics 17 (21.8) 17 (100.0)

Corticosteroid 16 (20.5) 12 (52.2)

Azathioprine 45 (59.0) 6 (26.1)

Dose of azathioprine {(mg/kg) 471 £ 36.0 417 +129
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Figure 2 (a) Clinical response and (b} clinical remission rates in anti-TMF-naive CD patients. (¢} Clinical response and (d) clinical remission rates in anti-
TMF-naive UC patients. CD, Crohn’s disease; TNF, tumor necrosis factor; UC, ulcerative colitis.

To 13,9% twv acBevwv ixav avermBUpNTEC eVEPYELEG Kal Lovo 16 (4,3%) Stekopav tn

Bepaneia pe CT-P13

Our result suggests that long-term treatment with CT-P13 was
generally well-tolerated 1n both CD and UC patents, and the
safety of CT-P13 seems to be not inferior to that of infliximab.
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ABSTRACT

Background: CT-P13, the first biosimilar monoclonal antibody to infliximab (IFX), has previously been
confimmed to be efficacious in inducing mucosal healing in ulcerative colitis (UC) patients. The aim of this
study was to evaluate the efficacy of CT-P13 therapy in maintaining mucosal healing in UC.

Methods: CT-P13 trough levels, antibody positivity, serum inflammatory markers as CRP level, fecal
calprotectin at weeks 14 and 54, concomitant steroid and azathioprine therapy at the time of induction
therapy and at weeks 14 and 54, previous use of anti TNF drug and the need of dose intensification as
possible predictive factors for mucosal healing at week 54 were evaluated in this prospective study.
Results: 61 patients had already completed the 54-week treatment period. Mucosal healing was shown
in 65.5 % and 62.1 %, complete mucosal healing was present in 31% and 38 % at week 14 and 54,
respectively. The median values of CRP, leukocytes, thrombocytes, and albumin showed significant
difference between baseline and week 54. Serum antibody positivity was proved in 6.5 % and 19.7 % of
cases at week 14 and 54, respectively.

Conclusion: Qur study confirmed the long-term efficacy of CT-P13 therapy on mucosal healing in UC.



Regarding a great significance of the topic, the primary end
point of this study was to evaluate the mucosal healing in patients

treated with CT-P13 atmndaw aim was to assess

remission rates and influencing factors of successful therapy.

0

Table 1. Characteristics of enrolled patients. MUCOSAL HEALING RATES %

Mo. of patients 61

Gender

Female, n (%) 32 (52.5) _—

Male, n (%) 29 (47.5) 100% ~

Age, years (median, (5D) [min-max) 335 (12.8), [19-68] .

Age at diagnosis, years (median, (50) [mir-max]) 27 M 4, 14-65] 80%

Disease duration, years (median, (50) [min-max]) 3 63), [0-22] e

UC extent i

E1: proctitis, n (%) 6(9.8) 40%

EZ: left-sided UC, n (%) 24 (39.4) '

E3: pancolitis, n (%) 31 (50.8) 20%

EIM, n (%] 14 (22.9) E : e

Previous anti-TNF-a therapy, n (%) 4 (6.6 0% 2

04,25, 2002
14;27:45

CVYP:
D.F:
@:8 0:H




Table 3. Laboratory markers was determined at the baseline and at week 54.
In addition, clinical and endoscopic score was used to establish the disease
activity during study perod.

Week 0 Week 54
Total Mayo Score, points, 9.1 [5-12] 28 (0-11)
mean (min-max)
Endoscopic Mayo Score, 2.6[2,3] 1.2 (0-3)
mean, points (min-max)
Partial Mayo Score, mean, 6.6 [3-9] 1.6 (0-8)

points (min-max)

CRP, mag/l, median, [5D] 4.3 [37] (0.3-235.9) 2.35[7.2] (0.3-33)
(min-max)

Leucocytes, G/l, median 0.8[3.6] (3.6-24.4) 6.3[25] (2.6-14.8)
[50] (min-max)

Hematocrit, 1/1, median, 038[0.06] (0.24-0.53) 039[0.04] (0.30-0.50)
[50] (min-max)

Thrombocytes, G/, 3471 [158.3] (106-9092)  283[80.8] (160-656)
median, [50] (mir-max)
Serum albumin, g/l, 44 [7.5] (25-53) 46 [4.1] (361-53)

median, [50] (mir-max)
Fecal calprotectin, pg/g, 1000 [11249] (124 468 8 [996.1] (12-
median, [50] (min-max) 4440) 5481)

Regarding safety, in our study the frequency of infusion
@@action was 6.6% jall enrolled patients (5 of 75 patients),

treatment period (2 of 61). CT-P13 treatment-associated
adverse events were one case with pneumonia, one case
with Clostridium difficile infection, and two cases with drug-
induced SLE-like syndrome (serious joint pain and skin
lesions). Compared to the literature, ACT 1 and 2 infusion
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To summarize, this study clearly demonstrated that mucosal

healing can be achieved by(62.1%)of patients who received
CT-P13 infusions at 1-year treatment period that did not
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The effectiveness and safety of infliximab compared
with biosimilar CT-P13, in 3112 patients with ulcerative
colitis
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£ Events/N Incidence rate /1000 PY Multivariable Cox model
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a0 RP CT-P13 RP CT-P13 HR (95% Cl) P
j: Serious infection® 93/ 1434 64/ 1678 519 424 0.65 (0.48 - 0.88) 0.005

o Cancer® 25/ 1344 16/ 1409 94 79 0.81(0.41-1.60) 0.54
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Conclusions: The effectiveness of CT-P13 ia nd the risk of serious infec-

tions could ‘w

with ulcerative colitis.

an that of the reference product for infliximab-naive patients




Efficacy and safety of biosimilar CT-P13 compared with
originator infliximab in patients with active Crohn’s disease:
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Heather Fowler, Raymond Cheung, Young-Ho Kim P ————
Median age, years 35-0 (26-0-46-0) 320 (24-0-45-0)
58 vocokopela Sooamoom
16 Xxwpeg Ce e
Aslan 5 (23%) 29(I%)
Other ] 1(1%)"
Patients were randomly assigned (1:1:1:1) to receive CT-P13 e mem o
followed by CT-P13 at week 30 (CT-P13-CI-P13 group); et 0 520
CoAl 2963 (54-30) 1957 (55-48)
CT-P13 followed by infliximab at week 30 (CT-P13- s e w0
inflivimab group); infliximab followed by infliximab at O e Gysaaee
week 30 (infliximab-infliximab group); and infliximab T =
. P History of treatmentwith B4 (76%) 0 [7I%)
followed by CT-P13 at week 30 (infliximab-CT-P13 group). B

CDAl=Crohn’s Disase Activity Index. SIBD0=5hort Inflammatony Bowel Disease
Questionnaire. SE5-{D- Simplified Endoscopic Activity Sooee for Crohn's Disease.
(RP=C-reactive protein. * One patient in the infiimak group was North African;
#Crohn’s disease duration (years)-[(date of informed consent-date of initial
CO)+ 1136525 immunomadulstors indude G-mermptopurine, azathioprine,
and methotnecate.
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* AUTr n LEAETN €6€LEe BEPATTEVTIKA KN KOATWTEPOTNTO TOU
CT-P13 oe oxeon pe 1o Infliximab og aoBeveic pe evepyn
vooo Crohn

* To CT-P13 tav KaAd aveKTo, HE MapopoLo rtpodiA
achalerac pe TNV WWOALELLAMTTN KOl XWELC KAWVIKA
onuavtikec Stadopéc otV avoocoyovikoTnTa
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5 5 . ppe 25. Singh S, Heien HC, Sangaralingham LR, Schilz SR, Kappelman
patlentﬁ treatEd WIth Inﬂlxlmab were |ESS frequenﬂ}' MD, Shah ND, et al. Comparative effectiveness and safety of anti-

tumor necrosis factor agents in biclogic-naive patients with Crohn's

hospitalized, underwent fewer surgeries, and received [mer reqest facter agents inbologicna e poten N
corticosteroids less often than those treated with adali- 270584351 doi:10.1016/1.c9h.2016.03.038
mumab

wide observational cohort study of infliximab-naive pa-

tients with CD demonstrates equivalent effectiveness of

RP and CT-P13. The HR and CI (HR, 0.92 [CI, 0.85-0.99])

gins (0.80 to 1.25), and no significant differences were

observed between the 2 groups in serious infections,

tuberculosis, and solid or hematologic cancer.

Conclusion: This analysis g orld data indicates that the

effectiveness of CT-P13 -' o that of RP for infliximalb-
naive patients with CD. No™thif=rEnce was observed for safety

oIteOormas.
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TABLE 1: Characteristics of Naive Patients (group A, n = 459); Patients Previously Exposed to Anti-TNFs (group B,
n = 196); and Patients Who Switched from Infliximab (group C, n = 155)

Total Cohort @ @ @ P
Gender 450/360 (55%) 246/ 33%) 106/907154%) h3% 0.20
(males, %)
Diagnosis (CD/UC) 452/358 238/221 127/69 87/68 0.025
Age at diagnosis (yrs) 318+ 137 326136 313x14 203+ 136 0.069
29(22-41) 30(22-41) 28 (21-44) 27(18-38)
Duration of disease (yrs) 8.1x79 718 9.7+78 88x74 0.1
3.5(2-12) 4(1-11) T(3-13) T(3-13)
Smoking status (Yes/No/Ex) 133/573/104 81/319/59 34/132/30 18/122/15 0.35
Active smokers 133/677 (16.4%) 81/378 (17.6%) 34/162 (17.3%) 18/137 (11.6%) 0.35
Combo therapy (vin) 175/635 (21.6%) 16/383 (16.5%) 517145 (26%) 48107 (31%) 0.0006
Steroids (v/n) 279/331 (34.4%) 190/269 (41.4%) 68/128 (34.7%) 21/134 (13.5%) <0.00001
Follow-up (days) 3447+ 2156 3424+ 2064 312.2+216.3 3028 +232 0.009
TABLE 2: Type of SAEs in the Whole Cohort and in the Three Different Subgroups
Total Cohort MNaive to anti-TNFo Pre-exposed to anti-TNFa Switch from
(n = 810) (n = 459) A 0 infliximab (n = 155) C
Total SAEs, n (%) 154 (19%) 79 (17%) m 18 (11.6%)
Infusion reactions., n (%) 71 (8.7%) 34 (7.4%) . i 11 (7.1%)
, , , , 11 (5.6%) 3 (1.9%)
Mo OUXVECQ (IVET[LeUp.I']TE(; EVEPYELEC OE (109€V€L(; {0]0) 6 (3.1%%) 1 (0.6%)
' , P , ’ 5(2.5%) 0
elyav AaBeL oto mapeABov aAlov BLoOAOYLKO tapayovta 3(1.5%) 0
Neurological, i) 3 (0.4%u) 1 (0. 2%0) 1 (0.5%0) 1 (0.6%)
Sl gl 8 (1%) 1(0.2%) 5(2.5%) 2 (1.3%)
Nvevpovia (3) 0 - - -
'Epn',r]taq chtr']paq (4) 103 (12.7%) S8 (12.6%) 35 (17.8%) 10 (6.4%)
g aire AeEeseaeris §aeessssenee a5y 0 53 (6.5%) 28 (6.1%) 21 (10.7%) 4 (2.6%)

Stop for SAEs, n (%) 50 (6.2%0) 30 (6.5%0) 14 (7.1%0) 6 (3.990)
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Both Mayo score and HBI in the full cohort decreased
significantly at month 6 (£ < 0.0001) and remained stable at
month 12. This reduction was significant not only in groups
A and B (P < 0.0001) but also in group C (P = 0.01, P < 0.001).
despite lower baseline values being most of the patients already
in remission at the start of biosimilar infusion.
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scopic activity evaluated with the Rutgeerts score. The Mayo
score and SES-CD were both significantly improved (P < 0.0001)
at the evaluation at 12 months._After stratifving patients in

Asikteg PAeypovig

25% of cases. In the overall cohort, CRP and u:ailz;mt:::::tin were

_significantly reduced from the baseline to 6 and 12 months
(P < 0.01 to <0.0001).
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In summary, this study demonstrated in the evaluated
timeframe that the Ei-lﬁ‘.':t}: _Emﬁ]e and effectiveness of CT-P13

biosimuilar 1s in hine with the existing hiterature of infliximab. No

Estimated cost saving was oveK 3.8 million Euros _per

year of treatment in our cohort, by considering approximately

350 mg of CT-P13 for each infusion, with a medgp 35% price

reduction compared with Remicade’s cost.
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