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* TLunTikn apoBn amo tic Abbvie, Evopaoig, MSD yLa
SlaAeéelc oe Aopudoplka Zupmnoota & armno Tt Abbvie,
MSD, Takeda, Genesis ylo. GUMETOXN O€ EKTIALOEUTIKA
npoypappato kot 2upBouAeutikec Emitpormec
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EEEALEN TNC EK avaAova LE TV hAWKLOL SLAYVWO
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Charpentier C et al, Gut 2014;63:423-432



IONE: MiBavotnta xerpoupyeiov tTa rtpwta 10 £tn

Norwegian IBSEN cohort study (1990-1994)
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g

80

60 -

40

20 A

=== Crohn’s disease (n=237)
=== Ulcerative colitis (n=519)

37.9%
(959%C1 31.4%—44.4%)

9.8% |
(95%Cl 7.4-12.4%)

=
L

1 1 1 1 1 1T 1T T 1
01 2 3 4 5 6 7 8 9 10 11

Years of observation after diagnosis

Independentrisk factors at
CD diagnosis:!

Terminal ileal location

-
£
=I
)
=
=I
=
L ]
r
D
=
o
=.
o
=
=

PR PR T R P

Penetrating behaviour

Age younger than 40 years

p )
Independentrisk factors at
UC diagnosis:?

» Extensive colitis

* ESR 230

Solberg IC et al, Clin Gastroenterol Hepatol 2007;5:1430-1438
Solberg IC et al, Scand J Gastroenterol 2009;44:431-440



Moon BAevvoyovikn emoVAwon amnatteital; Moocooto
KOAEKTOUNC HE Baon to Mayo score tnv efédopada 8
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H pakpoypovia BAevvoyoviKn EMOUVAwGN
MELWVEL TO TTOGOOTO KOAEKTOMUNG

Ulcerative colitis

Pts with MH at 1 year

Proportion of UC Patients
Not Colectomised

Pts without MH at 1 year

Time in Years After 1-Year Visit

Fraslie KF et al, Gastroenterology 2007;133:412-422



ErttAoyn aywync otnv EK

* E¢wevteplkec ekONAWOELC N ETILITAOKEC
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yoaAouyia — nAtkio. — cuvoonpPoTNTEC K.T.A.)

* TOELKOTNTA-TIAPEVEPYELEC PAPUAKWV
e ArtoteAeopatikotnta Oeparelog

*JuupOpdwon otn Beparela



STRIDE : Treat to target in IBD

| ORIGINAL CONTRIBUTIONS nature publishing group

STRIDE®

Selecting targets of remission in inflammatory bowel disease

Selecting Therapeutic Targets in Inflammatory Bowel
Disease (STRIDE): Determining Therapeutic Goals for
Treat-to-Target

L. Peyrin-Biroulet, MD, PhD?!, W. Sandborn, MD?, B.E. Sands, MD, MS?, W. Reinisch, MD**, W. Bemelman, MD, PhDF,
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Treat to target recommendations in UC

Resolution of rectal bleeding and normalization of bowel habit should be the target

A Mayo endoscopic subscore of 0 is the optimal target. A Mayo endoscopic subscore of 1
should be a minimum target. Endoscopic assessment should be performed 3-6 months
after the start of therapy for a patient with symptoms

Histopathology is a sensitive measure of inflammation but is not a target due to lack of
evidence of clinical utility

Cross-sectional imaging is not a target in UC

Available biomarkers including CRP and fecal calprotectin are not targets. CRP and fecal
calprotectin are adjunctive measures of inflammation for monitoring in UC. Failure of CRP
or fecal calprotectin normalization (below lab-specific cut-off) should prompt further
endoscopic evaluation, irrespective of symptoms

Clinical/PRO remission defined as resolution of rectal bleeding and diarrhea/altered bowel
habit, which should be assessed at a min of 3 months during active disease, and
endoscopic remission defined as resolution of friability and ulceration at flexible
sigmoidoscopy or colonoscopy, which should be assessed at 3-month intervals during the
active phase

STRIDE® Peyrin-Biroulet L, et al. Am J Gastroenterol 2015;110:1324-1338




ECCO Guideline/Consensus Paper

Third European Evidence-based Consensus
on Diagnosis and Management of Ulcerative
Colitis. Part 2: Current Management

Marcus Harbord,*"# Rami Eliakim,”# Dominik Bettenworth,®
Konstantinos Karmiris,? Konstantinos Katsanos,® Uri Kopylov,'
Torsten Kucharzik,? Tamas Molnar," Tim Raine,' Shaji Sebastian,’
Helena Tavares de Sousa,X Axel Dignass,'" Franck Carbonnel;™'
for the European Crohn’s and Colitis Organisation [ECCO]

Harbord M et al, J Crohn’s Colitis 2017 in press



ECCO statement 11H

The response to intravenous steroids should be best
assessed by the third day [EL3]; in non-responders,

treatment options including ciclosporin [EL1], infliximab
[EL1], tacrolimus [EL2], or surgery should be considered.
Colectomy 1s recommended If there Is no improvement
following 4-7 days of salvage therapy [EL4]

Harbord M et al, J Crohn’s Colitis 2017 in press



ECCO statement 12G

Thiopurines are recommended for: patients with mild to
moderate disease activity who have experienced early

or frequent relapse while taking mesalamine at optimal
dose or who are intolerant of mesalamine [EL5]; patients
who are steroid-dependent [EL2]; and patients respond-
ing to ciclosporin or tacrolimus [EL3]

Harbord M et al, J Crohn’s Colitis 2017 in press



ECCO statement 12H

In patients responding to anti-TNE maintaining remission
by continuing anti-TNF therapy with or without thiopu-
rines [EL1] is appropriate. The use of thiopurine mainte-
nance is an alternative option [EL3]

ECCO statement 121

Anti-TNF or vedolizumab may be used as first-line biological
therapy.Vedolizumab is effective in patients failing anti-TNF
[EL2Z]. In patients responding to vedolizumab, maintenance
therapy with vedolizumab is appropriate [EL2]

ECCO statement 12J

In thiopurine-naive patients with severe colitis respond-
ing to steroids, ciclosporin or tacrolimus, thiopurines
are appropriate to maintain remission [EL2]. Patients
responding to infliximab should continue infliximab with
or without thiopurines [EL2]; thiopurine maintenance is
an alternative option [EL4]

Harbord M et al, J Crohn’s Colitis 2017 in press



0 ouvbuaouog infliximab kat Oetonoupivng
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Diagnosis of IBD

Mild disease Moderate disease Directly severe disease
40% CD 40% CD 20% CD
60% UC 30% UC 10% UC

Step-up Accelerated step-up
5ASA, topical steroids, Close monitoring
occasional systemic steroids (clinical biomarkers, imaging)

Targeted
top-down

Anti-TNF

anti-TNF benign disease severe disease

No need for ( Secondary J ( Secondary

anti-TNF AnSENF

No need for J

Ta TToo00Td gival OXETIKA eVOEIKTIKA Baoi{Opeva oe SIAQOPES OEIPEG KEVTPWY ava@popdg & TTANBucpiakda dedopéva

Solberg, Scand J Gastroenterol 2009; Langholz E, Scand J Gastroenterol 1996; Hoie O, Gastroenterology 2007;
Munkholm P, Scand J Gastroenterol 1995; Solberg IC, Clin Gastroenterol Hepatol 2007; Thia KT, Gastroenterology 2010



ECCO Topical Review

European Crohn’s and Colitis Organisation
Topical Review on IBD in the Elderly

Andreas Sturm,? Christian Maaser,® Michael Mendall,°
Dimitrios Karagiannis,® Pantelis Karatzas,® Nienke Ipenburg,’
Shaji Sebastian,? Fernando Rizzello," Jimmy Limdi,
Konstantinos Katsanos,’ Carsten Schmidt,* Steven Jeuring,
Francesco Colombo,™ Paolo Gionchetti”

Sturm A et al, J Crohn’s Colitis 2017 in press



ECCO Current Practice Position 1

The widely accepted definition of elderly-onset IBD is dis-
ease onset at an age of 60 years or older. When making

management decisions in the elderly, clinicians should
assess an individual’s frailty, rather than only considering
an individual’s chronological/biological age

Sturm A et al, J Crohn’s Colitis 2017 in press



ECCO Current Practice Position 8

There i1s no evidence that the efficacy of medical treat-

ment in elderly IBD patients differs from that in younger
adult patients

Sturm A et al, J Crohn’s Colitis 2017 in press



Motoc o kivduvoc Aoipwénc;

AVAA IFX
+ placebo + placebo
(n=161) (n=163)
AocBeveic ue 2 1 AE, n (%) 144 (89.4%) 145 (89.0%) 161 (89.9%)
AcBeveic ye 2 1 ZAE, n (%) 43 (26.7%) 39 (23.9%) 27 (15.1%)
2. 0BapEC AOINWEEIG 9 (5.6%) 8 (4.9%) 7 (3.9%)

SONIC Colombel JF et al, NEJM 2010; 362:1383—-1395



MNapayovtec KIvOUVOU yLa EUKALPLOKEC AOLUWEELC

N° avoooTPOTTIOTTIOINTIKWY QAPNAKWY

OR (95% CI)

1 2.9 (1.5-5.3) < 0.001

213 14.5 (4.9-43) < 0.001
KopTikooTepoeidn (CS) povo 2.2 (1.0-4.9) 0.04

AZA | 6MP poévo 3.4 (1.5-7.5) 0.002

IFX pévo 11.1 (0.8-148) 0.07

AZA | 6MP + CS 17.5 (4.5-68) < 0.001 h
AZA | 6MP + IFX 1.6 (0.1-19) 0.72

AZA [ B6MP + IFX + CS infinite <0.001 )l

Toruner M et al, Gastroenterology 2008;134:929-936



Avoootpormonolntikn Oepaneia o acBeveic > 60 eTwv

* YPnAOTEPO TOCOOTO CoPapwVv Aolpweéewyv & BvntotnTac
aocBevwv uno antiTNFalpha og oxeon pe aAAn (mAnv AZA)
aywyn

* Mayo clinic: 3 otouc 4 Bavatouc umo aywyn pe IFX ntav os
acBeveic > 65 eTwyv, pe pakpac (>15-20 €1n) SLapKeLac
cofapn vooo Kat cuvbuaoTikn aywyn pne AK

* Altouyn ocuyxopnynonc aAAomoupwvoAnc kat AZA

Cottone M et al, Clin Gastroenterol Hepatol 2011,9:30-35
Colombel JF et al, Gastroenterology 2004;126:19-31
Vazquez-Mellado et al, Ann Rheum Dis 2001,;60:981-983
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2UVOUAOTIKA aywyn
o€ aoBeveic > 60 sTwWV:
X3 mbavotnta
SLOKOTINCG TNC OYWYNC
WC OUVEMELX Aolpwéng

Desai A et al, Inflamm Bowel Dis 2013;19:309-315



Table III. TB risk according to different treatments.

Comparison TB yes/no TB yes/no P value (OR | 95% CI
Any active therapy versus controls 26/10,010 0/4,673  <0.001 | 2.4 | 2.5-133
Anti-TNFo+ MTX/AZA versus controls 24/4,241  0/4,673  <0.001 |54 5.3-288
Anti-TNFo+ MTX/AZA versus placebo+ MTX/AZA 24/4,241  0/1,732  <0.001 |20 2-107
Anti-TNFo+ MTX/AZA versus placebo 24/4,241  0/2,941  <0.001 |34 3.3-181
Anti-TNFo alone (monotherapy) versus controls 2/5,769  0/4,673 0.5 1 0.2-15.7
Anti-TNFo alone (monotherapy) versus placebo+ MTX/AZA  2/5,769  0/1,732 0.9 1.5 | 0.07-5.9
Anti-TNFo alone (monotherapy) versus placebo 2/5,769  0/2,941 0.55 25 | 0.1-99
Anti-TNFo+ MTX/AZA versus anti-TNFa alone 24/4,241  2/5,769  <0.001 |13.3 3.7-100
(monotherapy)
Rheumatologic diseases® versus non-rheumatologic diseases® 24/8,367 2/1,643 0.29 1.9 0.5-14

Anti-TNFo = tumour necrosis factor-atantagonists; AZA = azathioprine; CI = confidence interval; MTX = methotrexate;

OR = odds ratio.
*Only active treatment arms.

Lorenzetti R et al, Ann Med 2014,46:547-554



Motoc o kivduvoc kakonBeitac;

Apxeio kataypadpnc acpaAeioc ENCORE (registry):
H Oepameia dev €ixe oTATIOTIKA CNUAVTLKN ENiOPACN OTO XPOVO HEXPL TNV IPWTN
AepdoimnepmAaoctikni R atpatoloyikn dwatapaxn n Odavorto

NMoAutrapayovTikn avaAuon: DBL 2007

Xpovog HEXPI
MpwTtn

KakonBeia QIMOTOAOYIKN @dvarog
dlatapayn

O¢epartreia (IFX vs.
oupuBaTikr) Bepartreia)
Hazard Ratio
"HAikia p=0.005 p=0.0009

. NA
Hazard Ratio 1.06 (1.018, 1.104) 1.065 (1.026, 1.105)

_—se e 0 e e

p=0.11 p=0.079 p=0.503
0.28 (0.06, 1.35) | 0.41(0.15,1.11) | 0.66 (0.20, 2.22)

N\

Panés J et al, ECCO Congress 2008



Bslonoupivec & AspudoimepmMAAOCTIKES SLaTaAPOXEC

5.867 (30.1%) Aappavav, 2.809 (14.4%) diekoPav, 10.810 (55.5%) dev eAaPav
e Nepdoimnepridaotikn Statapaxn: 1 Hodgkin’s Aepudpwpa kot 22 NHL
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OR 5.28 (95% CI 2.01 — 13.9; p=0.0007)
Absolute risk: 1/300-400 > 70 years old

Beaugerie L et al, Lancet 2009;374:1617-1625



12/23 aoBeveic pe AepdoinepnAaotiki vooo ntav > 60 sTwv

~ Thiopurine therapy
27 [ Continuing
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Beaugerie L et al, Lancet 2009;374:1617-1625



Auénuévocg kivbuvog pehavwpotoc o€ aacBeveic urto antiTNFalpha
& pun HEAAVWUOTIKOU KapKivou dEpuatoc o aoBeveic umo AZA

IBD overall CD UC

Medication  Melanoma NMSC Melanoma NMSC Melanoma NMSC

Any use

3-ASA 1.06(0.77-145) 099(092-1.08) 098(0.63-153) 1.01(090-1.13) 1.22(0.76-1.96) 099(0.89-1.11)

f p
Biologic  188(1.08-329) 1.14(095-136) 194(1.03-3.68) 1.16(095-141) 1.73(0.53-5.63) 1.06(0.69-1.64)

Thiopurme  1.10(0.72-1.67) 1.85(1.66-2.05) 092(053-159) 199(173-227) 131(0.66-2.60) 1.63(136-194)

Long MD et al, Gastroenterology 2012;143:390-399



ECCO Current Practice Position 10

The use of thiopurines in the elderly needs careful consid-
eration and monitoring due to potential drug interactions,
Increased risk of lymphoma, non-melanoma skin cancer

and infection

ECCO Current Practice Position 11

Elderly IBD patients treated with TNF inhibitors for |BD
have an increased risk of severe infection compared with
younger patients

Sturm A et al, J Crohn’s Colitis 2017 in press



JUUITEPACLOTOL

* H Beparmevtikn tnc EK mpemeL var oToXeVEL TEPAV TNC
enitevénc Vpeonc Kol otnv aroduyn NPOOdoU TNC VOOOU UE
gykataotaon pn oavootpePLlpwy BAaBwv

* H cuvbuaotikn aywyn antiTNFalpha mapayovta pe AK
MPETIEL VA aTtodEVYETOL

* H emthoyn petaéu povoBeparmeiac pe antiTNFalpha
rniopayovta N AZA Ba nipemel va Baciletal 0To LOTOPLKO TOU
acBevouc, tnv mponynBeioa aywyn yia tnv EK, tnv
NPOTLUNON Tou AcBevoUC Kol TN oXEoN KOOTOUC - 0pEAOUC






