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7 MANEAAHNIO LYNEAPIO

|61onaBwv WAseypovwdwv Noonpdatwyv tou Eviépou

Méetplog Baputntag eEAKwONC KoALTda
(ETtipevw pe 5-ASA, Sivw KAOLOGLKA 0LVOOCOKOATOOTAATIKA 1
xopnyw mpwipa BLoAoylko mapayovia)

A. Xpnotidou
[QOTPEVTEPOAOYOC
'NA «O EvayyeAlopog»



1n MNepimtwon

2n Mepimtwon

Avépag, 48 eTwv

AP gAkwbnc¢ koAitda, Stayvwon
aro 3etiog

AapBavel peocoAadivn 2 gr per os
Aev €\aPe TTOTE KOPTLKOELON

Aev €XeL EEWEVTEPLKEC
eKONAWOELC

Aev kamvilel
AA: eAeVBepo
Owoyevelako Lotoptko IONE (-)

fuvalka, 25 eTwv

Exktetapevn eAkwdNn¢ KoAitida,
dlayvwon amo 3etiag, voonAesia

AopBavel peoaalivn 3gr per os

‘EAaBe KopTLKOELON) KATA TN

Sdldyvwon KoL o€ £€apon TNG VOoou
npwv 1 xpovo

E€wevtepikec ekbnNAwoelc: OlwoEeC
gpLONUQ

Aev kamvilel
AA: eAeVBepo
OwkoyeveLlako Lotoptko IONE (-)




Neputtwoelc aobevwy pe EK (2)

ALTLATOL OLLLOPPOLYLKES OLAPPOLEC
arno 20nuEpou (HEXPLS
nHepnoiwg)

Mupetoc (-)

Kow\Ltotkd YOG : LETPLOC EVTOAONC
AP

Nuytepvi adunvion (+)
Tewveouocg

=eKlvnoe utokAuopoUC
neoaAadlivne 1 /nuépa. BeAtiwon
TOU TewveopoU, ouve)ilel 3-5
OLLLOPPAYLKEC KEVWOELC

ALTLATOL OLLLOPPOLYLKES OLAPPOLEC
arnd 20npEpou (HEXPLS
nHepNoiwg)

Mupetoc (-)

KotALtotko AAYOC : LETPLAC EVTOONC
AP

Nuytepivi adunvion (+)
Teweopocg

=eKlvnoe utokAuopoUg
neooAadlivne 1 /nuépa. BeAtiwon

TOU TeWeopoU, cuve)ilel 3-5
QULLOPPOAYLKEC KEVWOELC




Neputtwoelc aobevwy pe EK (3)

ATIOKAELOMOC AOLUWO WV
TIOPOLYOVTWV

E/E : Hb 14gr/dl, TKE 20,
CRP 1 (<3mg/dl)

Flexi: 5ev eAeyxOnke

duololoyLkoc BAevvoyovoc.

— MAYO SCORE: 2

e AMOKAELOHOC AOLLWS WV

TOLPAYOVIWV

 E/E: Hb11gr/dI,TKE 20,

CRP 2 (<3mg/dl)

Flexi: 6ev eAeyxOnke
bUOCLOAOYLKOC
BAevvoyovocg).

— MAYO SCORE: 3




XapaKTNPLOUOC TWV TIEPLITTWOEWV?

METPIAZ BAPYTHTAZ EAKQNAHZ KOAITIAA



Metplac Baputntac EK

Table 1.2. Dissass activity in LT [adapted from Truslowe SO0V itts®2].

MAiald Moderaoe Severe
“in berween mild
and severe”

Bloody stoolsfday = 4 or muore §f = B a@rrd

Pulse = 20 bpm = 90 bpm = 290 bpm or
Temperature = AT.ETC = ZA7.8°C = AT.ESC or
Haemoglobin = 11.5 g'dl = 10.5 z'dl = 105 g'dl or
ESR = 20 munuv'h = 30 mnuv'h = 30 minv'h o
CE* INarmal = 30 mugfl = 30 mugfl

Talble 1.2, Montreal classification of dissase activity in LIC [adapted
from Silwverberg et al.??® and Satsangi =t al #-

S0 51 52 53

Renmissiomn MAild Maoderate Severe
Stoolss Asymprtomatic = 4 = = & aarecd
day
Blood May be Present Present

present

Pulse Al Mlinimal, or mo = 90 bpm o
Temperature nornal  signs of systemic = 37.5%0C o
Haemoglobin tosloity = 1TOLE gfdl o

Esk = 30 mumehe




A

1 Mild disease (erythema,
decreased vascular
pattern, mild friability)

2 Moderate disease (marked 3 Severe disease (spontaneous
erythema, absent vascular bleeding, ulcerations)
pattern, friability, erosions)

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
Rectal bleeding None Streaks Obvious Mostly blood
Mucosa Normal Mild friability Moderate friability Spontaneous bleeding
Physician’s global assessment Normal Mild Moderate Severe




100%
80%
60%

40%

Severe (9%)

Disease activity in

1161 UC patients

from Copenhagen
(1962-1987)

20%
0% SRR

Langholz E, et al Scand J Gastroenterol 1991;26:1247

Disease course 1 year

A
100% Moderate-
High Activiby
80% (2020

Lonar Auctivity
B0 I-‘.l':jl ['3“‘1]

40% -

Patlents With UC (%)

20% -

0% - ==
Disease Activity



XpeLaletat oxedlo...

ZYPIZA
IYNAZMIZIMOX PIZOIMAZTIKHE APIZTEPAL

Epgpavion
NMayxkaAou;

Tapavion
NMayxkalAou;

YIiITOoypa®nrn: TTEAEXN Tou ZYPIZA

Enusicoocn: MApocoxry! Mn SicppsUlocser TO TTapPov OXxESIO. 7o Bpser o lNayKaAog Kai TO 7Tl OTOV
Mosrevrepn!




2xeblaopoc Oeparmneiac otnv EK

MPOINQZTIKOI MPOHIHOEIZA
MAPATONTE2 [TAPENEPTEIE2 OEPANEIA

3RD EUROPEAN CONSENSUS ON UC
Harbord M et al.. JCC 2017:1-24, Magro F et al. JCC 2017:649-670



Ermttdoyec Bepameiac otnv EK

ME2ZANAZINH MEZAAAZINH

AZAGEIOMNPINH

BIOAOTIKOI
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Kprtnpla emhoync Bepareiac:

EMITEY=H YOEZH2

ECCO statement 24

Disease extent influences treatment modality, whether
oral and/or topical therapy [EL1], and determines onset

ECCO statement 2B

Disease severity influences treatment modality and
route of administration [EL1]. Clinical indices of disease
severity have not been adequately validated, although
clinical, labaratory, imaging, and endoscopic parameters,
including histopathology, impact on patients’ manage-
ment [EL 2]. Remission is defined as stool frequency =

3RD EUROPEAN CONSENSUS ON UC
Harbord M et al.. JCC 2017:1-24, Magro F et al. JCC 2017:649-670



Kprtnpla emhoync Bepareiac:

AIATHPH2H YOEXHZ

ECCO statement 12C

Choice of maintenance treatment is determined by dis-
ease extent [EL1], disease course [frequency and inten-
sity of flares] [ELS], failure and adverse events of previous
maintenance treatment [ELS], severity of the most recent
flare [EL5], treatment used for inducing remission during
the most recent flare [ELS], safety of maintenance treat-
ment [EL1], and cancer prevention [EL2]

3RD EUROPEAN CONSENSUS ON UC
Harbord M et al.. JCC 2017:1-24, Magro F et al. JCC 2017:649-670







Mapayovtec Suopevouc TPOYVWonc

vZuxvoTnTa Kail BapUTnTa UTTOTPOTTWYV
vAVAYKI YIO 0VOOOKATAOTAATIKA
vIlI0avoeTNTA KOAEKTOUNG

v[liBavérnTa Ca
vOvnToTNTA

MAPATONTEZ A2OENQOY2

1. N€a nAwio kata tn dtayvwon
2. Tuvatkeio puio

3. Owoyevelako Lotoptko IONE
4. (-)Kamnviopa

MAPAMETPOI NOzZOY

1.
. Avaykn yla voonAeia katd tn dtayvwon

2
3.
4. EEWeVTEPLKEC EKONAWOELC

Baputnta 1" mtpocBoAng

Avaykn yia K2 kata tn dtayvwon/nopela

ENAOZKOMIKA EYPHMATA
1. Extoon vooou (non-E1)
2. Eméktaon vooou
3. YoBoapecg BAaBec

NMAPAMETPOI OEPATIEIA2
1. KoptikoavOeKTLKr) VOOOC
2. KoptlkoeEapTweVn VOOOC




[MAPATONTAZ EKBA2H

Neapn nAwkia MYnotpomnec
Fuvatkeio pvAO T Ynotpomeg
Karmviotng J Yrotpomécg
Evoookomikecg BAABEeC KoAektoun
‘Extaon vooou KoAektoun/Ca
Enéxktaon vooou KoAektoun




H Evéookomikn Baputnta HETPAEL...

Table Il. Definition of severe lesions according to Carbonnell et al*.

Severe endoscopic lesions Moderate endoscopic lesions
Large deep ulcers Erythematous mucosa
Loss of mucosal layer (with or without mucosal isles) Superficial ulcers
‘Well-like ulcers Deep ulcers involving less than 109 of the surface
Large mucosal abrasions

KOAEKTOMH

ANTAMOKPIEH 5TH OEPAMEIA -

Carbonnel F, Dig Dis Sci 1994;39:1550-57

1/3 twv acOevwv pe coBapec evéooKoTiKEC BAABEC dev sixav
KAWVIKA «Boapla» vooo

Carbonnel F, Aliment Pharmacol Ther 2000;14:273-279



Risk Matrix Model for Prediction of
Colectomy The IBSEN Cohort

+ Population based study of 464 UC patients
* Ten years FU/ 45 colectomized patients, multiple regression to select risk
factors, fitted into a prediction model

Correct prediction
ESR in 90.3% of the
Tnder 30 Cver 30 Cases
Yonnger B.0% 29.9% Yes
Age i thau 40 95%CI[5.5%-10.5%] | 93%CI[25.8%-34.1%] Systemic
diagnosis | vears Steroiidy
ar

40 years 10.5% Ne | diagnosis

95%CI[7.7%-13.5%]

Proctitiz and left-gided | Extensive colitiz
colitis

Extent of the dizease at dingmozis

Conclusions: Risk is 15 times higher in young patients, with extensive colitis,

ESR =30 and who needed CS at diagnosis.
Cvancarova et al. Gut 2010;559 Suppl I11-A36




EMITEY=H YOE2H2

"PLAN A"

‘Hriia NMPOZ MetpLa
AplotepomAeupn H Exktetauevn
ECCO STATEMENTS 11C/11E

3RD EUROPEAN CONSENSUS ON UC
Harbord M et al.. JCC 2017:1-24, Magro F et al. JCC 2017:649-670



ApLlvoooALkUALKa (5ASA)

SULFASALAZINE
HOOC

HOONNQSOQNHO

HOOC / \

N

5-Aminosalicylic acid Sulfapyridine

SPD476 Uses MMX™ Technology to

Oral 5-ASA Release Sites Deliver 5-ASA to the Entire Colon

Azo

Pentasa™ Compounds

Delayed and extended
drug release formulation
containing 1.2 g 5-ASA

Highest 5-ASA drug
loading per tablet

Stomach

Small
Intestine

Large
Intestine

Mesalamine in Mesalamine Azo Bond

Microgranulas With Eudragit® & I Gastro-Resistant Layer B Hydrophilic Polymers

B 5-ASA M Lipophilic Excipients




Ta StadopeTikad okevaopata 6ev StadEpouv otnV
QTTOTEAECATIKOTNTO

Endpoints Achieved in Placebo-Controlled or Dose-Response Clinical Trials for UC

Clinical Response

Induction of Mucosal (Relief of Signs
Drug Remission Healing and Symptoms)
MMX mesalamine Yes Yes Yes
(SPD476: Lialda[United
States], Mezavant [Europe])
Mesalamine pellets (Salofalk GranuStix) Yes Yes Yes
Pentasa Yes Yes Yes
Asacol No No Yes
Salofalk, Mesasal, Claversal Yes Yes Yes
Sulfasalazine Yes Yes Yes

Wang ¥, Parker CE, Bhanji T, Feagan BG, MacDonald JE.
Oral 5-aminosalicylic acid for induction of remission in ulcerative colitis.

Cochrane Database of Systematic Reviews 2016, Issue 4. Art. No.: CD00054 3,




Av&non tng 6oonc = KAAUTEPO aItOTEAECHOTOL?

Mild-to-moderately active UC Moderately active UC
Pooled cases in ASCEND I & II
8 100

7 B E 90 [] 2.4g/day
" 4.89/da
o 6 3 5 80 [ 4.89/day P=0.034
9 &>
S — 89 P=0.058
- =1
g 1 | vE
- 4 S5+
L]
o |l Y
E 3 mlE
z 2 I =
= - E
— w
PBO 1.6G 2G 24G 4G 4.83G Week 3 Week 6
Adapted from
Schroeder, Tremaineg, llstrup,1997; Hanauer,1993, Hanauer et al. Am J Gastroenterol 2005

Sninsky,1991



Napatoon Beparmeiac?

[0 Mo previous 8-week extension MMX MEO'a)\aZ(.Vﬂ

B Previous 8-week extension ’ ’
9 4,8gr/nuépa, cuvolo 16B6
£ " 2l es 0 g94 * 'Ydbeon oe emutAéov 60% Twv
s aoBevwv
g ¢ 90% e\eUBEPOL UTIOTPOTILV
g yla 1 €tog
s 20
#a
g 0 .
E (n=63) (n=48) (n=60) (n=4T)

2.4 g daily 4.8 g daily
Dose in parent study

Hanauer S. Gastroenterol Hepatol 2009;5:494-500



Torukn Bepareia = KAAUTEPN TNG Per os

Topical 5-ASA  Oral 5-ASA Ristk ratio Risk ratio
Study or subgroup Events  Total Events Total Weight M-, random, 95%Cl  Year M-H, random, 95% Cl
Kam et al. (1996) 2 19 11 18 265% 1.03(082,171) 1898 ——
Satd et al. (1997) 7 8 12 2 0% 071(036,143) 1997 0
Glonchett et al. {198) 8 29 W M 207% 042(0.22,080) 1998 S
Prantera &t al. (2005) % B\ 2 4 315% 117 (081,1.68) 2005 15—
Total (95% CI) 108 109 100.0% 0.82(0.52, 1.28) <=
Total events 52 64
Heterogenelty: °=0.13; #=8.35, df =3 (P= 0.04); [*=64% — I I —]
Test for overall effect: 7=0.88 (P=0.38) 0.1 02 s 2 5

Favors topical 5-ASA  Favors oral 5-ASA

Ford AC. Am J Gastroenterol 2012;107:167-176



JAVAVAVAY

2uVOULAOMOC TOTILKAC KAl per 0s xopnynoncg = o kaAutepoc!

Patients without rectal bleeding [%]

100
80
60
. 40
Safdi M. Am J Gastroenterol 1997;92:1867-71
20
0
1 2 3 ]
Oral and topical 5-ASA  Oral 5-ASA Risk ratlo Risk ratic
Study or subgroup Everts Total  Events  Total Weight M-H, random, 95% Cl Year M-H, random, 95% Cl
Fruhmorgen and 2 12 7 11 5.7% 0.2610.07,1.00) 1980 = .
Demling (1980)
Safdi et al. (197) 4 20 12 22 105% 0.37 (0.14,005) 1997 @ —
Vecchi et al. (2001) 22 63 31 67 354% 075 (049, 1.15) 2001 —=
Marteau et al. (2008) 34 71 36 56 48.4% 0.74 (0.55,1.02) 2005 —
Total (35% CI) 166 156 100.0% 0.65 (047, 091) <&
Total events &2 Bh
Heterogenelty: -°=0.03; /=4.24, df=3 (P=0.24); 1*= 29% — I I I I
0.1 0z ns 1 2 5 10

Test Il effect: Z=2.51 (P=0.01
reroraete I: :I Favors oral and topical Favors oral 5-ASA

Ford AC. Am J Gastroenterol 2012;107:167-176

Oral
2,4 giday
(n=15)

B Rectal
4 giday
(n=18)

. combination
(n=17)

time

[Weeks]



O cuvduaopoc KAAUTEPOC TNC per os povoBeparmeiog

Extensive active UC
g oral plus 1g 5A5A or PLB enemas

— Masalazine oral + mesalazine enema (n = 31]
----- Mesalazine oral + plocebo enema (n = 20]
a  Mumber of patients censored

2 3 s e g sl s aa
0 r 14 1 28 35 45 49 56
Time from start of treactment (days)

Marteau P et al, Gut 2005 54:960-5



ENITEY=H YQESHS
"PLAN B"

Metpla MPOX ZoBapn

H
ANEZAPTHTQZ EKTAZHZ ! [EEETHINEY S N
+

Artotuyio peocaAallvne

ECCO STATEMENTS 11C/D/E

3RD EUROPEAN CONSENSUS ON UC
Harbord M et al.. JCC 2017:1-24, Magro F et al. JCC 2017:649-670



Koptikootepoeldn

KopTlkoelbEC Eumopikn YXETIKNA AocoAoyikn

Ovopaoio AvtipAeypovwdng | Avtiotolyia

Apaon

YSpokoptlovn(kopTll{oAn) Solucortef 1 20
Npedvilovn/mpedviloAovn Prezolon 4 5
MeBuAompebviloAovn Medrol 5 4
Ae€apebalovn Dexamethazone 30 0,75
Boubdeoovién MMX ?




ATIOTEAEOHATIKOTNTA

Prednisolone: Mild-to-Severe Active UC

Improvement® Remissiont

b o @
2 o o

23
. —

W Prednisolone 10 rg qid M Prednisolone 40 mg qo

b
L=
B
(=

Percentage of Patlents

o
=
=
L
™
L
T
=]
=)
[
-
=
o
=
2
CL

=
L=

"Drafined s a Powell-Tuck Index score of 0.
TDwefined as a decrease in the PowellkTuck Index score of =2 points.,

- - - . -1 ol - I = aaed e i — ] 1 ]
noe o S H oK " nd J Gasineeslanpd 1 R P I




>wotn 6oon ( 215mg, cuvnBwc 40mg
prezolon)

>woto tapering (>3 €Bd, cuvnNBwc =8eRd)

AVETILOUUNTEC EVEPYELEC

AEN EINAI OEPAMEIA 2YNTHPH2HZ!




Torkn) Bepameio pe K2

* AMOTEAEOUATLKN

Rectal Administration of Systemically Active
Corticosteroids for Mild to Moderately Active UC

Steroid Remission
Study Duration Dose Steroid Placeba P Value

1wk hydrocortisone
100 mg 55% 5% .04
prednisolone
5 my 56%, a%; <01
2wk hydrocorntisons
100 mg 20% =03

Truelove

Lennard-Jones 3wk

Watkinson

* AN T 5AZA
UTtEPTEPOUV

Meta-analysis of Conventional Corticosteroid Enemas
vs 5-ASA Enemas for Induction of Symptomatic

eI S

Campierl
Friedman

Danish 5-A5A
Study Group

Farup

Lee

Pooled

0.1 4 100.0

Corticosteroids Better 5-AS5A Better

Marshall J Gut 1997;40:775-781




MMX Boubeoovidn

ArteAevBEPWON 0€ OAO TO AU EVTEPO

ATIOTEAECLOTIKN
— o€ MNEPIOEPIKH vooo
— o€ aoBeveic pe amotuyia otn pecaladlivn

Head-to-Head ouykplon pe 5AZA
AEN YMEPTEPEI 'H YOOAEINETAI

Sherlock ME, MacDonald JK, Griffiths AM, Steinhart AH, Seow CH.
Oral budesonide for induction of remission in ulcerative colitis.

Cochrane Database of Systematic Reviews 2015, Issue 10. Art. No.: CDOOTEE.




EMITEY=H YOE2H2

AMNOTYXIA KOPTIKO2TEPOEIAQN

ECCO statement 11.J

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
infliximmab [EL2], vedolhizumab [ELZ2], or tacrolimmus [ELZ2].
Second-line medical therapy with a different anti TMNF
[EL4] or vedolizumab [EL2] may be an option: colectomy

should also be considerad




AIATHPHZH YODEZH2
OePATEVTIKEC ETILAOYEC

Ydeon pe Yoeon pe
oTEPOELON SAZA/GTEPOELSI"]
Alatipnon He Awatripnon pe
SASA AlaBelomplvn

Ydeon pe 5AZA

Alatnpnon pe
S5A2A




KPITHPIA EMIAOIH2

Avopevelc NpoyvwoTLKOL TTAPAYOVTEC

' 4
‘Hrua NPOZ pétpLa Métpla MPOZ Bapla
Nepidpepikn) vooog EKteETOEVN VOOOC
1° eMELOOSLO 1] OXL CUXVEC UTTOTPOTIEC ZUXVEG UTTOTPOTIEC
OxL Bapld evO0OOKOTILKA ELKOVA Bapld evO0OKOTILKA ELKOVA

Yobeon pe K2 Yeon pe 5AZA/K2
Awatripnon

e AlaBelompivn

(+/- BIOAQOTIKOLI)

Yodeon pe 5AZA

Awatnpnon
ue SASA

Awatnpnon uHe
5A2A




ECCO statement 12E

Mesalamine compounds are the first-line maintenance
treatment in patients responding to mesalamine or ster-
oids [oral or rectal] [EL1]. Rectal mesalamine is first-line
maintenance in proctitis and an alternative in left-sided
colitis [EL1]. A combination of oral and rectal mesalamine

may be used as second-line maintenance treatment [EL1]




S5A2A

e Aev urnapxel Sladopa petaél povodooLknG —
OLALPEUEVNG XOPNYNONG

e Aev umtapyeL Stapopa PETAEL TWV
OKEUOOUATWVY

« SASP > 5ASA
* Torukn Bepareia oe epLPEPLKN VOCO
* Juvbuaopevn Bepameio KaAAUTEPN

Wang Y, Parker CE, Feagan BG, MacDanald JE.
Oral 5-aminosalicylic acid for maintenance of remission in ulcerative colitis.
Cochrane Database of Systematic Reviews 2016, Issue 5. Art. No.: CDO00544,



Patients in Remission (%)

H doon petpael?

Remission rates at 6 months Patients with moderate disease
1008
70 - P=0.006
78.6%
60 = 0%
g
50- =
B e
40 g
20 ﬁ a0%
I
20+ =
o 20%
104
0- 0% : -
Placebo 0.8 g/d 1.6 g/d Induction dose Maintenance dose
Hanauer SB et al. Ann Intern Med 1996;124:204 Sandborn WB et al. AJG 2005;100:8312

AnoteAeopatika og doon =2gr/nu

MeyaAUtepn doon:
vAoBeveic ou xpeldotnkayv peyalutepec SOOELC yLa
enitevén vdeonc
vAOOEVEIC UE EKTETAUEVN VOOO 1| OUXVEC UTTOTPOTIEC




H cuvbuaopevn Beparela uTteEpTEpPEL...

aAAa Alyol Ttnv naipvouv!

Combined Oral + Topical Mesalamine LU
for Maintenance of Distal UC .. o
80%
i
- [ll.l'n'i'l

100 - S W Otheror no therapy

. - ::::iifl:lfusi;r:c:-[::ac-al 308 B Systemic
E == Oral 1.6 g 2 B Systernic and Topical
10% B lopical

0%

[ =
L
[T
a
E
o
4
(=
£
L
g
4
1)
— _:._.,";:H aﬁ.}? @"..":-l ﬁ;‘%
{ 2 5 46 67 8 91012 & & - &
Months 4 d‘;ﬂ; E}ﬁ-“"b '{T'
A

Seibold et al, JCC, 2013



AZAOEIOINPINH

ECCO statement 12G ECCO statement 11

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]],

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

or frequent relapse while taking mesalamine at optiml vedolizumab [EL2], or methotrexate [EL2]. In case of treat-
dose or who are Intolerant of mesalamine [ELS]; patients ment failure, second-line medical therapy with an alterna-
who are steroid-dependent [EL2]; and patients respond- tive anti-TNF [EL4], vedolizumab [EL2], or colectomy [EL5]

Ing to ciclospori i hould be considered
ing to ciclosporin or tacrolimus [EL3] should be considere




Awatnpnon Vdeonc

AZAI6-MP for
Maintenance of Remission in UC

Response Response
Duration AZAG-MP Placebo
Study n (months) (%) (%)
Jawall

AZA 1.5 mg'kg'd

Hawitharme
AZA 100 mg'd 12 368 59
{Imee &)

20 11 40 Z23




ECCO statement 12A

The goal of maintenance therapy in ulcerative colitis is
to maintain steroid-free remission, defined clinically [EL1]
and endoscopically [ELZ]

AZAI6-MP for Steroid Sparing in UC

P Post-
Study Duration e P ° P

Dose (wk) AZA  Placebo Value AZA Placebo Value

Rosenberg
1.5 mg'kg 26 18 mg | 20 mg MS | Gmg | 17 mg <,05
(n=30)

Kirk
2=2.5 mg'kg

2 mg | 23 mg M5 2 mg 14 mg <001



ECCO statement 12A

The goal of maintenance therapy in ulcerative colitis is

to maintain steroid-free remission, defined clinically [EL1]
and endoscopically [ELZ]

AZA vs. 5-ASA in Patients
with Steroid-Dependent UC

Clinical and Endoscopic Remission
and Steroid Withdraw at 6 mos.

K
4
©
o.
g<
€
@
e
(]
o

M 5-ASA (3.2 g/d) m AZA (2.0 mg/kg/d)

Randomized single-blind controlled trial of 67 sterokd dependent UC patients
AZA: Azathioprine
5-ASA: S5-aminocsalicylic ackd

Adapted from Ardizzone S, et al. Gut, 2006,55:47-53

Ardizzone S Gut 2006;55:47-53



Yuyxopnynon 5AZA/AZA?

* Aev polveTal va UTIEPTEPEL TNC
novoBeparmeiog pe AZA

100 1=
'}D B I
80 | _‘:LZIII_I:
70 F L
6.[. =
50 b

AZA —

40 AZA+ OLS ——
0 |

20 1 P=0.8
10+

0

Cumulative probability (%)

0 120 240 360 480 600 720
Days
Mantzaris GJ Am J Gastroenterol 2004;6:1122-1128



Thiopurines maintain remission

Failure o maintain remission
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Timmer A, Patton PH, Chande N, McDonald JWD, MacDonald JK.
Azathioprine and 6-mercaptopurine for maintenance of remission in ulcerative colitis.
Cochrane Database of Systematic Reviews 2016, 1ssue 5. Art. Mo.: CDO00ATE.
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WELCOME TO
AZATHIOPRINE ANONYMOUS

IttartAtiie




METPIA2 BAPYTHTAZ EK: PLAN A+B

5AZA 2,4-4,8gr/nn
+

Torukn Oepaneia (5AZA+ K2 )

SYNTHPHZH NAI S5
SAZA 2,4-4,8gr/np ANTAMNOKPIZH;
+

Tornukn Oepaneia OXI

KOPTIKOZTEPOEIAH
40-60mg/nu

Taper K2 NAI

ANTAMNOKPIZH;

ANOTYXIA

(Koptikoe€aptwpevn)
AZAOEIOMNPINH
2-2,5mg/Kgr 2B
+/- BIOAOTIKOI

v



METPIA2 BAPYTHTA2 EK

"PLAN C"
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