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A. EAkWdNc KoAitic: TToiog o 1°¢ PioAoyikog
mapdyovtac? Anti-TNF n VDZ?

Table 1. Biological agents approved by the FDA for use In ulcerative colits.

Blological agent Mechanism of action Structure Route of admimstration Year of approval
[nfliximab Antl-TNFa 25% munne, 75% Infravenous 2005

muman IgC1
Adahmumab Anti-TNFz Human IgCl Subcutaneous 2012
Colmumab Anti-TNFz Human IgC1 Subcutaneous 2013
Vedolizumab Ant-s4fi7 mtegrm Humamzed [gC1 Intravenous 2014




/ =
KAvikn avTamokpion- Upeon os E.K.

Table 2.1. Mayo score for ulcerative colitis®*® [www.gastrojournal.org for full details].

Mayo index 0 1 2 3

Stool frequency Normal 1-2/day = normal 3—4/day > normal 5/day = normal
Recral bleeding None Streaks Obvious Maostly blood
Mucosa Normal Mild friability Moderate friability Spontaneous bleeding
Physician’s global assessment Normal Mild Moderate Severe

KAvikh avtamokpion (response) :
- peiwon kata 3 kai Touhdxiotov 30% Tou Mayo+
-geiwon Tou subscore Tn¢ aigoppayiag kara 1
-Kkal subscore aipoppayiag <1.
KAivikn Upeon (remission):
-Mayo score <2
-0Aa Ta subscore <1,
-BAevvoyoviki emouAwon (absolute Mayo endoscopy subscore) < 1.



Drug Tnal, year

Patients  Pror INF ~ Regime,

End-points Results

time of assessment Drug vs. placebo (PBO) {p value)
Remission induction
Vedohumab ~ GEMINIT 374 4% VDZ300mg IV Clinical response! @% (p @
(VDZ) (Weeks 0, 2] Chnical remussion® 38 vs. 8% (p < 0.001)
b weeks Mucosal healing’ 40.9vs. 24.8% [p < 0.001)
Inflomab ~ ACTI 3od 0% [FXIV3-10mg/  Clinical response '
(IFX) kg (Weeks 0,2,6)
§ weeks
Adahmumab  ULTRAT 186 0% ADASC Chrucal remission 18,5 v, 9.2% (p = 0.031)
(ADA) ULTRAZ 494 405 1608040 mg  Clmical remission 14 Sve 9 3% (6 < N A1)
(Weeks 0,2, 6 Climical response 50.4 vs. 34.6% (p < 0.005)
§ weeks Mucosal healing 1.1 vs, 317% (p < 0.03)
Golimumab ~ PURSUIT-SC 774 0% GLMSC Climical response Vs, 939 v, 30.3% 12007100 mg v
(GLM) (Phase 3| 2001100 mg or 0200 mg vs. PBO) {p < 0.001 b
400/200 mg Chmcal remussion 178 vs. 17.9 vs. 6.4% (200/100 mg vs,
(Weeks 0, 2) 4007200 mg vs. PROT (1 ¢ (.00 hoth]
b weeks Mucosal healing ) 8.7 (Z0UTTO0 mg

¥s, 40[]%[] mg vs. PBO] {p = 0.0014,

p < 0.001 respectively)



Remission maintenance

Vedolizumab

(VDZ)

Infliximab

(IFX)

Adalimumab

(ADA)

Golimumab

(GLM)

GEMINII 373

ACT1 tnal 364

ULTRA 2 494

PURSUITSC 464
(Phase 3)

42%

0%

40%

0%

VDZ 300 mg [V
(4- or 8-weekly)
52 weeks

[FX 5-10 mg/kg

IV (8-weekly)

54 weeks

ADA 160/80 mg

induction (Wecks
0, 2) then 40 mg

L-weckly

54 weeks

GLM 50 or

100 mg 2-weckly
54 weeks

Chnical remission

41.8 vs. 44.8 vs. 15.9% (8-, 4-weekly,
PRO) (both # < 0.001)

Durable response® b vs 42 vs, 23.8% (8-, 4-weekIn
Q) (both p < 0.001)

Durable remission

20,5 vs. 24 vs. 8.7 % (8-, 4-weekly,

hath e (L 00R)
Mucosal healing 51.6 vs. 56 vs. 19.8% (8-, 4-weekly, ‘
PEO] (both p < 0.001)

Steroid-free remission

313 vs. 452 vs. 13.9% (8-, 4-weckly,

PBO) (both 5 < 0.01)
Clinical response vs. 45 vs. 20% (5 mglkg, 10 mg/kg;
p < 0.001 all comparison

Clinical remussion

Clinical response

Chnical remussion

Mucosal healing

17.3 vs. 8.5% (p = 0.004)

v, 49.7 vs, 31.2% (50 mg vs.
100 mg vs. PBO) (p < 0.01, p < 0.0
respretek

23.2 vs. 27.8 vs. 15.6% (50 mg vs.
100 mao ve PO i6 =~ 0004 ve PRROVW

424 vs. 41.7 vs. 26.6% (50 mg vs.
100 mg vs. PBO) (p < 0.002 vs. PBO)




Table X. Differences in trial design

Study Design Anti-TNF  Primary endopoint Forced Required for
naive patients corticosteroid  steroid and /or
taper 185 failure
ULTRA 1 Parallel group X Remission at week 8 No X
ULTRA2 Parallel group No Remission at week 8 and at week 52 No X
ACT 1 Parallel group Response at week 8 X X
ACT2 Parallel group Response at week 8 X No
PURSUIT Re-randomized responders X Response at week 6 and week 54 X No
GEMINI Re-randomized responders No Response at week 6 X X
Remission at week 52

155: immunosuppressants,



2 UYKPITIKEC HeAETec anti-TNF vs VDZ

MeTa- avaAuon anti- TNF (infliximab,adalimumab, golimumab) kai vedolizumab . Ta
amoTeAéopaTa we Bepameia emaywyng mapopoia. (0! yia ouvtipnon Oepameiag,
d1apopéC o€ HEAETEC).

Danese S et al. Annals of Internal Medicine. 2014;160:704-11.
Head-to-head peAéTec:
A. etrolizumab (pnxaviopoc mapopoiog pe vedolizumab) - infliximab oe anti-TNF-

naive (phase IIT).

B. Adalimumab vs vedolizumab o¢ E.K (VARSITY phase III).



Y e
B

o

E.K./ ZUykpion PAevvoyoVvIKAC £TTOUAWONG

Meta-analysis (12 RCTs ).

Aidpkeia follow-up: 6-12 w yia emaywyn/ 32-54 w yia diathpnon
Upeonc.

anti-TNFs kai anti-integrins mo amoTteAeoparikég améd placebo yia

pokAnon (45% vs. 30%) kai diathphon PAEVVOYOVIKAC ETTOUAWGONG
(33% vs. 18%) (ns).

Adalimumab katwTepo Tou infliximab [OR 0.45, 95% credible
interval(CrI) 0.25-0.82] kai ocuvduacpou infliximab-azathioprine
(OR 0.32, 95% CrI 0.12-0.84) yia mpékAnon PAEvVoOYoVIKAC
eTTOVAWONC.

Cholapranee A et al. Aliment Pharmacol Ther 2017; 45: 1291-1302



——— MeAéreg real-life anti-TNF

IFX: Avramokpion - 3 m o 190/250 (76.0%)/ 12 m oc 168/190
(88.4%) -143/190 (75.3%) avo follow-up.

ATIOTUXIA YId avTamokpion oTou¢ 3 m ouvodeUeTal pe au€nuévo Kivouvo
KoAekTopng, 29/60 (48.3%) otoug 12 m , 41/60 (68.3%) oto follow-up.

Angelison L et al. Aliment Pharmacol Ther. 2017 ;45:519-32.
ADA: 67.1% amotuxia IFX
75.3% kAivikf avtamokpion Week 12/48,6% tnv 52 w.
BAevvoyoviki emoUAwon 48.1% Week 52.
Au&non déonc ADA : 17.6%,
Bdlint A et al. J Crohns Colitis. 2016;10:26-30.

GOL: 72.7% amoTuxia IFX +/- ADA.
KAivikh Opeon/ avramokpion Thv w 14 : 24% / 55% avrioToixa.
27,3% av&non déonc Thv 14 wk.
Bosca-Watts MM, World J Gastroenterol. 2016;22:10432-9.



— |
MeAéTec real- life. VDZ- EK. (1)

5/2009- 6/2013.
AvTamokp1Bévrtec o VDZ: -88% [n = 120/136] petda 104 w.
-96% [n=70/73] petd amd 152 w.

Meiwon peocodiaoTnuatwy avd 4 w (avti yia 8w) av€non Tng
avTamokpiong Kai Upeong oc (41% ka1 28%, avTioToixa oc 52 w),
anéd 19% ka1 6%, tpo ThC av€nong The doonc.

Loftus E at al, J Crohns Colitis 2017; 11 : 400-11.



// O
MeAéTec real-life (2).

246 aoBeveic (147 NC/ 92 E.K./ 7 I®NE araivounton).
86% amoTuxia anti-TNF.

48% Twv NC Xeipoupyeio.
Méoo follow-up: 17 pnveg (IQR: 14-20).

AiakoTthh Adyw amwAeiag avramokpiong : TTponynBeioa ARyn anti-
TNF ( 95% CI: 0.96-16.75) kai au€nuévn CRP apxikda (95%
CI:1.10-4.35).

Carl Eriksson et al. Scand J Gastroenterol 2017; 52, 722-9.



Ulcerative colitis patients (%)

T 83883 §

41%

o

Clinical response  Clinical remission Steroid-free
clinical remission

Carl Eriksson et al. Scand J Gastroenterol 2017; 52, 722-9.



 ECCO guidelines 20

N

ECCO statement 11l

Patients with steroid-dependent disease should be treated
with a thiopurine [EL2], anti-TNF [EL1] [preferably com-
bined with thiopurines, at least for infliximab [EL2]],
vedolizumab [EL2], or methotrexate [EL2]. In case of treat-
ment failure, second-line medical therapy with an alterna-
tive anti-TNF [EL4], vedolizumab [EL2], or colectomy [EL5]
should be considered

ECCO statement 11J

Moderate disease refractory to oral steroids should be
treated either with intravenous steroids [EL4] or anti-TNF
[EL1] preferably combined with thiopurines, at least for
infliximab [EL2], vedolizumab [EL2], or tacrolimus [EL2].
Second-line medical _therapy with a different anti TNF
[EL4] or vedolizumabtE2rrey—te-amoption; colectomy

should also be considered

ECCO statement 1K

Patients with moderate colitis refractory to thiopurines
should be treated with anti-TNF [EL1], preferably com-
bined with thiopurines, at least for infliximab [EL2], or
vedolizumab [EL2]. In case of treatment failure, a differ
ent anti-TNF [EL4] or vedolizumab [EL2] should be con-
sidered, and colectomy recommended if further medical
therapy does not achieve a clear clinical benefit [EL5S]

ECCO statement 12|

Anti-TNF or vedolizumab may be used as first-line biological

therapy. Vedolizumab is effective in patients failing anti-TNF

[EL2]. In patients responding to vedolizumab, maintenance
therapy with vedolizumab is appropriate [EL2]




B. ohn:"TTolo¢"ox10¢ ProAoyIKOG
e TICIpCIVOVTClQ') Anti- nVDZ?

Clinical or laboratory variable Multiplication
factor

MNumber of liquid or soft stools each day for seven days xR

Abdomninal pain (graded from 0-3 on severity) each day x5

for seven days

General wellbeing, subjectively assessed from 0 (well) to x7

4 (terrible) each day for seven days

Presence of complications’ ® 20

Taking Lomotil or opiates for diarthea w30

FPresence of an abdominal mass (0 as none, 2 as * 10

questicmable, 5 as definite)

Hematocrit of < 47% in men and < 429% in women L]

Percentage deviation from standard weight b |

'One point each is added for each set of complications.

Table 4 Harvey-Bradshaw index

ieneral well- Ver}r well EBelow Poor Ver}r Terrible

being average poor

0 1 2 3 4
Abdominal pain MNone Mild Moderate Severe

0 1 2 3
# liquid stools/d # # # # #
Abdominal mass Nome  Dubicus Definite Tender

0 1 ¥ 3

& score of less than 5 is genera]l}-'cmsidered to represent climical remdssion

Disease activity indices for Crohn’s disease.

Crohn’s disease Harvey-Bradshaw
activity index | 6] index [7]
Remission 0-150 0-5
Mild 150-225 51
Moderate 221-450 8-16

Severe »45(0

»16




Drug Inalyear  Patents  Pnor  Regime End-points Results
INF Time of assessment Drug vs. placebo (PBO) {p value]
Remission induction
Vedohzomab ~ GEMINIIL 368 1% VDZ30mglV Climcal remission” 14,5 vs. 6.8% (p = 0.0)
(VDZ) 2013 (Weeks 0, 2) CDAL-100 response? @?% (p=0.13)
b weeks CRP mglL at 21.1% (N§)
week 6
GEMINTIN®, 31§ 00% VDZ300mglV Chocal remission 157 wa 171 (- 01433
014 (Weeks 0, 2) CDAI-100 response @ 113 1p<0.001 ])
6 weeks Chinical remussion 26,6 vs. 11 {p < 001
10 weeks week 10
fiimab ~ Targanetal, 108 0% XV img Chinical remussion 33 vs.4% (all doses) (p < 0.005)
(IFX] 19974 ke, 10 mgkg or
20 mgfkg (Week 0]
Adaimuomab ~ CLASSICL, 299 0%  ADASC Chinical remission 36 s, 12% (p < 0.001)
(ADA] 2006 305 100% 16080 mg (Weeks  Chmcal remission 21 vs. 7% {p < 0.001)
GAIN, 2007 0,)

4 weeks



VDZ N. Crohn- évapin dpdonc

Mepikoi aoBeveic Tou dev avramokpivovral Thv 6" epd. emiTUYXAVOUV
avramokpion HeTda Thv 6" p0.

Sands BE et al. Gastroenterology 2014 ;147:618-62.

TTiBavwe 1o peyaAUTepo TpoPpAnpa civar n kabuoTepnuévn évapén
dpdonc (Meiwpévn dpdon oe evepyh vooo copapou padpov).

2 uv-xopnynon otepoeidwy pe vedolizumab via va apxioel va épa To
VDZ pevd amod Ugpeon amod oTepoeidn.

Leon P. et al. Expert Opin Investig Drugs. 2016 ; 25: 263-73.



Remission mamtenance

Vedolizumab
VD2

Infloamab

IFX]

Adalmumab

ADA

GEMINLIL

013

Rutgeens

etal, 19997

CHARM,
107

Ik

T

it

§0%

VDZ 300 mg [V
(4 or Bweckly)
$weeks

Y 0mgh ¥

(Bweckly)
4 weks

ADA 4D mg
Lweekly

56 weks

Chwal remsston 945, 364 v, 21.6% (8- 4weckly,
DR 0~

CDAT-100 response

SerondHree

il,

remisson RO [p =00Lp
]
f

[4vs. 161w 144% [E-.,, baveekly,

BO) (borh NS
Chcal emusston. 529w, 20% (p = 0013)

Durable remission

Clical emisson 40w, 17% {p < 0.001)



Real life peAétec oe N. Crohn/ anti-TNF

469 aoBeveic pe N. Crohn utté IFX yia 4.5 étn, n 5-
eThe peAtiwon (benefit) 55.7 %.

Eshuis EJ et al. Inflamm Bowel Dis. 2013;19(8):1622-30.
AoOeveic uto ADA pe pétpia -copapnc poppnc N.
Crohn (CHARM ,ADHERE peAétec) kai Upeon oto 1
£10C: 4-eTHC Uwean 54 %.

Panaccione R, et al. Aliment Pharmacol Ther. 2013;38:1236-47.



Real life peAétec oe N. Crohn/VDZ

MeTpiou- copapou paBuol N. Crohn (NC).
Avadpopikn HEAETN- 7 KévTpa-212 aoBeveic (US VICTORY
Consortium).

5/2014- 12/2015.

90% mponynOcioa xopAynon anti- TNF.
Méon mapakoAouBnon 39 w(25-53).

KAivikA Upean kai pAsvvoyovikA emoUAwon oc 1/3 aoBevv.
KaAUTepa amoTeAéopaTa petd amo 6 pRavec aywyng.

Dulai PS et al. Am J Gastroenterol 2016 ;111:1147-55.
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HR, 0.40; 95%, Cl: 0.20-0.81
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exposure

26.0
Time to event (weeks)

0.8
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0.6
0.5
0.4 -
0.3

0.2
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01

0.0

HR, 0.40; 85% Cl: 0.27-0.88
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Perianal
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i~

260 52.0

Time to event (weeks)

o

Owerall elinical remission

a
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0.7
0.6
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0.2
0.1

0.0+

HR, 0.54; 5% Cl: 0.31-0.95
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08
0.7
0.8
05 -
0.4 -
0.3
024
0.1

0.0

HR, 0.47; 95% Cl: 0.25-0.89

260

Time to event (weeks)

Mucosal healing

-

Mucosal healing

0.8
07
0.6
0.5
0.4 <
0.3
0.2
0.1
0.0

Mo THNF-antagonist

-

HA. 0.29; 95% Cl: 0.112-0.73

EXpOSUne e

e | THF-antagoni
-+ EXposune

-

T T
26 52

Time to event (weeks)

0.8 <
07
0.6
0.5
0.4
0.3 <
0.2
0.1
0.0

HR, 0.54; 95% Cl: 0.31-0.83

T T
26 52

Time to event (weeks)

Figure 1. Cumulative rate of clinical remission and mucosal healing for clinical predictors. (a—d) Clinical remission during WDZ maintenance therapy
stratified by (@) prior exposure to TNF-antagonists (yes vs. no); (b) baseline disease severity (moderate vs. severa); (c) baseline perianal disease (yes vs.
no); and (d) smoking status (ever smoker vs. never smoker). (e ) Mucosal healing during VDZ maintenance therapy stratified by (e) prior exposure to
TMF-antagonists {yes vs. no) and (f) baseline disease severity (moderate vs. severe). HR, hazard ratio; 95% Cl, 95% confidence interval; TNF-antagonist,

umor Necrosis fsclor anisgonist; VDL, vedolzumse By lai PS et al. Am J Gastroenterol 2016 ;111:1147-55.
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Crohn’'s disease patients (%)

$§53%338%83

10—

O Week 12
0 Week 52
B Al last follow-up

Clinical response Clinical remission Sterold-free
clinical remission

C Erijsson et al. Scandinavian J Gastroenterol 2017;52:722-9.
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N. Crohn: ECCO guidelines 2016

ECCO statement 5C

Moderately active localised ileocaecal Crohn's disease
should be treated with budesonide [EL1], or with sys-
temic corticosteroids [EL1L_An anti-TMF based strategy
should be used as an alternative for patients, who have
previously been steroid-refractory or —intolerant [EL1]. For
some patients who have infrequently relapsing disease
restarting steroids with an immunomodulator may be
appropriate [EL2]. In patients refractory to steroids and/or
anti-TMNE vedolizumab is an appropriate alternative [EL1]

ECCO statement 5D

Sewverely active localised ilecocaecal Crohn's disease should
initially be treated with systemic corticosteroids [EL1]. For
those who have relapsed, an anti-TMF based strategy is
appropriate [EL1]. Surgery is a reasonable anernative for
patients with disease refractory to conventional medical
treatment and should also be discussed [EL2]. For some
patients who have infrequently relapsing disease restart-
ing steroids with an immunomodulator may be appropri-
ate [EL2]. Im patients refractory to steroids and/or anti-TNF
vedolizumab is an appropriate alternative [EL1]

ECCO statemant 5E

Active colonic CD should be freated with systemic corti-
costeroids [EL1]. For those who have relapsed, an anti-
TNF based strategy is an appropriate option [EL1]. In
patients refractory to steroids and/or anti-TNF vedoli-
zumab is an appropriate alternative [EL1]




[". AopdAcia xopnynong anti- TNF.
I) 2 ¢ nAIKIwpEVOUC

16 kévrpa: 2000-2009.

2475 aoBeveic pe infliximab- 604 aoBeveic pe
adalimumab.

95 aoBeveic (3%) > 65 etwv (52 avdpecg, 37 E.K./ 58 pe
N. Crohn).

78 infliximab/ 17 adalimumab.

11% oopapov paBuov Aopwéeig (vs 0,5% control group),
3% veomAdopara (vs 2 %).

10% Bavatocg (vs 2%).

Cottone M, et al. Clin Gastroenterol Hepatol 2011:;9:30-5.



AopdAcia Ocpameiac-anti- TNF-
i) KakonBeiec.

(TREAT) Registry : Zuvduaopog anti- TNF- avoookataoTaATikoU

auénuévocg Kivouvoc Kapkivwy, aBpoloTikd aAAd 6x1 OTATIOTIKA.

HAikia, didpkela Bepameiac, kamviopa aveldpTnTol TapdyovTec.

Lichtenstein GR et al. Am J Gastroenterol 2014; 109:212-23.



Table 2 Impact of medications on skin cancer risk among
/iI'IfLEl.I'I'Irna-l'_u-!l.- bowe| disease patients.

NMSC Melanoma
Thiopurines ¥ -
Wethotrexate - —
Calcineurin inhibitor ® — —
Biologic ® + (CD) +
Combination therapy + (CD) [

HMSC . mon-melanoma skin cancers: CD, Cmohn's dissase.
* Tacrmolimus or oyclosporine.
¥ Infliimab or adalimumab.

Burmester GR, et al Ann Rheum Dis 2013;72:517-24.

Long MD et al. Clin Gastroenterol Hepatol Off Clin Pract J Am
Gastroenterol Assoc 2010:8: 268-74.

Mariette X, et al. Ann Rheum Dis 2012;71. e2.

Magro F, et al. J Crohns Colitis 2014;8:31-44.



- T Aspgopwpata kai anti-TNF- REFURBISH
study

Table 5. Test (T-cell NHL and HSTCL) and control events reported® with TNF-« inhibitors (alone or in combination with thiopurines) in
inflammatory bowel disease patients

T-cell NHL Control events P value Confidence intervals
TMF-w inhibitor with thiopurine 36 12 4.98-354.09
TNF-a inhibitor alone b 71 1.00 0.13-10.61
Thiopurines alone 19 3 8.32-945.38
Control drugs 1 14 — —

HSTCL Control events P value Confidence intervals

TMF-o inhibitor with thiopurine 23 12 2.50-993.04
TNF-a inhibitor alone 1 71 P=1.00 0.02-15.70
Thiopurines alone 17 3 6.90-3045.2
Control drugs 0 14 — _

HSTCL, hepatosplenic T-cell lymphoma; NHL, non-Hodgkin's lymphoma; TNF-or, tumor necrosis factor alpha.
*Reported to the Food and Drug Administration Adverse Event Reporting System only.

P Deepak et al. Am J Gastroenterol 2013; 108:99-105



// S e
iii) AopdAcia anti-TNF. Aoipwéeic

TTapdyovTteg KivdUvou yia gopapéc Aoipwéeic:

- (E.K)TTponynBcioa Aiyn anti-TNF.(95% CIs 1.16 - 3.42,
p=0.0122)

-(E.K.)vapkwTikd avaAynTikd (95% CI 1.57-4.58, p=0.0003),
- (N.C) veapodTepn nAikia (95% CI 0.95 -0.98, p<0.0001),

-Afyn otepoeidwy (95% CI 1.35 -2.63, p=0.0002) A vapKWTIKWV
(95% CI 1.90 -3.89,p<0.0001).

Colombel JF et al. Gut 2017;66:839-851



Anti-integrins-aocpdAcia Bepamneiag

* Natalizumab: avaotéAAer a4pl kai a4p7 integrins . Progressive
multifocal leukoencephalopathy (PML).

* Vedolizumab: povokAwviké avtiowpa évavTi a4p7 integrin mou
EKAEKTIKA ATTOTPETTEI TV HETAVAOTEUON TWV AEUPOKUTTAPWY OTHV
uttoPAevvoyodvia oTipdda Tou NEX (gut-selective).

133357
Endothelial Cell
N

. Gut
7 Natalizumab

Brain Leukocyte
Bone marrow, skin...

Integrins | otgB4

antibody (mAb) that binds

; Vedolizumab
Natalizumab R
, AMG 181 fpthe a4fi7ntegrin Entyvio binding
2 . ¥ blocks a4f7
Etrolizumab | , { binding to

< MACAM-1
[ Addressins | >PF-0054 7659
IMAJCAM-1| 4
- . - o Memory T-Lymphocyte
- <eizl — E

Endothelial cell Epitelial cell ~ Endothelial cell



A. AopdAcia VDZ og peyaAUTepeC NAIKIEC

>B5 HikpoTEPOC Kiveuvog yia copapoU Padpol Aoipwéeic (0.9/100
agBeveic- £Tn) Kal emMITTAOKEC TTOU 0dNnyoUv o€ voonAeia (14.8/100
aoBeveic-£Tn).

Ox1 d1apopéc avdAoya pn nAikia oTnv TTTWON ETTITTAOKWY
(aipaToAoyikd, kakonBeia, Bdvaroc).

Yajnik V et al. Adv Ther 2017; 34:542-59.



AopdAcia xopnynonc VDZ

5/2009-6/2013.
2830 adBeveic (E.K. /N. Crohn) pe péon £€kBeon ato VDZ 1-1977
NHEPEC.

Ox1 Aoipwéceic, oopapnc HopPAC HOPPAC ACIPHWEEIC, EUKAIPIAKEC
Aopwé ic.

2 mavia: Aoipwéeic amdé kAwotnpidia, onyn kar TBC (<0.6%).
Ox1 PML (progressive multifocal leucoencephalopathy) .
AvTidpaon atnv evéaiun popeh <5%.

18 aoBeveic (<1%) kakonBeia.

Colombel JF et al. Gut 2017;66:839-851.



E. KéoToc Oepameiag

/

COIN study.
1315 aoBeveic pe N. Crohn/ 937 pe E.K.

N. Crohn vs E.K. : €1625 (95% CI €1476 - €1775) vs €595 (95%
CI €505 - €685), (p<0.01).

anti-TNFa : peyaAUtepo kéoTo¢ (64%) vs (31%) ouvoAikoU KOOTOUG.
NoanAciec : 19% (NC) vs 23% (E.K.).

Xeipoupyeia: 1%.

ATWAE1d TapaywyikoTntac: 16%. Vs 39%

Van der Valk ME et al. Gut 2014;63:72-9.
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Anti- TNF / VDZ wc 1" BioAoyikn BOepameia;
Cost-effectiveness (HTTA)

Table 2 Summary of cost-effectiveness after 1 year of

treatment
S per MH S per 1 additional
Treatment achieved MH achieved
Infliximab 5 mg/kg $99 171 -
every 8 weeks
Infliximab 10 mg/kg $123653 $1 243 310
every 8 weeks
Adalimumab 160/80/ $316 378 (Dominated)
40 mg, 40 mg EOW
Vedolizumab 300 mg  $301 969 (Dominated)

every 8 weeks

EOW, every other week; MH, mucosal healing.

Table 3 Threshold analysis

Current Cost-effective
Strategy wholesale cost cost
Infliximab 5 mg/kg $1114 -
every 8 weeks”
Adalimumab 40 mg $1748 <$1156
EOW
Vedolizumab 300mg  $5788 <$2537

every 8 weeks

*Infliximab administration costs exceeding $1974 represents a
cut-off price at which it becomes a cost-ineffective strategy.
EOW, every other week.

Zupmépaopa: -Adalimumab 6x1 kéoTo¢ voonAciac (s.c.)- h o cost-effective 1n¢
YPAUHAC Bepameiag 6Tav peydAo KOGTOC voanAeiac.

» Vedolizumab amé dmoyn costeffectiveness 2" ypappic Oepateia o HeTpiag-
ooPpaprig popehg E.K.

L Yokomizo et al. BMJ Open Gastro 2016;3:e000093.



Anti- TNF n VDZ wc 1n pioAoyikn OepaTreia;
Cost-effectiveness (M.B.)

TTpoyvwoTiko povTEéAO :

vedolizumab peATiwver quality-adjusted life-years (QALY)
Audvel xpovo Upeonc Kal avTamokpiong oc aywyn,

Kai miBavwc¢ mo cost-effective kai mBavoTepa kKupiapxo ae oxéon
He dAAec ProAoyikég Oepameieg,

AC10Aoyn Bepameia yia biologic-naive acBeveig pe E.K. pe yérpiou-
oopapov paduov E.K. Tou amoTUxave ae cuppaTiki Bepameia.

Wilson M et al. Eur J Health Econ,2017 Mar 8. [Epub ahead of print]



2. T. Vedolizumab: 6x1 évdei&n/dcdopéva (1)

Ofcia E.K. copaphc Hop@hc.

KopTiCovn i.V- amoTuxia 3 nuepwyv IFX K KukAoomopivn.
VDZ kaBuoTepnuévn évapén dpdong.

Ox1 pehéTec.

KUnon, ©nAaopoéc
Ox1 dedopéva.
TTpoooxh: T1/2 Tou VDZ 25 d vs IFX (10d), ADA, GLM (14 d).

RV Bryant et al. Journal of Crohn's and Colitis, 2015, 356-66.



/ \\
Vedolizumab: ox1 évéei&n/dedopéva (2)

E€wTtepikéc ekdnAwoaeic (EEE)
Ox1 0edopéva.
Mnxaviopog dpdong (gut-specific). MdAAov oOx!.

EEE oxeTiCovral pe £€apon vooou; (m.x. olWwdec pUBNua,
ETIIOKANPITIC).

TTepITPpWKTIKA VOOOC
Ox1 data.

RV Bryant et al. Journal of Crohn's and Colitis, 2015, 356-66.
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Established roles | )

Possible roles?

> | Future directions

NE

Ulcerative colitis

* Remission induction and
maintenance for anti-TNF
naive and failure patients

Crohn’s disecase
* Remission induction and
maintenance for anti-TINF

naive and failure patients
(efficacy after 210 weeks of

therapy).

Promising...

* Patients at risk of
opportunistic infections
* Patients with previous
malignancy

¢ Perianal disease

* Primary sclerosing
cholangitis

¢ Refractory pouchitis

Less promising...

* Extra-intestinal
manifestations of IBD

* Acute severe colitis

* Maintenance therapy
after anti-TNF remission
induction

Further trials

¢ Early Crohn’s disease

* Post-operative prevention in
Crohn’s disease

* Head to head trials with
immunosuppressant and
biologic therapies

¢ Induction with another agent
(steroids) and maintenance
with VDZ

* VDZ monotherapy vs.
combination with

immunosuppressive therapy

Long-term observational data

* Confirm safety

RV Bryant et al. Journal of Crohn's and Colitis, 2015: 356-6.




2 upmépaopa (2): Anti-TNF n VDZ?

A). E.K.: emaywyh/ Siathpnon Upeong oe aoBeveig pe pétpia- copapig popeh E.K. mou
améTuxav h 6X1 KaAf avtamokpion og aTEPOEIOA R AvoookaTaaTaATIka Ox! 181aiTepn
uttepoxh anti- TNF n VDZ. Adyw aopdAciag uttepéxel To VDZ.

I)-anti-TNF:

O¢cia koAiTic oopaphic popehc (infliximab).
E€wevtepikéc ekdnAwaoeic TpoeEdpXouaec.
EmiAoyh aoBevolc (Tpdmog xopAynong , aywyn).
Kunon (6x1 3° Tpipnvo). (6x! data yia VDZ).

I))-vDZ .

> uv-voonpoTtnta (Kivduvog Aoipwéewv).
TTpod1aOeon yia Aoipwéeic N kKapkivo.
TIoTtopikd Kapkivou.

EmiAoyh aoBevolc.

Dart R et al. Clinical and Experimental Gastroenterology 2017:10:57-66.
RV Bryant et al. Journal of Crohn's and Colitis, 2015: 356-6



2 upmépaopa (3): Anti-TNF R VDZ?

B). N. Crohn

I. Anti-TNF.
TTio ypnyopn évapén dpdonc (TpoTigwvTai?).
E€wevrepikéc ekdnAwoeic tpoefdpxouocg, Ttepiedpikn vOToC.

IT.Vedolizumab :

E1)Tavwvr'1 Upeang ae N. Crohn kaBuatepnuévn évapén dpdong (MeTa amé 8-12
w).

AdBeveic Tou pmopoUv va tepipévouv TouAdaxiotov 10 weeks pmopei
Hakpoxpovia amoTeAEOUATIKOTNTA,

2 ¢ aoBeveic pe N. Crohn kai amoTuxia anti-TNF .

1n emiAoyn yia aoBeveic pe Kivouvo emITTAOKWY (NAIKIWUEVOI, 1I0TOPIKO
KakonOeiag, 10TopIkO TTOAAATTANG okAnpuvonc-MS).

Tim Orchard. Expert Review Gastroenterol Hepatol 2016; 10: 281-2.
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