IONE
2UVTNPNTIKNA Kol XELpoupyLkn Ospareia

Kwvotavtivog ZoupAEpnc
faotpevTEPOAOYOC
faotpevtepoAoyiki KAwikn
«Oeayevelo» A.N.O.
O@eoocalovikn



Abbvie
Celgene
Angelini
Enorasis
Ferring
Janssen
Merck
Mylan
Pfizer
Roche
Takeda
Vianex

AHAQZH 2YTKPOYZHZ ZYM®EPONTQN
(Disclosures)



Xpnotpa links

www.eomifne.gr

WWW.ecco-ibd.eu

www.crohnhellas.gr

www.efcca.org

www.crohnscolitisfoundation.org

www.crohnsandcolitis.org.uk

www.ibdpassport.com

www.crohnology.com

www.ibdandme.org



http://www.eomifne.gr/
http://www.ecco-ibd.eu/
http://www.crohnhellas.gr/
http://www.efcca.org/
http://www.crohnscolitisfoundation.org/
http://www.crohnsandcolitis.org.uk/
http://www.ibdpassport.com/
http://www.crohnology.com/
http://www.ibdandme.org/

IBD Multimedia

What is Crohn’s disease:https://youtu.be/B8ryJ9P38B8?t=414

What is Ulcerative Colitis: https://youtu.be/3-BEdeb8kmE?t=7

Pouch: https://www.youtube.com/channel/UCx6FU405bG0 5MOEEZTiKbQ
What to eat in a flare: https://youtu.be/gAld50hDSBA?t=108

Eating in remission: https://youtu.be/JWMLTrfy0z8?t=1

Biosimilars: https://youtu.be/Li-DYLCDu5g?t=7

Clinical Studies: https://youtu.be/Deqqcdgallc?t=17



https://youtu.be/B8ryJ9P38B8?t=414
https://youtu.be/3-BEdeb8kmE?t=7
https://www.youtube.com/channel/UCx6FU405bG0_5MOEEZTjKbQ
https://youtu.be/gAld5ohDSBA?t=108
https://youtu.be/JWMLTrfy0z8?t=1
https://youtu.be/Li-DYLCDu5g?t=7
https://youtu.be/DeqqcdqaJ1c?t=17

O aoBevic pe IONE...

iSpot.tv




IONE EmidnuioAoyia kat Oepamneia

e 10 ekatoppUpLlo a0OeVELC OTOV KOOUO

e 3.4 ekatoppupla a.oBeveic otnv Eupwrn
e 1.6 ekatoppupla acBbeveic otic H.M.A.
-70.000 veol aoBeveic kabe xpovo

-80,000 matdLa

-n mAsloPnodia KATW o 35 xpovwv
-8-16% > 60 xpovwv

e EANGOQ;



IONE kot Oepaneia

Zuvtnpntikn Oepaneia

-XpOVL0 avioto voonua

Xelpoupylkn Oeparneia

e OAwkn mpwktokoAektoun (pouch) oe EAkwdn KoAltida:
-riolotnNTa {wnN¢ LETA TNV EMEMBAON

-oToula

-AnkuBitida

* Xelpoupyeio og vooo tou Crohn:

-urtotpornn 30% o€ 3 xpovia, 60% os 10 xpovia



Aim of the treatment in
IBD patients

« Returning to a normal life, the

ultimate therapeutic goal in
IBD »

Laurent Peyrin-Biroulet, UEGW Vienna, 2016 @
e A



IONE Oeparmnevtiko onAootacio 2019

.
] Steroids '

: y | 5-ASA-derivatives Hvdrocortisone By
Supportive therapy Mesalazine grednisolone
Loperamide Sulfasalazine Methylprednisone
Cholestyramine Olsalazine Badlomethasorie
Spasmolytics Balsalazide Biidezonide
Pain medication Other
Vitamins
/ H )
r - m—— Conventional Antibiotics/Probiotics
MLLCURELE therapy of IBD Ciprofloxacin
Parenteral ; Metronidazole
! Enteral ECN/ VSL
Other

Immunmodulator & Biologics
Azathioprine/6-MP/ MTX
Infliximab/Adalimumab/Certolizumab pegol
Vedolizumab
Ustekinumab
Cyclosporine/Tacrolimus

Surgery
Strictures, neoplasia, refractory disease, therapy-associated side effects

Gomollon F, Dignass A et al. J Crohns Colitis 2016; Harbord M, Eliakim A et al. J Crohns Colitis. 2017

OL BLoAoylkEg Bepareieg €xouv TOV MPWTOYWVLOTLKO AOYO




AvtiLotika

* Ciprofloxacin, Metronidazole, Rifaximine, Vancomycin
-Nopwéelc (C Difficile)

-2€ e€APOELC TNC VOOOU; MIKpOBLOL EVIEPOU KOl OUUTTTWLLOTOL
-2e vooo tou Crohn pe amootiuata Kol cupiyyla

-2e AnkuBitda petd KoAektoun

MopEVEPYELEC: KUPLWC OE TTOPATETAMEVN XPNON



ALWVOGOALKUALKQL

Asacol, Mezavant, Pentasa, Salofalk

ATIO TO OTOMO KOLL TOTILKA aTto To 0pB0 (uoBeta, uTtokAuouoL)
2e EAkwoN KoAitda (Nmia-petpla), 0xL og vooo tou Crohn
AvtipAeypovwdn tou Evtepou (Salopyrine, apBpalyiec)

Aev TtpoKAAOUV QVOCOKOATAOTOAN

Nopevepyelec: dLappola-koAittda oto 1%, vedpol

2UUUOpPwonN



2TEPOELON

 Medrol, Prezolon, Budecol, Budenofalk, Cortiment

* Boudeoovidn og ArLA-pETPLA VOOO

* OpOwol adpot yLa Tomkn Bepaneia

e Juotnuatikn AvtibAeypovwdng Apaon kot AVoocoKATooTOAN
 OxLyla ouvtnpnon

e Koptikoseéaptwpevn Kot KoptikoavOeKTIKA VOO OC

* [lapevEPYELEC:

-Yniéptaon, YrnepyAukowuia, Katappaktng, Ooteonopwaon
-Auénon Bapouc, Akun, NavoeAnvoeldec mpoowreio, Payadeg
-Aumvia, Alatapaxec oupmepldopag, Puxwon

e Jtadlokn EAattwon doonc (2-3 nAvec)



AVOOCOKOTOLOTOATLKAL

Azathioprin, Purinethol, Metoject, Methotrexate, Emthexate
AlaBlompivn (6-pepkarmtontoupivn), Mebotpetatn

Y€ QIoTUYLa ALVOOOALKUALKWV KOl KOPTLKOEEAPTNON

> cuVOUOOUO LE BLOAOYLKEC Bepareleg

AvoooKaTtaoTtoAn: Aepdwpata Kot AOLUWEELG

Noapevepyelec: dlakorr oto 25%

Yuxvol alpatoAloyLkoi EAeyyol

AlaBlompivn: otadlakn avénon docoloyiac os 2 mg/kg B.Z.
TPMT €Aeyyxog;

Apyn évapén dpaong (3-6 pnveg)

NoapakoAoVBOnon ibla pe BLoAoylkeg Bepareieg

ATIOUGLOL LVOOOYOVLKOTNTOG

2UppOpdwonN



Xewpoupyeio

* MpoypapHOTIONEVO

-amotu)la ouvtnpNTKAC Beparelag, emnpeacuevn mototnta (WNAC
-KapKivoC

* Eneiyov

-0€ o&ela kepauvoPoro EAkwoN KoAltida pe amotuyio ouvtnpnTKAC
aywync (otepoeldn, infliximab)

-2 € TOELKO LEYAKOAO

-2 € eVIEPLKN amodpatn-eAeO
-2e dlatpnon

-Y€ aveEEAeYKTN aLpoppayla
-Y€ amootnua

-2€ ouplyyla



Enelyovoa emikolvwvia JE LOTPO

Mupetoc > 38

AvoyEpela otnv olton

Kot\Ltako aAyoc emipovo, cuvexec, dev umtoxwpel
Awdppolec tov odnyouv os adudatwon

2oBoapn alpoppayia

(KatL katvouplo kot cofapo...)



Oéceia Bapia EAkwdNnc KoAitidéa
Acute Severe Ulcerative Colitis-ASUC

-15-25% twv acBevwv pe EAkwdn KoAltba Ba epudavicel kamola otiyun

otnv {wn tou Bapld KoAitda mou Ba armoltel voonAeia:

> 6 KEVWOELC TNV NUEPA LLE Al KOl TTUPETOC, Taxukapdia, ToélkotnTa
->10 1/3 npwtospudavilopevn KoAitida

-ArtelAnTikn ywa tn (wn , KoAektoun:

20% otnv 1" voonAeia

40% petd 2 voonAeleg



Oepaneia Ofsiac Bapiag EAkwdoucg KoAitidog

2lypoetbookonnon o€ 24-72 wpec pe Boyiec (CMV)
E¢€taon kompavwy yia C Diff (vancomycin)

‘EAEYXO C yLo. LEYAKOAO

60 mg methylprednizolone, hydrocortizone 100X3
Monitor: Kevwoelg, aipa, kKAwikn eikova, (wtika, CRP
Oxt MZAQ®, omloeldn, avTtLXoAWVEPYLKA

Ektinnon os 3-5 nuépec yia salvage Infliximab (cyclo;)
OpoppBorntpoduAatn

OyxL OMNA, oxL avtiBlotika



Zuxva Aaon

KaBuotepnuevn XELPOUPYLKN EKTIMNON...
Oeparmevovtac Aaboc vooo...

2TEPOELON yLa TTOAU XpOVO XWwPLC amoTEAecUAL...
KaBuotépnon Bepamneiac dtaowonc...
MpoAnyn emumAokwy...

>wlovpe {wEC, OXL EVTEPA...



ElAeoC

* Navtia, €petol, KOAKOELWOR AAyN, ETiOXECN AEPLWV-KOTIPAVWV
e JTEVWTLKN vOooc¢ (mpoodatn eviepoypadia, LOTOPLKO)
-dbAeypovn, oldnua

-tpodn), eviepoAlbocg

-oupdUoeLC (xepoupynueEvoc acBbeveic)

e JuvnObwc ouvtnpntika os 24-48 wPEeC

e Jtepoeldn...

e Xelpoupyoc ot woyatpia/amotuyxia cuvtNPNTLKAC AYWYNC



Mayvntikn Evtepoypadia




2nmtikn EmutAokn: Aéovikn Touoypapia
(amooTnua, cuplyylo, meptrovitida)

'VWOoTH cupLYyoTtoLOG VOO OC

Mupetog

Evtomopevo aAyoc kal evatoBnoia

MoAU auvénuévol deikteg dAeypovic (CRP)
AvtiBlotikd (otepoeldn;)

Alodepuikn mapoxETevon Omnou eivat dSuvatov
Xelpoupyoc...



Anootiipota: AAyoplOpoc

XELPOUpYELD

Post-op.
abscess

Antibictics,
percutanecus drain
and close dinical
observation

Consider non-CT
sinogram every
1-2 weeks

Abscess
resolved

Y

Start appropriate
post-cp. prophylaxis
or treatment

and evaluated need
for delayed surgery

immunosuppression |

Abscess
discovered
I
Spontaneous
abscess
|
y Y
Size <3 cm Size =3 cm
No associated fistula 3 &K. Fistula present or
Mo steroids ' on steroids
2uplyylo
2TEPOELON 1
Antibiotics +/- Antibiotics,
- — aspiration and dose percutaneous drain
Re-lm_agef_or dinical clinical observation and close clinical
deterioration or no observation
H substantial clinical - — -
improvernent within Re-image for clinical - —
3-5 days detericration or no I Re-image for clinical
- substantial clinical A&OVLKI’] deterioration or no
improvement within - substantial clinical
3-5 days improvement within
Consider repeat Consider non-CT 35 days
imaging in sinogram every  —
46 weeks 1-2 weeks
Abscess
Abscess Abscess persists Abscess
persists resolved resolved Abscems
7 persists
| AvOGOKOTQOTOAN |
Start or optimize | Surgery to drain

+{— bowel resection

Xelpoupyeio



OxL EmElyOV XELPOUPYELO OV YIVETAL...

JToulEC

2TeEPOELON

YrioBpeia, AntwAsla Bapoug, YITOAeUKwWHOTVALLLLOL
Edupa pe TOPOXETELON

AvtiBlotikn Oeparmeia

Evtatikomnolnon Zuvtnpntlkng Oepareiog
Xaptoypadnon vOoou: OTEVWOELG, oUpPLyyLd



Mayvntikn) MUEAOVU O€ MEPLMPWKTLKA VOOO




BloAoyikec Oepareiec

Anti-TNFs
Infliximab (Remicade, Inflectra, Remsima)-CD/UC

Adalimumab (Humira, Amgevita, Hulio, Hyrimoz)-CD/UC

Golimumab (Simponi)

Anti-integrins
Vedolizumab (Entyvio)-CD/UC
Anti IL-23/12
Ustekinumab (Stelara)-CD
Mwkpa MopLa-JAKis
Tofacitinib (Xeljanz)-UC




Tu elval ol BloAoyikec Oepareiec

Elvoll oL TiLlo ammoTteAECUATIKEC
Beparneiec otic IONE

BeAtiwon o€ mavw armo Toug
HULooU¢ aoBeveic

EmoUAwon tou eviépou

Qaivetal OTL EAATTWVOUV
voonAeleg KoL XeLpoupyeia




MoAAQAEC KUTTAPOKIVEC, TOAAQTTAGQ pOVOTTATLOL




Mati va é&ekwvnoel BloAoyikn Oepameia

* Nwpic o aoBeveic pe avénuevo kivouvo yla eTUTAOKEC Kol
XELPOUpPYELA

e Apyotepa, epooov ol AAAEC Bepareleg aAmoTUYXAVOUV



LoO€opec BLOAOYLIKEC OsparteieC

Leuven

STARTING INFLAMMATORY THERAPY

REQUIRED PRELIMINARY EXAMINATIONS I ORDER 10

These are proteins or antibodies that This oral tharapy is blocking one or mor
block the excess production of inter- | JAK proteins By blocking these JAK the
Jeukin 12 and interleukin 23.This way. of several pro-;

they reduce the infammation pro- proteins (nterleukins) wil be reduced
cass which is one of the causes of the

.'ia 3: o Jt x ba
= s » °

dnease.

USTEXINUMAS (Sralara®ye

TOFACITING (Xeans®y'

e NTIALSIDEEFFECTS |
mmm Wpar wreaps (mted | Infactions (mamly vinal) increased cho-
lestarol increased CKi. thrombous in
PATIRNES wath 3 CardiovasOMar ritk profile

Posuble more




NMwc yivetat n BioAoywkn Ospamneia

Me urtodoplec eveoelc oto oTitt, dtdpketac 10
deutepolemtwy, KABe 1-2, 4 N 8 eBdopadeg

Me evbopAEBLa eyxuon o kKAWLKN, 30 AeTd WG 2 WPEC,
ouvnOwc kabe 4 N 8 (ouvnBwc) efdopadec



Kivouvol arno BloAoyikEC OepaTELEC

* Mapevepyelec OTIWC AVTIOPAOELC OTNV EYXUON, KOTIWON,
gtavOnuo-Ppwpiaon

* AvOoOOKOTOOTOAN

-N\OLUWEELS, OOPAPEC, EUKALPLAKEC

(mveuvpovia, Baktnplakn ocndyn, pupatiwon, LUKNTLAOELS)
-Neppwpa (kapkivog Tou aipatoc)

e Jmaviec!



Eénywvtac tov Kivouvo amo Ttic BLoOAoOyLKEC OspameLleC

%IBD&me

To get started, let’s look at a large group of people.
Each of these small, fuzzy figures is 1 person.
There is a total of 10,000 people shown here.



Kivéuvoc Aspdpwpatog Xwpic BioAoyikn Oeparmeia

%IBD&me

For those with IBD who are not taking a biologic medicine,
2 out of 10,000 will develop lymphoma.



Kivouvoc Aepdwpatoc pe BroAoykn Oeparmeia
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For those on certain biologics, particularly those also taking an
immunomodulator, another 4 out of 10,000 may get lymphoma.



O KivéuvoC aPAUEVEL MLKPOC

Here, you can see that the risk of lymphoma
Is very, very small (6 out of 10,000 per year)
even when taking certain biologics.
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Each year in the U.S., 262 out of 10,000 drivers
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Kivéuvoc yia Tpoyaio Atuxnpa MoAv MeyaAUtepo¢

Risk of Lymphoma

Risk of Car Accident
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Here, you can see that the chances of getting into a

car accident are higher than the risk of developing

lymphoma while taking certain biologics.



Anti-TNF kot Kivéuvog yia AotpwéeLg
Anti-TNF Monotherapy, Combination Therapy, Thiopurines

Incidence rates per
10 000 person-years
(unadjusted)

Serious
infections

Opportunistic

infections

Viral
Bacterial

Thiopurine
monotherapy
LR R R
PR 0PN HHRIRAR000 HHROEHRIED H0040 10004
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Gastroenterology

O kivéuvoc odeiletarl kKupiwe otoug anti-TNF

Kirchgesner, Gastro 2018



MpoAnyn Aolpwéswv

* Screening ywa:

-Qupatiwon, Hratitda B, EBV, HPV
 EpBoAiacpoliyia :

-TIVEU LOVLOKOKKO, YpLItmn

* Eypnyopon, kowoc vouc...



O kivdéuvoc dev eival LdLoc yia OAEC TLG
BloAoyikEC Beparmeiec

BLOAOYLKOG Awakomnn Beparneiog Nepdwpa I\omwfn

infliximab 6-8% 6/10,000
adalimumab 7-9% 6/10,000 'I‘
golimumab 9% 6/10,000 ™
vedolizumab 6-8% 2/10,000 -
ustekinumab 4% 2/10,000 -
tofacitinib - T T

*NratoomAnviko Aépudwpa o véouc avtpec o€ anti-TNF kot AZA > 2 €tn



Mpotipnon AcBevn;
Mn ntpoBAEYPLUN! (dnpoypadika, XopaKTNELOTIKA TN tadnonc)

IBD&me

MRS MY IBD&ME PERSONALIZED
REPORT

ABOUT THIS REPORT

This is your IBD&me Personalized Report. It shows what was most important to you as you were
deciding among the different biologic medicines. You can print out the Report and bring it with you
to the doctor, or you can send it in an email to your doctor.

Below, you will see your "Importance Scores" for the seven biologic characteristics from the
IBD&me Decision Tree. The higher the score, the more important the characteristic is to you when
choosing among medicines. If you want to learn more about Importance Scores or how you can
use this report, please visit the FAQs.

MY IMPORTANCE SCORES
Way you receive the medicine (D 29%
Long-term relief of symptoms (i.e, remission) (D 19%
Time in between doses (D 16%
Risk of skin rash (D 14%
Risk of lymphoma (i.e, blood cancer) - 9%
Tolerability of unwanted side effects @i} 7%
Risk of serious infection () 7%

WHAT DOES THIS MEAN?

Based on your responses, these were the top 3 most important factors for you as you were
choosing among the different biologic medicines. It also seems that you prefer to receive the
medicine given through an IV into the vein in your home and want it given every 8 weeks,

@ © 3

Way you receive the medicine Long-term relief of Time in between doses
symptoms (i.e, remission)

*  Mnyoviopog dpaong;

* Tpomog xopriynong;

*  AMOTEAECHATIKOTNTA,;
-tayvutnta dpaong

-SLapkeLa KAAOU AMOTEAEGUATOC
 Aodaleia;

-AOLpWEELG

-Aépdwpa

-e€avOnua

Almario, Am J Gastroenterolo 2017



NMwc¢ emtAeyou e BloAoyikn Ospaneia:
A€V UTTAPXOUV HEAETEC TTOU VOL GUYKPLVOUV
arevOeiac Oepamneiec petafv Touc

What Are the Sources to In
of a New Drug vs Competito

) i .
6&
&
A’
Placebo
i

A paucity of head-to-head trials that
inform clinicians on the appropriate,
efficacious, and safe treatment
regimens for IBD




Erttdoyn IONE Oegpameiog

[ Mpoyvwortika; ] XapaKTnPLoOTIKA
Xapaktnplotikd AcOevn [ e ] Mopiakng BloAoyioag

’ ’ a 6 &« 6 & O ® & 6 5 06 & 6 & O »
2UVVOoOonNPOTNTEG Xelpoupyeto ARBRARPRBRBLBRPRP

1" ypappn
2" ypappn

. ErmBupieg
C N 3" ypappn AcBevoug
Xapaktnplotikd Nécou
n A .
[ DAeypovwbdeg ] ErunAeypévn 41 ypappn Napevépyetes
®doprtio Nocog Ogpanseiag
Shypappn
[ Evtomon ] Nowtnta Zwng

Ewevtepikn
EkdnAwon

EatopikeVpévn Oepaneia




‘Eykoapn mapeppoon yio aAAayn thG $UOLKAC LoTopLac:
Oepaneia npLv ano tn Hovipn BAABn tov evtepou

A A A
Stricture
- 53
g ,3 Window g g
T c of <3
g - opportunity Fistula/abscess 8 -4
2§ "'-3
gt o3
o 3 Stricture 02
R D <
Prevention ? 3 Z
Disease Sub-clinical Early Late
Initiation; inflammation disease disease
Expansion of

auto-Inflammatory Diagnosis

process

Colombel, Gastro 2017



H Oepamnevtikn Awaxeipion twv IONE

O naALog Tpomnoc okeEYNC... O véo¢ TpOmoCg oKEYNC...
* [l6co dppwotog eival o acBevng * [lolog eival o kivbuvocg avamntuénc
ONUEPQ; ETIITAOKWYV OTO HUEAAOV;
(Arua, petpla, coBapn IONE) * Ogpaneia avaloyn He
Oeparneutiki MNupapida Spaotnplotnta, Gavotuno

, , vOOOU Kot Klvbuvo
e Oeparmeia avaloyn Ue

OULITTWHOTOL * Treat To Target
*  uovoBeparneieg * NpoAnmtikn dpaon kot OxL
avtibpaon

* Oeparmnevtikol aAyoplOuot kal
ocuvduaopol



Noooc¢ tou Crohn untoyndra yia BloAoyikn Bepaneia

*  KAwwka

->10 kevwoelg/efdopada

-KAONUEPLVO KOIALOKO AAYOC

-0pOOTPWKTLKH CUUMTWHATOAOYIO

* Enintwon otnv kaOnpepivi Asttoupyia

-ONUAVTLKN

*  MAeypovwdeg Poptio

-BroAoyikol deiktec (avatpia, avénuevn CRP n/kat xapnAn aABoupivn)
-BAevvoyovikéc BAaPec oe evbookomnon/MRI (peyaAa /ot Babid €Akn)

* Mopeia Nooou

-EmutAeyuévn: anootnua/cuplyylo/otévwon, otoula/sviepektoun (>1,> 40 cm)
-Anavtnon otn Bepamneia: oteposldn to tTeAevutala £toc, anotuyia oe IMM/bio
-Extaon Nooou: >40 cm teAtkoU glAeoU r/Kal movkoAitida

IOIBD, Peyrin Biroulet, CGH 2016



EAkwONC KoAitida vrtopndra yra BroAoyikn Oepameia

*  KAwwka

-> 1 kévwon armno baseline

a0l OTLC KEVWOELC

-VUKTEPLVA KEVWON

-0pOOTPWKTLKN CUUMTWHATOAOYL

* Enimtwon otnv kaBnpeptviy Asttovpyia

-ONUAVTLKN

*  @Aeypovwdec Doprtio

-Boloyikot deiktec: avatpia, avénuevn CRP (>5) n/kat xapunAn aABoupuivn
-BAevvoyovikec BAaPec: StaBpwoaoelg, EAKN /KoL euBpuntoTnTa

* MNopeia vooou

-Anavtnon otn Bepaneia: oteposldn to TeEAsvuTaia £toc, anotvyia os IMM/bio
-Ektoon vooou: mavkoAitda

-Avaykn voonAeiag: voonAeia toug teAeutaioug 12 pAveg

IOIBD, Peyrin Biroulet, CGH 2016



Oepamneia:
Personalized (onuepa) versus Precision (avpLo)

Personalised medicine: treatment is tailored Precision medicine: treatment targeted to the
to an individual patient based on their needs of an individual patient based on genetic,
characteristics biomarker, phenotypic, or psychosocial

characteristics that distinguish the patient from
others with similar clinical presentations

e Demographics e Biomarkers

e Comorbidities e Genetic data

e Treatment history e Epigenetics

e Environmental factors e MicroRNAs

e Patient preference e Microbiome sighatures
e Side effects e Patient profiles

Agusti, Eur Respir J 2016



Treat To Target
Opiloupe OePATTEUTIKO ZTOXO, KoL EAEYXOULE AV TOV TTETUXOLULE

Active Disease Present Continue treatment & monitor
y disease as per routine standard
Assess if target has

1) Risk stratification

2) ldentification of an objective -
target been reached in 12 Modification of
3) Selection of initially therapy wk? No therapies

based on precision medicine

Fig. 2. Treat-to-target algorithm. A new treat-to-target algorithm of care is based on risk
stratification of patients, identification of objective treatment targets, selection of initial
therapy based on precision medicine, regular assessment of disease activity, and implemen-

tation of therapeutic changes until objective end points are achieved.

Khanna, Gastronenterol Clin N Am, 2017



AMOTEAECHATIKN ZUVTAPNON KE AUOTNPO EAEYXO
AvVA TOKTA XPOVLIKA StaoTtrpata EAEYXOC LE EEETACELC QLUOTOC KOL KOTIPAVWV
(apondtepa evéookomnon Kat payvntikn/ofovikn)

Tight control and monitoring
(patient management program)

Digestive damage
(Lemann index)

(d49 ‘s13a9 ‘iIvag)

Ananoe Aojewwepyu)

Disease Sub-clinical Early Late
Initlatlon; Inflammation disease disease
Expansion of
auto-inflammatory DIEQ"OS'S

process

Colombel, Gastro 2017



Tight Control kot vooog tou Crohn:
Eéetaoelc mpLv oo Ta CUMMTWHOTA...

- Symptoms
CRP/calprotectin
Endoscopy

Histology/MRI

i Flare | Flare




IONE kau Tight Control: MeAétn CALM
KaAUtepn eEmMOUVAWON TOU EVIEPOU UE EVTATIKOMOLNON Oepameiog
o€ TAOOAOYLKO EpyaoTNPLOKO EAEYXO

A Study design Clinical management group escalation driven by CDAI and prednisone use
i Treatment escalation:

: Adalimumab g A
160 mg (week 0), Adalimumab Sibisnbte:

: No adalimumab 80 mg (week 2), 40mg, 40 mg et\\/ery week
treatment then 40 mg every week + azatktopnne

; every other week 2:5 mg/kg per day

Prednisone burst and taper

i
c
§el
3
Early randomisation g
g Adalimumab 40 mg every other week De-escalation
o Adalimumab 40 mg every other week + azathioprine <
' . y ’ . O Laboratory visit
: Tight control group escalation driven by CDAI, faecal calprotectin, CRP, and prednisone use O Treatent visit
T T T Q P Q 4 G T Q 9—
-9 -4 -1 0 11 12 23 24 35 36 48
Baseline Time (weeks)

Rescue group (patients who need escalation before next visit, decided during unscheduled visits)

B Treatment and failure criteria

Laboratory visits Clinical management Tight control group
Week -1 1. CDAI decrease of <70 points compared with baseline or 1. CDAI =150
(before randomisation) CDAI >200 2. CRP =5 mg/L

3. Faecal calprotectin =250 pg/g
4. Prednisone use

Week 11, 23, and 35 1. CDAI decrease of <100 points compared with baseline or 1. CDAI 2150
(after randomisation) CDAI 2200 2.CRP =5 mg/L
2. Prednisone use 3. Faecal calprotectin =250 pg/g

4. Prednisone use

Colombel, Lancet 2017



H evéookormikn ektipnon onuovtikn otig IONE:
MNa évapén, Statipnon, N tnv aAAayn/étakonn Osparmneiog
Enmwtipnon ywa Kopkivo

Mayo Score = 0 Mayo Score = 1 Mayo Score = 2

Normal Mild Disease  Moderate disease

erythema, (marked
o (sryt erythema, absent

Iqactlve decreased Jhecuiarpatien:
Disease vascular pattern, bty
mild friability) erosions)

Mayo Endoscopic Subscore, Ulcerative Colitis



H avénon tnc doonc tnc BroAoyiknc Bepamneiag
(infliximab) otav ta emineda papupakov sivat xapnAa
odnyei og KAAUTEPO EAEYXO TNG VOGOU

CD: Harvey-Bradshaw <4 / UC: Partial MAYO <2 C-reactive protein (CRP) level

[0 Before optimisation HEl After optimisation [0 Before optimisation W After optimisati
P=0.60 P=1.0 15-
1 1 g
100- %4 oo = P=0.56 P=0.86
81.4 -
Q) g3
3= c
~ 60- o=
8 ©o9
c o
2 404 4 £ 5+
x © T
20' o —1
QO
0 = 0
CD (N=48) uc (N=19) CD (N=48) UC (N=19)

TAXIT, Van de Casteele 2015



Therapeutic Drug Monitoring (TDM): Note;
Proactive vs
Mptv aro ta cuunTwuaTy,

When should physicians determine drug levels?

Maintenance

[ During Induction + First year

[ Clinical response ] Loss of response J[ Mucosal Ulceration ] Elevated

Biomarkers
(CRP/FC)

h 4

Evidence for v v
week 6, 14, 30 and 54 (for IFX) No need for drug Determine drug levels
levels evaluation

All assays available for drug levels evaluation are accurate, however for each patient, drug levels should be always measured with
the same assay

Silva-Ferreira, Inflamm Bowel Dis 2016



KaAUtepa anoteAéopata pe cuvOua o0 BLOAOYLKAC
Oepanciac (infliximab) pe avoookataotaAtika

508 adults, moderate-severe CD, biologic- and immunomodulator-naive
Disease duration, 2.3y; 27% on corticosteroids

-

Patients (%)

Corticosteroid-free Clinical Remission at Wk 26

100+

P<0.001

100

P=0.02 80

30.0

51/170

Patients (%)
(2
|

B Mucosal Healing at Wk 26

P<0.001

16.5

I 43.9

18/109

TS
I

&S ¥
r S
(o“’ \&j}*

SONIC, Colombel New England Journal of Medicine 2010



SONIC: Infliximab combo vs mono:
Ta eninmeda tou pappakov Kavouv tn dtadopa

HIFX W IFX+AZA

Q

“ — 100
cxX 80

o » 60

55 %0
Q

o %

n_ﬂ.

Ql Q2 Q3 Q4
N= 51 52 51 52
IFX Concentration at Week 30.

Q1: <0.B4 pg/mi; O2: 0.84 pg/ml to <2.36 pgfmL; Q3: 2.36 pg/mL to <5.02 pg/ml; O4: 25.02
pe/mL

W IFX WIFX+AZA
NS NS

NS
b2 |
6.2

2 667733 780711

NS

I 1
61.5 65.

33.3

100
80
60
40
20

n=39 n=12 n=21 n=30

Ql Q2 Q3 Q4
IFX Concentration at Week 30.

Patients Achieving
CSFR26 (%)

Colombel, Clin Gastroenterol Hepatol 2018



Bloopoeién-Biosimilars

..Biosimilar infliximab and biosimilar adalimumab are effective treatments for
patients with moderate-to-severe Crohn’s disease and can be used for de novo

induction and maintenance therapy.
ACG Guidelines 2018




Bio-opoedn kot IONE

e [nfliximab: Remicade—>Inflectra, Remsima

e Adalimumab: Humira->Amgevita, Hulio, Hyrimoz

e JTOXOC TO KOOTOG

* Blo-opola ,0xtL yevoonua

* Qappakoloytkn kot KAwvik) MeAetn tooduvapiac os 1 evdelén
-Indication extrapolation (ané tnv évéeién oe pio ndBnon og dAeg)
-Switch (aA\ayn and to éva oto dAMo)

-Interchangeability, multiple switches (moAamAéc arhayéc)
-Substitution for non medical reasons (aA\ayr 6xt anoé Tov Ltpo)

-Traceability (yvwon kat kataypadr tou papudkou mou rtipe o acBevr()



AnoteAeopatikotnta IONE Blodoyikwv Bepaneiwyv 2018:
KAwvikR Udeon oto 1 £€toc: 30-40%
YrapyxetL xwpocg ya BeAtiwon

Epithelial cell

<\ 8 & / Rituximab
e —— . = Ocrelizumab
X il Ustekinumab 2 , ’ b il )_
: Y Dendritic MEDI2070 \ N ’ -
Briakinumab e = B cell

l%I‘L-IZ

T cell Activated

macrophage

g b Jak3
- [ p38
< s INK
'T ' _o-"',
Infliximab N ,/ l \
Adalimumab . #/TNF-a IL-6 | Tocilizumab
; 1

" certolizumab pegol IL-1p
i - Golimumab 7 C 6
Et t
GM-CSF ® ® anercep Effector Th cell
: ab -

E Endothelial cell Natalizumab

(@]
®@
QII. 17

_GCSF_ ¢
TGFB CCR9 8 i ¥ -

Mongersen

Adapted from Danese S, et al. Gut 2012;61:918-532



Néec IONE BloAoyikec Oeparmeiec

Type: Cytokine blocker
Biologics Anti-Adhesion
: @ o012/ Tanex i ' Anti-TNF
) ]
Tildrakizumab [MK-3222)1 I

MerckSharp & Dohme Cor

1
- - Hematopoietic and allbgenic
. Basiliximab/ Cerimon Pharm: mesenchymal stmmallpells mphocytes T
@ nero7/ Avbvie Other mechanis

. €326/ Avida

. Guselkumab Janssen

. CP-690,550/ Pfizer

'.’“"" 457 Nowartis . Risankisumaby AbbVi

. Lagquinimed/ Theva

. Infliximab, Janssen

. MDX-1100/ Brystol-Myers . Adalimumab/ AbbVie

. Etrolizumab/ Gentech

. Visilizumab AbbVie . Cetulizumab/ UCB

. MEDI 2070/ Allergan

. PF- 00547659/ Shire

. Vedolizumab, Takeda

. Ustekinumab,/ Janssen

. AMG 181/ Amgen

Pre clinic Phase 1 Phase 2 Phase 3 Launch

1 I H . 1
Tofacitinib/ Pfizer

) . NV52{Novogen ! . CCX 282-8 (Vercirnon)/ | ® !

I i | |

| @ smad7 (6ED-0301) Celgent Chemocentryx | @ Figorinib Gilead |

H Amiselimod [MT-1303)/ M&subishi Tanabe 1 o 1

!. Pharma # 1 . Upadacitinib [ABT-#34)/ AbbVie

. Ozanimod/ Celgene
Small molecules .. Mongersen [GED 0301)/ Celgene



IONE: 010 EMIKEVTPO TNG KALVIKNC EPEVVOC

. Source: clinicaltrials. gov




To kataAAnAo pappako, otov KaAatdAAnAo
a.o0evny, TNV KAataAAnAn wpa

Aev xpelalovtal Aol ol aoBeveic BLoAoykn Bepareia
Ataotpwpdtwon Kivduvou (KAWIKA)

MopakoAouBnon Kal Eykopn napepPaon
Personalized Approach, Treat To Target, Tight Control
O aoBevnc kat 0L ] vOOOC O0TO ETILKEVTPO!



Xpovia Noooc¢ (otnv EAAGSa)

2UUITTWHOTOL
MNopevepyelec Oepareiag: pappaka, XELPoupyeia

[MPOCWTILKEC OXEOELC (OLKOYVEVELD, diloL, oeCovaAilkoTnTa)
Epyaotia

Wuykn Yyeia

TatidLa

Owovoutlkn EmBapuvon



Together ...







