. Nikoc¢ Bidinc
vOVVTNG - [aoctpevieporoykd Tunua
['N.A. «O EvayyeMouoc»



http://www.google.gr/url?url=http://www.neurosurgery.org.gr/sitemap/Research/EKNE.html&rct=j&frm=1&q=&esrc=s&sa=U&ei=YZK6VKaPK8z6UPLygoAJ&ved=0CCcQ9QEwCQ&usg=AFQjCNGJW-hecKtLTYaIifUYjF1fVLKqmA

PEPATIEYTIKH MYPAMIAA

Bioloywot

TOPAYOVTEC







9=ASA AllO TO 2TOMA
’ KAl TO OPOO

o ' Liquid/gel enemas

pBO Kal OIYHOEIBEC _ / .Foams
> YnokAuouoi (enemas) | -5“"'”‘“"*“
> 1g & 4g :

> €WG TNV GNANVIKN KAunn




5-ASAtab 5-ASA enema 2VVOLAUGLOC

Safdi M, Am ] Gastroenterol 1997
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OpOitoa

Ak QAHS KOAITIAA

AproTePOomAgvpn

ApaocTnprotnra
-Hmao,

-Métpra

-Bapera




EAKQAHZ OPOITIAA

Baputnto: nma kot petpla

Oepaneia 11 ekAoyng

5-ASA Tonika (unoBsTa)

AnO TO OTONA O€ PETPIA N
avBekTikn opbiTIda

Aoon
1g/nueEpa - OXI napanavw

Alapkeia Bepaneiac
8 gBdoy. Bepaneia epodou
dla Biou ouvTnpnon
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OpOitoa

W\ QOAHS KOAITIAA

AproTeEpomtigvpn

ApaocTnprotnra
-Hmao,

-Métpra

-Bapera




POINAEYPH EAKQAH2
KOAITIAA

Bapvtnto: o Ko peETpio

Oepaneia 1S ekAoync

5-ASA ano 1o opBo Kai per 0s

EAaxioTn doon ano 1o oTopa = 2g/ nuepa
KaBnuepivi aywyn ano 1o oTopa
dlaAeinouoa Tonikn Ospancia

e (ouvTnpnon)

Alapkeia

= 8 eBdoy. Bepaneia epodou

= guvTnpnon oia Biou
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OpOitoa

AKQAHE KOAITIAA

Aprotepomigvpn

ApaotnprotTnra
-Hma

-Métpra

-Bapewa




ETAMENH EAKQAHZ KOAITIAA

BopOtnto: N ko peEtplo

Oepameio 1M eKAOYNC

= MeoaAadivn ano To oToua

= 5-ASA Tonika (YNokAuouoG)
Aoon

= EAaxiorn 6oon ano 1o oTopa = 2g/
nuepa (nmia)

= 4.6g/npepa (PeTpiag BapuTnTac)

= KaBnuepivi) aywyn

Alapkeia

= 8 gBdou. Bepaneia epodou

= guvTnpnon idia d0on ano To GTOUa



AW>H 5-ASA 2TH 2YNTHPHXH

2017 ECCO: Ulcerative Colitis

Consensus Update — Part 1 (Feb) &
Part 2 (Jan)

Dose for maintenance of

remission:
ECCO statement 12F: The effective

dose of oral mesalamine to maintain
remission is 2 g/day




RO N KOAITIAA - ECCO STATEMENT

Active colonic CD may be
treated with 5-ASA if only

mildly active

Topical mesalamine can be

considered in distal colonic CD






HapoateTapévn
avTomToKpIon

KopTtwko-
eopTtodpevn

ApvnTikn

, 0 Xepovpyeio
ExBaon 29%

» avtombKpion 16%

L - » 1 é¢to0g

Faubion W, et al. Gastroenterology 2001;121:255-260



ANEINIOYMHTE2Z ENEPIEIEZ

EKPWOT

1shing syndror

TNS/yYAaUKwUa

on avanTtuéng

: ouuneplcpopc'lq

PaBOwOEIG

{ BE
A\ reld

Satsangi et al. Inflammatory Bowel Diseases. Churchill Livingstone, 2003

Yang & Lichtenstein Am | Gastro 2002; 97:803-823

Lukert BP et al. Ann Intern Med. 1990;112:352

Sandborn W] Canadian Journal of Gastroenterology. 14 Suppl C:17C-22C, 2000 Sep

>aky. 01aBNTNG

o

Kapdiayyelakee eNINAOKEC



KOT0 TNV pEioon Tov OTEPOELODV KATM

oo TO 10(;81’)\/0(“0 NG mpeovitorovng 10 mg
NUEPNGLOG
néEca o€ 3 pNveg amo TNV Evapin Tovg 1M

NEGH 6€ 3 UNVES UTO TNV OLUKOTTY] TOVS
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ZAOEIOINPINH

HAWTHORNE? ARDIZZONE?
1 étog 26 €po.

64%
53%

AZA
PBO  (x 100 mg)

(n=34)  (n=33)

5-ASA AZA
3.2g/d 2 mg/kg/d
(n=36) (n=36)

MpocOdiixn AZA katd Melrétn owoxomic AZA: AZA 1M 5-ASA nw
™myv évapén Tov AwTpnon g vVPEoNC 6 kopTiko-eEaptopevn EK
% OTEPOELODV VIO ac0gveic o€ VQegon peTd amod
vrotponn s EK 6 mveg Oepameioc pe AZA

1. 1.Jewell D, Truelove S. Br Med J. 1974;4:627-630;
2. 2.Hawthorne A, et al. Br Med J. 1992;305:20-22;
3. 3. Ardizzone S, et al. Gut. 2006;55:47-53.



> Aodéeic (5-7%)
> Hoaykpeatitda (1-5%)
> Hratita (1-5%)
> Agvkomevia (1.5-11%)

Carter MJ et al. Gut 2004;53(S5):V1-16
Present D et al. Ann Intern Med 1989;111:641-9
Connell W et al. Gut 1993;34:1081-5



AIAKOTH OEPAMEIAS
VIE AZAGEIOMPINH

Gisbert ], et al. Am J Gastroenterol. 2008;103:1783-800



A 4 {®
. SIR (95%
Reference Setting N Observed Expected C(I) A
Kinlen UK 321 2 0.16 12.5 (1.2-46)
Connell, et al. London 755 0 0.52 0
. New York

Korelitz, et al. City, USA 486 3 0.61 4.9 (0.9-14.5)

Dublin, 37.5 (3.5-
Farrell, et al. Ireland 238 2 0.05 138)
Lewis, et al. GPRD, UK 1465 1 0.64 1.6 (0.001-9)
Fraser, et al. Oxford, UK _626 3 0.65 4.6 0.9-13.7)

e ——

Kandiel, et al. Faelee 3891 11 2.63 4.2 (2.1-7.5)

analysis

—

Glazier, et al. Jersey, 285 1 NA NA

USA




KRINAYNO2 ['IA AEMOQMA
ANANOI Q2 HAIKIAZ

New cases and age-specific incidence rates,
by sex, non-Hodgkin’s lymphoma, UK 2005

m Male cases
Female cases
==|\/ale rates

-—Female rates

n
b
0
@®©
&)
—
@)
S
o
@)
&
>
Z

Rate per 100,000 population

Age at diagnosis

[Inyn: CancerresearchUK.org



p=0.025

19.1% /

Methotrexate Placebo

Feagan et al, NEJM 1995






Tofacitinib







NAEIZEI2Z XOPHIMHZHZ

response with, lost response to, or were
intolerant to an immunomodulator; or had
an inadequate response with, were
intolerant to, or demonstrated dependence
on corticosteroids for inducing and
maintaining clinical response, inducing and
maintaining clinical remission, improving
endoscopic appearance of the mucosa, and
achieving corticosteroid-free remission.



IXIMAB - NOZOX CROHN
SONIC TRIAL

P<0.001

0.001 P=0.169

— ol 21/75
AZA + Placebo IFX + Placebo IFX+ AZA

37/65 44/64

Colombel JF, et al., ] Croh’s Colitis 2009;3(1):545-546.






PANAYAZMO2 AZA KAT ANTI-TNF

Standardized incidence

Reference Patient-years Expected cases ma—

Thiopurine therapy
Continuing 6.86 3.84-11.31 <0.0001
Discontinued 1.44 0.17-5.20 0.8095
Never received 1.43 0.53-3.12 0.4900

Anti-TNFa therapy
Continuing 4.53 0.55-16.4 0.1462
Discontinued 3 6.92 1.43-20.2 0.0197
Never received 2.61 1.55-4.13 <0.0001

thiopurine therapy
and continuing
aQti-TNFa thera

1.24-36.9 0.0337

Continuing
thiopurine therapy
and discontinued : . 3.48-11.2 <0.0001
or never received
anti-TNFa therapy

Never received
thiopurine therapy
or anti-TNFa
therapy

0.53-3.16

Beaugerie L et al. Lancet 2009;374:1617-25



HHATO2ZHAHNIKO AEMOQOQMA

ER T -KYTTAPQN

1* CD IFX 6-MP, steroids 31 M Death
2* CD IFX AZA, steroids 15 M Death
3* CD IFX AZA 12 M Death
4* CD IFX 6-MP, steroids 17 F Death
5* CD IFX AZA, 6-MP, steroids 19 M Death
6* CD IFX AZA, 6-MP, steroids 18 M Death
7 CD IFX AZA 19 M Death
8* ucC IFX AZA, steroids 22 M Death
9 RA ADA Steroids 61 F Death
10 ucC IFX + ADA 6-MP 21 M Death
11 CD IFX + ADA AZA 29 M Unknown
12 CD IFX 6-MP, steroids 22 M Death
13 CD IFX 6-MP, steroids 31 M Death
14 CD IFX 6-MP, AZA, steroids 31 M Death
15 CD IFX AZA, steroids 40 M Death
16 CD IFX 6-MP 19 M Death
17 ucC IFX AZA 58 M Unknown




REAT 'O TARGET - STRIDE

Nocog Crohn

Amnovcia
KOIMOKOUD AAYOLG Amovocia

KOl (PUGLOAOYIKES eEEAKIDGEWMV
KEVIOGELC

Extydror petd Extydrot petd,
amO 3 UNVeEC amo 6-9 unveg
Oepameiog Oepameiog

Peyrin-Biroulet L et al, Am J Gastroenterol 2015



REATSTO TARGET - STRIDE

EAK®oNGS KOATIOW

Amovoio aipaTog
Kol (pucnokoymag Mayo 0-1
KEVMOGELG

Extypdrot petd, Extydror petd
amo 3 Unveg ano 3-6 punveg
Oepameiag Oepameiog

Peyrin-Biroulet L et al, Am J Gastroenterol 20



ADALIMUMAB - CALM STUDY
I REAT TO TARGET

ADA weekly +
AZA

AY

ADA weekly

AY

\

Colombel | et al, Lancet 2018



)ALIMUMAB - CALM STUDY
TREAT TO TARGET

1 aoBeveic pe vooo Crohn

Deep Remission) - EBOoudda 48

IR =0.014

\

-___________————_
x

23.0%

T2T

Colombel ] et al, Lancet 2018



MEAETH VARSITY

Adalimumab SC 160/80/40 mg

Vedolizumab IV 300 mg

22.5

n= 120/383 87/386

Sands B et al, NEJM 2019



EANKQAHZ KOAITIAA

Infliximab
(0.97)

Tofacitinib
(0.87)

SUCRA
Surface Under the
Cumulative Ranking

Singh S, et al. Clin Gastroenterol Hepatol 2020



0202 CROHN

Infliximab
(0.93)

Adalimumab

(0.75)

Surface Under the
Cumulative Ranking

Singh S, et al. Aliment Pharmacol Ther 2018



AN

I-TNFs

Eyxouocivn

\

EEm-evtepikéc
EKONAMGELS

\

Ocela Baperd EK

AN

20PLYYOTO10¢ VOGOG
Crohn




UKTPANTS STUDY

AoBeveic pe vooo Crohn
IFX = 955, ADA = 655

LIpwtoyevng un
AVTOTTOKPLON
epooudoa 14

Kennedy N et al. Lancet Gastro Hepatol 2019



i

CUKPANTS STUDY

AvaTtrTucn avTioWPATWY

. P e ——

Infliximab [ 62 8 %

*28.5%

Kennedy N et al. Lancet Gastro Hepatol 2019



NON ANTI-TNFs

Tayeia Evapén

OpAGCNC

AY

\

XapnAn
VOGOYOVIKOTNTO




mab development among ustekinumab treated patients through
ITI with or without concomitant immunomodulators

( Metaéd Tov acbevav mov )
evtdyOnkav otnv LTE,
4.2% elye avricouorto
Sandborn, DDW 2017
q_'|
0.00%
ustekinumab + IMMs* (n=375)) ustekinumab (n=779)

*IMMs: immunomodulators (AZA, 6-MP, MTX) Adedokun et al. Gastroenterology 2017;Epub 31JAN doi: 10.1053/j.gastro.2018.01.043.



VEDOLIZUMAB KAI AZOAAEIA

* 4 % (vs. 3% placebo)
* <1% “severe”
* <1% required discontinued therapy

* Anaphylaxis:
\_—1/1434(0.07%) -/

* 4% anti-vedolizumab antibodies at
any time during 52 weeks of study
—16% persistently “+”

—59% neutralizing

L

|

* No cases

*Progressive multifocal leukoencephalopathy

Tuberculosis

* GEMINI 1 - 895 pts: O cases
* GEMINI 2 - 1115 pts: 1 pt

Entyvio [package insert]. Deerfield, IL: Takeda Pharmaceuticals America, Inc; May 2014.




TAXEIA ENAP=H APASHS
TOFACITINIB

0N CUUTITWUATWY — NUEPa 3

**P<0.01

o Placebo
I

Tofacitinib 10 mg BID o 0.14

-0.1 |
-0.2
-0.3 |
-0.4
-0.5 |
-0.6 |
-0.7

-0.8 *hk KKk

*kk

LS mean change from baseline (SE)

T T T T 17 1T 17 71 -0.9
1T 1T T 17T 17T 17T 17T 17T T 1T T T T"71
5 6 7 8 9 101112 1314 15 1 2 3 45 6 7 8 9 1011121314 15

rime (days) Time (days)
Stool frequency! Rectal bleeding!

"—L

**P<0.01; ***P<0.0001 vs placebo.
BID=twice daily, LS=least-squares, SE=standard error.
1. Hanauer S, et al. Clin Gastroenterol Hepatol. 2018



2YMITEPAZMATA

13/ It's fime to administer the

patient satrisfaction survey, > K('XGE Gﬁeavr']g

gival yovadikog
> H Bepartreia
TTPETTEI VO

ECATOMIKEUETA
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