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Endoscopic
remission
n = 56/91 (62%)

«=0.29, 95% CI1 0.1 O-O‘.K

k= 0.56, 95% C1 0.36-0.77

Histological
- s

remission
n = 47/91 (52%)

A.n, 95% CI1 0.27-0.68

Clinical
remission
n=37/91 (41%)

Measure of remission

Clinical (n=37)
Endoscopic (n=56)
Histological (n=47)

Concordance with other measures of remission

Clinical Endoscopic Histological
100% (n=37) 81% (n=30) 81% (n=30)
54% (n=30) 100% (n=56) 75% (n=42)
64% (n=30) 89% (n=42) 100% (n=47)

: m%%%ﬁ%,m%Fmﬁﬁﬁéﬁ\
EPHIEEA—E(k=0.56 ; 95%[CI] ,
0.36~0.77), REERBRICELBFT
EAR |, (B24%R0BERERNE. ARF
SRR TIONAE B2 BRI Z= R R FRFO(ERR
BT FE(EE(IHR] , 0.42[95%Cl , 0.2~0.9 ;
P=0.02] ; HR, 0.21[95% Cl , 0.1~ 0.7 ;
P=0.02]), 7AMM , NE NEMBRUZE(fE
FRfERTFRES : HR , 0.86[95%Cl ,

0.5~1.7 ; P=0.65] ; {¥FTiBYT : HR,
wﬂ%%u , 0.3~2.4: P=0.74]) /

«  EXARTNEREIBaroni o (BN ITFD <1) AR F &AL TrueloveRIRichardstEEX
Bryant RV, et al. Gut. 2016 Mar;65(3):408-14
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Conclusion

Histologlical remission Is predictive of CR In patlents with UC recelving ozanimod 1 mg In OLE. All patlents, whether naive to or
hawving recemved ozanimod In TOWCHSTOME, showed additional improvements In CR upon continued treatment with czanimod
1 mg In OLE. Patients natve to ozanimeod had a raplid improvement In CR over the first 8 weeks of treatment with ozanimod 1
m4 In OLE.

ECCO 2017. OPO14
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ECCO Guideline / Consensus Paper

THIRD EUROPEAN EVIDENCE-BASED CONSENSUS ON DIAGNOSIS AND MANAGEMENT OF

ULCERATIVE ~ COLITIS. PART 1: DEFINITIONS, DIAGNOSIS, EXTRA-INTESTINAL
MANIFESTATIONS, PREGNANCY, CANCER SURVEILLANCE, SURGERY, AND ILEO-ANAL POUCH

DISORDERS

Fernando Magro'”. Paolo Gionchetti”’, Rami Eliakim™, Sandro Ardizzone®, Alessandro Armuzzi®,
Manuel Barreiro-de Acosta®, Johan Bursch’, Krisztina B. Gecse®, Ailsa L. Hart”, Pieter
Hindryckx'®, Cord Langner'’, Jinmy K. Limdi", Gianluca Pellino’, Edyta Zagérowicz'®, Tim
Raine!’, Marcus Harbord'™, Flonan Rieder', for the European Crohn's and Colitis Organisation

(ECCO).

Yehuda Chowers ', Karel Geboes', Gerassimos Mantzaris', Walter Reiiovs: ,

1. European Crohn's and Colitis Organisation (ECCO). J Crohns Colitis. 2008 Mar;2(1):1-23
2. European Crohn's and Colitis Organisation (ECCO). J Crohns Colitis. 2012 Dec;6(10):965-90
3. European Crohn’s and Colitis Organisation (ECCO). J Crohns Colitis. 2017 Feb 2
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Syvmptoms of ulcerative colitis are dependent upon extent and severity of disease and include

bloody diarrhoea, rectal bleeding. tenesmus. urgency and faecal incontinence. Nocturnal

defecation and fatigue are often reported. Increasing bowel frequency, abdominal pain.

anorexia, and fever suggest severe colitis [ELS]

&
m&’m

ECCO statement 3A

Symptoms of ulcerative colitis are dependent upon extent
and severity of disease, and most commonly include
bloody diarrhoea, rectal bleeding, and/or rectal urgen-
cy. HMNocturnal defaecation is also often reported.
Systermic symptoms of malaise, anorexia, or fever are
features of a severe attack [EL5S, RG D]
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A “gold standard™ for diagnosis of ulceratdve colitis does not exist. It is established by clinical,

laboratory, imaging and endoscopic parameters, including histopathology. An infective cause

should be excluded. Repeat endoscopy with histopathological review after an interval mav be

necessary if diagnostic doubt remains [ELS]
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ECCO statement 3E

A gold standard for the diagnosis of ulcerative colitis is
not available. The diagnosis should be established by a
combination of medical history, clinical evaluation, and
typical endoscopic and histological findings. An infective
cause should be excluded. Where there is doubt about
the diagnosis, endoscopic and histological confirmation
is necessary after an interval [EL5, RG D]
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1. European Crohn's and Colitis Organisation (ECCO). J Crohns Colitis. 2012 Dec;6(10):965-90

2. European Crohn’s and Colitis Organisation (ECCO). J Crohns Colitis. 2017 Feb 2
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ECCO statement 3F

Imitial investigations should include full blood count, electrolytes, liver and renal function.

iron studies, wvitamin D level, C-reactive protein and faecal calprotectin [ELS]. The
immunisation status should be assessed [ELS]. Infectious diarrhoea including C. difficile

uld be performed

( osrhoaiEemts BEE.
FFIEFOISBRTHEE. “hisin. waC

should be excluded [EL2]. Endoscopy and histology s

i

Q& ECCO statement 3F
q/ Initial laboratory investigations should include a full % J(\l/ )i}TEE* *I : % =
blood count, serum urea, creatinine, electrolytes, liver < \D7 S C \—LHE\ D’ ~ EI—;:E
enzymes, iron studies, and C-reactive protein (CRP) [ELS5, “ N
RG D]. Faecal calprotectin is an accurate marker of E [ELS ]0 1SF1E$R1ZIK%J\£){*%§ [EL
colonic inflasmmation. CRP and erythrocyte sedimenta-

tion rate (ESR) are useful markers to monitor the response }1F % crre . Z— Ij\] EIJ ,—E_ = ¢j-|_,,|\§E d
to treatment in severe colitis [EL2b, RGB]. Microbiolog- B/ \C- d/ffICIle :t Y /E,\éK HE;—
ical testing for infectious diarrhoea including Clostridium

difficile toxin is recommended [EL2b, RG B]. Additional [EL2], mi&,?j_-pg%ﬁzgﬁjtﬁé*ﬂgﬁgﬂ

stool tests may be necessary for patients who report a
recent travel abroad [EL5, RG D]. Patient's immunization ML
status to various viral diseases and tuberculosis status %*\_TLE
should be assessed [EL5, RG D]

.

1. European Crohn's and Colitis Organisation (ECCO). J Crohns Colitis. 2012 Dec;6(10):965-90
2. European Crohn’s and Colitis Organisation (ECCO). J Crohns Colitis. 2017 Feb 2
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Efficacy and safety of two pH-dependent-release mesalamine
doses in moderately active ulcerative colitis: a multicenter,
randomized, double-blind, parallel-group study

Table 5. Subgroup Analysis According to the Prior Dose of pH-Dependent-release Mesalamine

Characteristic 3.6 gfday group (n=33) 4.8 g/day group (n=35)
Prior dose of oral mesalamine
2.4 gfday 3 6
Decrease in UCDAF, mean [95% Cl) 23(—48-195) 45 (1.1-7.9)
Difference in decrease in UCDAI®, difference (25% CI) 22(-3.1-74)
3.6 gfday 30 29
Decrease in UCDAI, mean (95% Cl) 2.1(1.1-3.1) 2.1(1.1-3.2)

Difference in decrease in UCDAI, difference [95% Cl) 0.0 [-1.4-1.5)

X FBEE(ER5-ASA2.4g/diTRIERIEE | A%
pH{KER5-ASARIEZE4.89/di5%3.69/dEEIREREIE

Efficacy and safety of two pH-dependent-release mesalamine doses in moderately active ulcerative colitis: a
multicenter, randomized, double-blind, parallel-group study. Intest Res. 2016 Jan;14(1):50-9.
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A randomized trial comparing 4.8 vs. 2.4 g/day of oral
mesalazine for maintenance of remission in ulcerative colitis

Abstract
BACKGROUND: Mesalazine is used as maintenance therapy in ulcerative colitis but the optimal dosage is still controversial.

AlM: To compare the remission-maintenance efficacy and tolerability of two daily doses of oral mesalazine (4.8 g and 2.4 g) in patients with
ulcerative colitis with frequent relapses in a randomized controlled trial.

METHODS: 112 ulcerative colitis patients in remission were enrolled and randomly allocated to treatment for 1 year with oral mesalazine at a daily
dose of 4.8 g (n=58, Group A) or 2.4 g (n=586, Group B).

RESULTS: At the end of the 12 months, intention to treat analysis revealed persistent remission in 42 (75%) in Group A and 36 (64.2%) in Group B
(p=0.3). The higher daily dose (4.8 g) proved to be significantly more effective for maintaining remission in patients under 40 years of age (80.5%

Group A wvs. 50% Group B; Fisher's exact test, p=0.0095) and in those with extensive disease (90.9% Group A vs. 46.7% Group B; Fisher's exact
test, p=0.0064).

CONCLUSIONS: In ulcerative colitis patients younger than 40 years andfor with extensive disease, a daily dose of 4.8 g oral mesalazine results in
increased rates and duration of remission compared to 2.4 g.

WFERNFI05 I Z2EmBEUCEEERSE RS
4.89/d¥:2.49/dEBEEREERFIEIKAVERFRIE

A randomized trial comparing 4.8 vs. 2.4g/day of oral mesalazine for maintenance of remission in
ulcerative colitis. Dig Liver Dis. 2015 Nov;47(11):933-7.
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50% - *'—ﬁﬂﬁqﬁugﬂ*ﬂtb ) P <0.01 . 4[[ 50% - 45.70%*
e 40.60% *
RH- 40% 34.30% 37.40%
EL% - [+ ]
U; go%
T
N 20%
1~
J
T 10%
0%
=ZEIFIZR Smg TofacitinibZE 10mg TofacitinibZB = EiF8 Smg TofacitinibZ8 10mg TofacitinibZB
(N=198) (N=198) (N=197) (N=198) (N=198) (N=197)

OCTAVE Sustain2—IRIIER, FEHL. WE. ZEFINERAR , ETHN936/HE
- [EIRASE5T. 10=5eTofacitinibak &R , FAZ552/E
« O BRtofacitinib 10mg BIDFI5mg BIDIEAYERFTIE | iafr PERBUCRARBREZ TS IL M

ECCO 2017. OP032



JAKIEI ST T PEEUCE 2 ERYS

TofacitinibfHEE HINARRMN SLEFIEEIL , BEREIFRIARR RN E4

ZRIFIAE 5mg TofacitinibZl 10mg TofacitinibZl
(N=198) (N198) (N197)
T’E%g?iaj?(“% 149(75.3) 143(72.2) 156(79.6)
FEIZE%EJ@L o 13(6.6) 10(5.1) 11(5.6)
R, n(%) 48(24.2) 71(35.9) 78(39.8)
IR |, n(%) 1(0.5) 3(1.5) 10(5.1)
FEERER | n(%) 2(1.0) 2(1.0) 1(0.5)
EERREE(NMSCBRIN) |, n(%) 1(0.5) 0(0.0) 0(0.0)
NMSC , n(%) 1(0.5) 0(0.0) 3(1.5)
AARRRMNFLE , n(%) 37(18.7) 18(9.1) 19(9.7)
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We Included 130 patients {52% males), with a median follow-up of 86 months (IQR 55-130). UC was predominantly left-sided
(53%]) and pancolic (35%). Major Indication for thiopunine was steroid-dependence {45%), and 19 patients {15%) had severe
acute colltis prior to thiopurine. Median duration of treatment was 42 months (IQR 23-80), with 119 (92%) patients having
azathloprine.

Eighty-seven patients (67%) malntained clinical remission on thiepurine, and 43 (33%) underwent treatment failure. Mean
duration of treatment was 25months In fallure group vs 52 months In remission group. Five years after Inluation, 36% (n=47) of
b
persistent remission (n=40} and other reasen {(n=3). In univanate analysis, older age at diagnosis (RR 1.02; C195% 1.0-1.04;
p=0.04) and clinical response at TO (RR 1.98; C195% 1.03-3.82; p=0.04) were assoclated to treatment fallure_ In multivariate
analysis, only clinical response at TO vs remission was assoclated with fallure (RR 2.07; C195% 1.07-3.4; p=0.03).

patients were still on thiopurine. Reasons of treatment withdrawal were: secondary fallure (n=31), major side effect (n

Relapse rate after withdrawal for persistent remission was 433, with a median time of 29 months.

Forty patients (313%) had a significant side effect, and 9 of them {7%) stopped treatment due to It. Side effects were mainly
hematologic and hepatologic. Nine neaplasic and pre-neoplasic leslons were observed durng follow-up: 2 colorectal high risk
adenomas, 3 basal cell carcinomas, 1 In situ cervix carcinoma and 3 other cancers (prostate, breast, lung)

Conclusion
This study shows a long term efficacy of thiopurine as a malntenance treatment In UC. Risk of relapse after thiopurine
withdrawal 1s significant. Neoplasia rate due to thiopurine seems to be acceptable in this cohort

~ -
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ECCO 2017. Abstract P396.
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