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IZTOPIKO NOZOY

> 2003: OKwWANkKoeldektToun ws oeia akwAnkoetditido

> 2003: mepLTovitido: sileoaviolon aVAGTOUWADN =
dtayvwaon NC tedikov eideol 7ek

> Avtiuetwmion?




Mocootd yelpoupyeiwv o Kooptr) acBevwyv
e vooo Crohn (Minnesota 1970 - 2004)

* H aBpoiotikn mbavotnta yla tnv mpwtn XELPOUPYLKT) EMEUPoON
META TN OLayvwon nrav 38.2%,47.6%, 58.3% kot 60.5% ota 5, 10, 20,
kKot 30 ypovia,avtioToLya.
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Adapted from Peyrin-Biroulet et al. Am ] Gastroenterol 2012;107(11):1693-701.



Ta TTIOCOOTA TWV YELPOUPYELWV TIPULEVOUV
VYPNAQ KoL 0TV ETOYN TWV BLOAOYLKWYV
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Adapted from Bouguen et al. Gut 201 1;60:1178-81.



Baolka EPWTHHOTO LETA TO XELPOVPYEIO

» Quolkn 1oTOPIO LUETEYYELPTTIKT)S VOOOU
Crohn

- [Mpoyvwatikol mapayovTes

© Aldyvwaon umotpong

v 4 V4




To xelpouvpyeio dev amoteAei Oepamneia otn
'vooo Crohn

——Survival without surgery

- Survival without
endoscopic lesions

(2]
o

—e-Survival without symptoms

B~
o

——Survival without laboratory
recurrence

N
o

o

Kaplan Meier Survival Estimate(%)

At Risk: 89 89 89 6l 53 43 34 16

Adapted from Rutgeerts et al. Gastroenterol 1990;99:956-63;



Rutgeer’s score —evO0OKOTILKY)
UTIOTPOTIN

Score>i2 = vumnotpomj

il <5 adpBwdelg PA&Peg oTOV TEAKS ELNED
<5%

i2a BA&PEG TEPLOPLOUEVEG OTNV AVAOTOUWOT) (CUMTIEPIAAUBAVOUEYNG TNG OTEVWONG)

15%
i2b > 5 adpOwdeig PA&Peg 1] peyarUtepeg PAGPEG e Puatoloyiko BAevvoydvo evdidpeoa (LUe N

Xwpig TpooBoAr TNG avaoTOpWoNG)

i3 Awdyutn adpBwdng eleltida pe Stdyuta dAeypaivovta BAevvoydvo %

4,0%
i4 Awdyutn dAeypovr], HEYAAa EAKN) 1] OTEVWOT OTOV TEAKO ELNED

90%



Modified score —evéookormikr] urtotpomy REMIND group
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Figure 2. Actuarial analysis of symptomatic recurrence in pa-
tients stratified according to the severity of endoscopic lesions at
1-year ileocolonoscopy.
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Moapdyovtec KvOUVOUL LUTIOTPOTING
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KATVIOMO KOl LETEYY ELPTTIKT) UTIOTPOTIN

I T

Sutherland 36% vs. 20% 70% vs. 41% UTTOTPOTTN
Lindberg 1.14 1.24 ETTAVEYXEiIPNON
Breuer- 43%vs. 26%  64% vs. 33% UTTOTPOTTH
Katschinski (RR:3.1) (RR:6.7)

Yamamoto 35%vs. 19% 55% vs. 36% UTTOTPOTTN



KATNNIZMA KAI METEIMXEIPHTIKH YINMOTPOIH

Ot KaTvIoTEG EyouV X 2.5 KIVOUVO ETIOVEYY EIPT)OTG KL 2TTAACLO KiVOUVO KALVIKT|G UTIOTPOTING .

Me 1 S10koTY] TOU KATIVIGHOTOG O KiVOUVOG LELWVETOLL.

Review: Smoking and Crohn's disesse (Yersion 02)
Comgarison 08 Figure 1
Quicome: 02 Disease relapse
Stucly Group 1 Group 2 OR (random) Weight OR (random)
of sub-category niN niN 95% Cl % 95% Cl
0 Smokers versus Non-smokers
Coltone 1954 807110 21753 —a— 20.43 4.06 [2.03, B8.1Z2]
Cullen 2007 29/68 20771 — 19.97 1.50 [0.94, 3.84]
Kane 2005 8/16 11/43 - 9.52 z.%1 [0.88, 9.62]
Kurer 2005 za/48 20/49 - 16.88 2.03 [0.90, 4.56]
Medina 1938 13/26 12714 R —— 5.32 0.17 [0.0%, 0.%0]
Moskovitz 1989 11716 40776 —1—-— 10.14 1.%8 [0.63, 6.25]
Timmer 1938 31/59 16/53 —— 17.74 2.56 [l1.1&, 5.57)
Subtotal (85% CN) 343 359 P 100.00 2.07 [1.25, 3.441
Totel everts: 200 (Group 1), 140 (Group 2)
Test for helerogenetty: Chi®=12.71,df =6 /(P = 0.05), F = 52.8%
Test for overall effect: Z = 2.82 (P = 0.005)
02 Smokers versus Ex-smokers
Coltone 1954 an/110 11/1% -+ 43.26 1.%4 [0.71, 5.2%)
Timmer 1938 31/59 14 /40 —— E6. 74 2.06 [0.90, 4._70]
Subtotal (35% CD 169 59 L 100. 00 z.01 [1.06, 3.801
Total everts: 111 (Group 1), 25 (Group 2)
Test for heterogeneity: Chi" =001, df =1 (P=093), P =0%
Test for overall effect Z=2.14 (P=0.03)
03 Ex-smokers versus Non-smokers
Cottone 1934 11719 21753 - 42.95 2.10 [0.72, 6.07)
Timmer 1938 14/40 16/53 57.05 1.25 [0.52, 2.9%)
Subtotal (95% CI) 59 lo6 t 100.00 1.54 [0.78, 3.02]
Totel everts: 25 (Group 1), 37 (Group 2)
Test for heterogenaity: Chi# = 0.55, df = 1 (P = 0.48), P = 0%
Test tor overall affect: Z=124(P=021)

o.m 04 1 10 100

Favours Group1  Favours Group 2

Fig. 1 Forrest plot evaluating disease relapse following surgery for Crohn’s disease in patients who continue to smoke, patients who have stopped

smoking and patients who have never smoked

Reese et al, Int | Colorectal Dis 2008



>xeoLoopog Mehetng POCER

e Tuyatomoinon twv acBevwy 2:1

* MpwTtapxLlko
KOTALANKTLKO
onueio:
EvSooKoTuK)
Ynotponn

o Evéookdmnon otoug 6 prveg (active care) kol step-up Bepamneiag o€ epimTwon

UTIOTPOTIT|G

> 'Oyt evdookdmnon(standard care)

* Hapywkr xopriynon Bepamneiog faocildtav otnv SLaoTpwudTwon Twv acfevwy
Bdoel kivoUvou (KATVIOUQ, TIPOTYOUEVO XELPOUPYELD, SlaTpnTLkr] vOOOG) Kal

otnv avoyrj o€ Belomoupiveg.

Xelpoupyeio

I
4 A

MeTteyxeLpnTikd, oot

XopnAdg kivduvog

ot aoBeveig Erafav
peTpovidalon
400 mg x2 yia 3 prjveg

N=174

\_ _J

YYnAdg kivouvog

‘Stratification
<>Endoscopy

@

A\ Primary endpoint

>tnv opdda active care group TIOU €KOVE

gvOOOKOTINON):

av Rutgeerts>i,, ywvotav step-up oe:

-

-

Mévo petpovidaldAn
yla 3 prjveg

-

.

AZA 2 mg/kg 1{ 6-MP
[.5 mg/kg ava nuépa

~

-

2e duoavegia ot
Belomoupiveg, ADA
160/80, 40 mg eow

-

-

©elomoupivn

~

ADA 160/80,40 mg /
266

40 mg ADA/ epS

A

Adapted from de Cruz et al. Lancet Epub 2014 23DEC.



POCER

Standard Care vs.Active Care otnv mpoAnym tng
METEYXELPNTLKNG UTIOTPOTING

miTT analysis:

Endoscopy Outcomes after 18 Months

100 —
= < Primary endpoD
;;:_ I —
2 80 - p=0.03
67
T 60 -
‘s 49
e =0.03
S 40 - p=0.47 P
c
S 22
Ly 20 - 15 12

7
0 - 60/122 8/52 14/122 4/52 27/122
Endoscopic recurrence Severe Disease (i3 and Complete Mucosal
(i2 - i4) i4) Normality (i0)
m Standard Care Active Care

Adapted from de Cruz et al. Lancet Epub 2014 23DEC.



vprnepaocpata peAetnc POCER

* Hmpocapuoyr Tov OEpATIEVTIKOU CYTILATOG
OUMPWVA E TOV EKTLLWMEVO KIVOUVO UTIOTPOTING, UE
£vVOOOKOTINON OTOV 6° Urval LETEYXELPNTIKA KAl step-
up TG Bepameiog o€ MEPITTTWON UTTOTPOTING NTAV TILO
QTIOTEAECATLKT) OTNV TIPOANYN TNG LETEYXELPNTLIKIG
UTtoTpOTT|G TNG vooou Crohn Gg Gy€oM e TNV
xopriynon tn¢ standard pappakevtikig Oepaneiag.

de Cruz et al. Lancet Epub 2014 23DEC.



Toa eTiTEd A TNC KAATIPOTEKTIVIG KOTIPAVWV

oxetifovtal He TN BopUTNTO HETEYXELPNTIKYG
UT[OTPOE[T"]Q P<0.0001
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WHAT IS NEW HERE

|/ Levels of fCal are significantly correlated with the severity
of postoperative endoscopic recurrence.

The combination of fCal and serum hsCRP does not appear
to perform better than fCal alone.

The optimal cutoff of fCal level is 100 ug/g in the postop-
erative period with a good negative predictive value (93%).

|/ Around 30% of colonoscopies may be replaced by meas-

urement of fCal to exclude a postoperative recurrence. Boschetti et al, Am | Gastroenterol 2015



Low Levels of Fecal Calprotectin 3 Months After Surgery Predict
Subsequent Endoscopic Postoperative Remission in Crohn’s Disease

Florian Veyre' - Gilles Boschetti'?¢ - Camille Meunier' - Charlotte Cuerq® - Claire Gay' - Anne-Laure Charlois' -
Remi Duclaux-Loras'?® . Pauline Danion' - Eddy Cotte* - Vahan Kepenekian* - Anne Mialon?® - Mathias Faure?® .

Xavier Roblin® - Bernard Flourie'?¢ . Stéphane Nancey'%®

Results In contrast with median CRP levels, median FC concentrations measured 3 months after surgery were significantly
higher in patients who later experienced endoscopic POR (Rutgeerts >i2) compared with those who stayed in endoscopic
remission within the following 6—-12 months (205 pg/g IQR [106-721] vs. 103 pg/g IQR [60-219], p=0.008). Area under
the ROC curve for FC was 0.71. The best cutoff value of FC to identify patients in subsequent endoscopic remission 3 months
after surgery was 65 pg/g (96% sensitivity, 31% specificity, 50% positive and 91% negative predictive values). In multivariate
analysis, FC < 65 pg/g at 3 months was the only factor associated with suhseguent endoscopic remission.

hrsiomm FC measured 3 months after surgery below 65 pg/g is an accurate marker to identify CD patients who will ID
staytreadascopic remission within 1 year after resection.
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IZTOPIKO NOzZOY

> 2003: OKWANKOELOeKTOMUN WG oéeia akwAnkoelditida

> 2003: meptrovitido: eileoaviovoa avaotopwon = otayvwan NC
TeALkOU €IAE0V 76K

» 3uUnvn aywyn e HETPovIOa(oAn
> OUIVOOOAUKIALKE

» Evdookomman 6 unveg ueta: nmieg BAaBeg Rutgeerts score= il
» 2006:Evéookommon 3 ypovia ueta: Rutgeerts score= il

» 2008 : kAwvikn kat evéoakorikn urtotponr) Rutgeerts score= i2a

Emeloddia dAyoug 8e€lov Aayodviou Bé6pov,
vautia, avope&ia, amwAela 2B
EPFAZTHPIAKA: avénon dAeypovwdwy
delktwv : CRP = 2 mg/dl)

\_ J




IZTOPIKO NOZOY

> 2003: OKWANKoeldekToun we oéeia akwAnkoelditida

> 2003: meptrovitida: sileoaviovoa avoatouwan = dteyvwan NC
TEAIKOU €IAEOV 7€K

> 2008 -2017: uro a§adetompivn

> 2€ kAvikn) & evdookomikn Upeon

> 2016: eneioddio ateAoUc ideov

» 01/2017 kodovookomnon: To eviepo eAeyxOnke pEypL TNV
EIAEOKOALKT] VOO TOMWOT) . EAKN 0TV avaotépwon n otoia eival
KOONAWPEVN KoL EGTEVWHEVT. O TEAIKOG EIAEDG [UE TTIOANATIAL KOl
ueyaAa €Akn. — Rutgeerts score= i4




[EPIZTATIKO

> 'Evapén Sepanciog ue adalimumab 160mg/80mg 1 kou 2" Soon
40mg/2wk amnd tov 01/2017

» Tovo7/20l7 voanleia yia emeladdio eileov
> ATIOPOOI(OTNKE VEX XELPOUPYLKT] TTapEUBOON

> 07/2017 : XEPOVPYIKN ocvuysrwman Kol Auan ou,uq)uaewv




[EPIZTATIKO

> 2UVEYLION TG VEPATTEVTIKIG Ay WYNG UE
Adalimumab ueta v yeipouvpyikn
rapeuBoon.




BaolKA EPWTATO LETA TO XELPOVPYELD

» Quolkn 1oTOPIO LUETEYYELPTTIKT)S VOOOU
Crohn
[TpoyvwaTtikol mopAyovTes
Alayvwan umotponri¢
o Aladeaiueg Jepameie
o AAyoptouotL aVTIUETWTTLONG



[MPOANTITIKN GAPUAKEVTIKN QYWY

e GASA

* AVTIBLWTIKA

o I'Ipoxurle

» ACaBelomipivn /6 pepkamToToupivn
* Avtl-TNF a
* NewTtepa pappako?



H MetpovidaloAn wg Bepaneia yia tnv mpoAnwmn g
uttotpotig TG vooou Crohn PETA aTtO ELAEOEKTOMN
(AtAT) TUPAT) HEAETN )

MNoocooTtd utroTpotTiC Vooou Crohn (ITT-analysis)

100 -

=)
o
|

p=ns

N
o
|

50,0
42,9

>
o
|

25,0

N
o
|

6,9

Percentage of patients (%)

o
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1 year 2 years 3 years
mPlacebo (n=28) mMetronidazole (n=29)

MELWVEL TNV 60BaPT] TIPWLMTI UTIOTPOTIT] LETA TO XELPOVPYELO Kal kaBuoTtepel TNV KAVIKN
UTIOTPOTY]
Adapted from Rutgeerts et al. Gastroenterol 1995;6:1617-21.



O pdéAog g MecaAapivng otn diatrjpnon tng
] Vdeon¢ og xelpovpynOeica voco Crohn

~

N Kivbuvoc KAWVIKAC UTTOTPOTINC KOTA T Xoprnynon mesalamine vs. placebo:?
ool | Risk Ratio Risk Ratio
Study or Subgroup M-H, Random, 95% CI Year M-H, Random, 95% CI
Wenckert 1978 0.85 [0.25, 2.89] 1978
g Caprilli 1994 0.31 [0.09, 1.04] 1994
Brignola 1995 0.68 [0.29, 1.63] 1995 —_—
MclLeod 1995 0.76 [0.50, 1.15] 1995 ==
Lochs 2000 0.79 [0.54, 1.14] 2000 -
Hanauer 2004 0.77 [0.56, 1.05] 2004 —=
Subtotal (95% CI) 0.75 [0.62, 0.91] £ 3

Heterogeneity: Tau? = 0.00; Chi® = 2.26,df = S (P= 81); P = 0%
Test for overall effect: Z = 2.86 (P = .004)

Kivbuvoc ev60OKOTILKAC UTTOTPOTIAC KOTA TN Xopriynon mesalamine vs.

placebo:?! Risk Ratio Risk Ratio
Study or Subgroup M-H, Random, 95% CI Year M-H, Random, 95% ClI

H peta-avalvon Seiyvel meploplopévn dpaocn thg pecalapivng?
* H pecalapivn 6ev npokAAECE ONUAVTIKA HELWON TOU MOGOCGTOU EVOOOKOTILKAG
UTTLOTPOTLNG

Evw pelwoe To MOG00TO KALVIKAG UMOTPOTIAG LOVO Katd 8.8% o€ cUyKpLON HE TO
placebo (p=0.012)

Adapted from Singh et al. Gastroenterol 2015;148:64-76.
2Van Loo et al. ] Crohn's Colitis 2012;6:637-46.



AZA otnv poANY”n NG LETEYYELPNTIKNG
UTTOTPOTING TGS vOooou Crohn

Endoscopic recurrence

100 4
F=.11 F=.048
20

70
60 -
50
40 -

Oi2+i3+id4
Oio+i1

65,7
30 56,3

47.4
20

31
10

Placebo Azathioprine Placebo Azathioprine
Month 3 Month 12

Figure 2. Proportion of patients with significant endoscopic recur-
rence (grades i2, i3, and i4) at months 3 and 12 in both treatment
groups.

D'Haens, Gastroenterology 2008



AZA vs Mesalamine otnv mpoAnymn tng
METEYYELPNTLKY)G UTTOTPOTIG TNG VOoou Crohn

{AuTAn TudAn tuxatomotnpévn pelétn dudpkelag 1 €toud: aoBeveig mou utoBARONKaAV o€ XELPOUPYELD TOUG TTPONYOUEVOUG 6-24 UAVEG
XwpLg KAWLKA oAAG pETpLla — coPapr) EVOOOKOTIKT) UTIOTPOTIH

100 -

= 80 -

5 p=0.19 p=0.031 p=0.0022 p=0.023

[= 63,3

2

s 60 -

o

5)

> 40

- Y

c

5 22,0 22,0

o 20 -

o 10,8 10,8
0,0 0,0

0 - '
Treatment failure Clinical recurrence Discontinuation Reduction in
due to AE Rutgeerts score

BAZA (n=41)

m Mesalazine (n=37)

AZA: azathioprine; AE: adverse event Adapted from Reinisch et al. Gut 2010;59:752-9.



H yopniynon IFX ntpoAapBdver tnv vtotpom)
™G vooou Crohn PETA TO YELPOUPYEILO

24 aoBeveic eAaPav IFX ) placebo 4 efdopddec peTd TO XELPOUpPYELD

100 -

p=0.0006 p=0.38 p=0.01
84,6 84,6
— 80,0
S 80 -
4]
&
2
= R 53,8
o
o
o
S 40 -
12
o
o
2 20
9,1
0 _
Endoscopic recurrence Clinical remission Histological recurrence

mPlacebo (n=13) Infliximab (n=11)

Recurrence: endoscopic grade score of i2, i3 or i4

Adapted from Regueiro et al. Gastroenterology 2009;136:441-450.



H yopniynon IFX mpoAapavel tnv pakpoypovia
uTtotTpomn tnG voocou Crohn PETA TO YELPOUPYEiLD

Rate of endoscopic recurrence: use vs non-use of I[FX and 6MP/AZA

AII No 6MP/
Reciyrence (!olon N et L 6MP/| | AZA
[ scopies AZA only
100.0 100.0
100.0 93.9
80.0 + -
714 N No infliximab
[ Infliximab
60.0
IFX IFX
40.0 1 mono | |combo
27.8 27.8
222
S 18.5 185
0.0
nX33)(n=45) (n=26)(n=27) ( (n = 18) (n=27) (n = 18) (nN=26)(n=7)
=.000 P <.0001 P=.15 P=49 P=.08

Regueiro et alClin Gastroenterol Hepatol 2014



‘Eykatpn otayvwon kat Beparmeia ¢
LETEYXELPNTLKIIG UTIOTPOTING TNG VOoou Crohn:

» [pooTtikr] HEAETN ATMOTEAECUATIKOTNTOG TNG Yoprynons infliximab petd amnd evéookotiiky
vttotpotr] TG véoou Crohn katdmiv yetpoupyeiov (Rutgeerts score 22) otig 54efdouddeg.

» 6 prjveg petd to xelpoupyeio oL acBevelg pe utotpotr) EAaBav pecarapivn 1j infliximab (1:1)
kot UTIOBANONKaV og koAovookodTinon 54 eBoopddeg peTd To YELPOUpPYELD.

55,0

45,0

6 m after surgery

MooooTd EVEOOKOTTIKAC UPEONC

81,8

9,1

ly of mesalazine

15,4

61,5 30,8

38,5

6 m after surgery 1y of IFX

Adapted from Sorrentino et al.

m Clinical recurrence
Rutgeerts score 3
Rutgeerts score 2

®m Rutgeerts score 0-1

Dig Dis Sci 2012;57:1341-48.



VEDOLIZUMAB oty tpoAnum g
METEYY ELPMNTLKI]G UTIOTPOTIN)G TG VOGOU
Crohn

® Vedolizumab (N = 22) Anti-TNF-a agents (N = 58)
1
'é 0.8 P=0.50 P=0.43 P=0.01 P=0.005
@
g 063 0.62 0.66
2061 o5 0.50
= i 0.46
E
0.4 A
ke
© 0.25
o
00.2
: . =
’ .
0 .

Clinical (N =70) Biological (N=41)  Endoscopic (N = 58) Histologic (N = 45)

Yamada , Inflamm Bowel Dis, 2018



USTEKINUMAB & VEDOLIZUMAB otnv

rtpo}\mpr] NG METEYXELPNTIKIG UTIOTPOTING TNG
vooou Crohn

« ENEIDA registry

M. Maiiosa, A. Ferndndez-Clotet, P. Nos et al. Digestive and Liver Disease 55 (2023) 46-52
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Fig. 2. Rates of endoscopic, clinical and surgical POR within 18 months after surgery.

Digestive and Liver Disease 2023
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Endoscopic postoperative recurrence(=i2)
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Endoscopicpostoperativerecurrence(=i2b)
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BaolKA EPWTATO LETA TO XELPOVPYELD

» Quolkn 1oTOPIO LUETEYYELPTTIKT)S VOOOU
Crohn
[TpoyvwaTtikol mopAyovTes
Alayvwan umotponri¢
o Aladeaiueg Jepameie
o AAyoptouotL aVTIUETWTTLONG



EKTipNoN KIvOUVOU PETEYXELPNTLKNG UTIOTPOTING
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2UOTOOELS VIO TN Ol Y EipLON
METEYXELPNTLKY)G VOoou Crohn

» o v TPOANYIN TNG HETEYXELPTTLKIG UTIOTPOTII|G OE
a0BeVE(G e TOUAGXLOTOV EVOLY TIOPAYOVTA KLVOUVOU T

appaka EKAOYNG wg TPOPUAAKTLKY Bepareia eivat oL
Belomovpiveg kot ot anti-TNF mapayovrteg.

Ooov apopd ot pakpoypovia TTpoPUAAgN Ao v
UTIOTPOTIN TTAPA T TIEPLOPLOHEVA OEdOUEVQ, oL anti-TNF
T PAYOVTEG BEWPOUVTAL OL TILO ATIOTEAECUATIKOL ATIO OAEG

TIG OloB€aipeg Bepameieg pe Bdon EUUETES CUYKPIOELS.

© YROpYEL WOTO00 OYEUKT) EAELYN OESOUEVWY yiar TO BEATIOTO
XPOVIKO anueio evapéng BLoAoyIKT)G DEPATIEING UETEY YEIPNTIKA
o€ agOevei¢ e voao Crohn.

* Aev umapyovv EMAPKI) OESOUEVA yiot VEWTEPOUS BLOAOYIKOUG

TTAPOYOVTES
Adapted from Gionchettiet al. ] Crohns Colitis 2016



NEPIZTATIKO - >

» H aoBevn ¢ dev epdavioe eELGOOL0 ATEAOUG EIAEOV
EKTOTE KoL BplokeTal o€ UPEON €K TNG VOOOU

» KoAovookoTmmorn 10/2018:To evtepo eAeyyOnke peypL
TNV ELAEOKOALKT) OVOOTOWOTN T OTIO(O ETILOKOTIELTAL
duololoyLkr), opoAd Asttoupyovoa. ' Eva EAKOG oToV
TEALIKO ELAEQ TIANOLOV TNG AVOOTOMWOTG.- Rutgeerts
score= i1
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Comparison of two strategies for the management of postoperative recurrence in

(a) Any endoscopic recurrence

Crohn’s disease patients with one clinical risk factor: A multicentre 1G-IBD study 10 p=010

Dragoni G et al. United European Gastroenterology J. 2023
Visual abstract created by Susan Tyler
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