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Hodnoceni efektu lécby

* Odpovéd vs. remise
« Cas hodnoceni
« Zpusob hodnoceni
— klinicky stav (aktivita — tize), PRO
— laboratorni parametry (CRP, FC — feritin, albumin) Jaky je konkreétni cil |ééby’?
— endoskopie
— histologie
— (zobrazovaci metody)
* Misto hodnoceni: ambulance vs. telemedicina

« Symptomy IBD vs. komplikace |éCby vs. jina priCina



Lécebné cile v klinickych studiich UC se stale vyvijeji

: Future...213
Udrzitelna Dlouhodoba

I klinicka Spojené endpointy,
kI|n|cka v 46 PROMs, slizniéni zhojeni,
OdeVEd endoskopické a
/remise7 histologické hojenia

snizeni biomarkert

Klinicka Klinicka
odpovéd? remise?

remise3

Klinicka odpovéd' (2005-2019): Snizeni od baseline v celkovém Mayo skére o 23 body a 230% I;Ah:'t)kssz:?:: b(zgua :>3)(:);mAZ(sa:|!iZ(rj1ib\?zﬁltl):sévr:(liaBpZo:f ?)ir:
A sniZeni v subskére RB o 21 bod (nebo absolutni skére <1) y b ya=5usb b

(nebo absolutni subskére <1)

Klinicka remise (2021 -»): Adaptované Mayo skére <2 body A Zadné
Klinicka remise (2005-2019): Celkové Mayo skére <2 body A zadné jednotlivé subskére >1 bod jednotlivé subskére >1 bod/Adaptované Mayo skére s ESS <1, RB subskére
=0,SFS <1

Slizni€ni zhojeni (2005-2018): ESS <1 Endoskopické zlepseni (2019 ->): ESS <1
-....- Remise: Adaptované Mayo score <2 body A zadné Endoskopicka remise (2021 -): ESS=0
v v v 0-12

subskoére >1 bod A RB subskdre =0
Full v

Symptomaticka remise: Caste¢né Mayo skére <2

ial v v v body A Zadné subskodre >1 bod A
Partia 0= RB a SF subskére =0 Histologicko-endoskopické Histologické zlepgeni:
slizni¢ni hojeni (2019 ->): Jakékoli sniZeni od baseline v
Adapted v v v 0-9 . o . . . SR
P Hluboka remise: Celkové Mayo skére <2 body A Histologické zlepeni® A Geboes skore/inflitrace
q zadné subskore >1 bod A f e ani . ; 0
Partial adapted!# v v 0-6 ! endoskopické zlepSeni/HEMI: vnleutlroﬂly v <5% krypt,
ESS a RB subskdre =0 Geboes skére 3.1 a ESS <1)/ zadna destrukce krypt a
histologicka remise® A Zadné eroze, ulcerace nebo
*Histologic improvement defined as neutrophil infiltration in <5% of crypts, no crypt destruction, and no cortiCOSterOid'free kliniCka, remise: Kl|n|Ckal remise a endoskopické Z|ep§en|' granulace tkéné
s:l?sstI:Ir:g’iElrc:r:]ai:sci'zrs\l;;figr::xrj‘ual:trzznnzzst:fphils in the epithelial crypts or lamina propria, no increase in Vysazené Ste rOidy

eosinophils, no crypt destruction, and no erosions, ulcerations, or granulation tissue

ESS, endoscopic subscore; HEMI, histologic endoscopic mucosal improvement; PGA, physician’s global
assessment; PROM, patient-reported outcome measure; RB, rectal bleeding; SF, stool frequency;

UC, ulcerative colitis

1. Rutgeerts P, et al. N Engl ) Med 2005;53:2462-76; 2. Reinisch W, et al. Gut 2011;60:780-7; 3. Sandborn WJ, et al. Gastroenterology 2012;142:257-65; 4. Sandborn W], et al. Gastroenterology 2014;146:85-95; 5. Sandborn WJ, et al. Gastroenterology 2014;146:96-109;
6. Feagan BG, et al. N EnglJ Med 2013;369:699-710; 7. Sandborn WJ, et al. N Engl ] Med 2017;376:1723-36; 8. Allen PB, et al. Expert Opin Biol Ther 2020;20:151-61; 9. Sands BE, et al. N Engl J Med 2019;381:1201-14; 10. Sandborn WJ, et al. Presented at: UEGW Virtual
2020:Oral Presentation LB02; 11.Sandborn WJ, et al. Gastroenterology 2020;158:2139-49; 12. Feagan BG, et al. Lancet 2021;397:2372-84; 13. Vermeire S, et al. J Crohns Colitis 2021;15(Suppl 1):5021-22; 14. Lewis JD, et al. Inflamm Bowel Dis 2008;14:1660-6



Sliznic¢ni endpointy v klinickych studiich v UC se vyvijeji tak, aby Iépe odrazely vyznam
sliznicniho zhojeni

UC schvdéleni v
Evropé (rok)!2

Slizni¢ni zhojeni
(ESS=0 a histologie)

,
1

c

) v,
) Sliznicni zhojeni
L a a
N (ESS<1 a histologie)
2

c

9
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N . s

> Histologické

kst zlepseni/

c q

P remise

()

[

ESS = 0/1°

3ESS <1 was referred to as “mucosal healing”;

ESS=0 a Geboes
ESS <1 A histologickd remise zaloZena na Geboes skére (Zadné nebo skére <2.0

mirné zvySeni v chronickém zanétlivém infiltratu v lamina propria, Zadné
neutrofily v lamina propria nebo epiteliu a Zadna eroze, ulcerace nebo
granulace tkané)

<
ESS <1 A histologické zlepSeni (infiltrace neutrofily v <5% krypt, Zadna destrukce EGSSb' -0 . ESS<l1a
eboes Geboes <3.1

krypt a zadné eroze, ulcerace nebo granulace tkané )
yp ! g ) skore <2.0

Geboes skére <2.0
Infiltrace neutrofily v <5% krypt, Zddna destrukce krypt a Zadna eroze,
ulcerace nebo granulace tkané *

*

Zadné nebo mirné zvyseni v v chronickém zanétlivém infiltratu v lamina propria, Zadné neutrofily v Jakékoli snizeni od
lamina propria nebo epiteliu a Zddna eroze, ulcerace nebo granulace tkané baseline v Geboes skore

* * *
* * * * * * * * *

Infliximab®  Adalimumab?? Golimumab3?® Vedolizumab*? Tofacitinib®62 Ustekinumab’®  Ozanimod®? Filgotinib!! Upadacitinib!13

1. Rutgeerts P, et al. N EnglJ Med 2005;353(23):2462-76; 2. Sandborn WJ, et al. Gastroenterology 2012;142:257-65;

3. Sandborn WJ, et al. Gastroenterology 2014;146:85-95; 4. Feagan BG, et al. N EnglJ Med 2013;369:699-710; 5. Sandborn WJ, et al. N EnglJ Med
2017;376:1723-36 supplementary appendix; 6. Tofacitinib smpc. Available at: https://www.medicines.org.uk/emc/product/2500/smpc.

Accessed June 25, 2021; 7. Sands BE, et al. N Engl J Med 2019;381:1201-14; 8. Ustekimumab smpc. Available at:
https://www.medicines.org.uk/emc/product/4413/smpc. Accessed June 25, 2021; 9. Sandborn W, et al. Am J Gastroenterol 2020;115(Suppl):56-S7;
10. Sandborn WJ, et al. Presented at: UEGW Virtual 2020: Oral Presentation LB02; 11. Feagen BG, et al. Lancet 2021 397:2372—-84; 12. Sandborn WJ,

ESS, endoscopic subscore; FDA, Food and Drug Administration; UC, ulcerative colitis et al. Gastroenterology 2020;158:2139-49; 13. Sandborn W/, et al. J Crohns Colitis 2019;13(Suppl 1):S009, abstract OP14.



STRIDE-I (2015) doporucovaly kompozitni Iécebny cil pro CD a UC:
klinicky + endoskopicky

Selecting therapeutic targets in IBD (STRIDE-I) programme

* Iniciovan I0IBD

* Prozkoumat potencial 1é¢ebnych cild u IBD pro sestaveni T2T strategie klinického managementu

* Proces evidence-based expert consensus (systematické review literatury a opakovanych survey |IOIBD ¢len()
* Skupina odsouhlasila a publikovala 12 doporuceni jak pro CD tak i UC: STRIDE-I

T2T doporuceni u CD T2T doporuceni u UC
e L e ——— = [
Clinical/PRO remission f AND ) Endoscopic remission Clinical/PRO remission / AND ; Endoscopic remission
Target: Resolution of abdominal pain Target: Absence of ulceration Target: Resolution of rectal bleeding Target: Resolution of friability and ulceration at
and normalisation of bowel habit * Should be assessed within 6-9 months and normalisation of bowel habit flexible sigmoidoscopy or colonoscopy
* Resolution of symptoms alone is not after start of therapy * Resolution of symptoms alone is nt a sufficient target * Should be assessed at 3 months during active phase
a sufficient target * When endoscopy cannot adequately evaluate * Assessed at minimum of 3 months until resolution *  MES of Ois optimal target, with subscore of 1 should be
* Patients individual goals should also be addressed inflammation, assess resolution of inflammation * Assessed at least every 6-12 months after resolution minimum target
by cross-sectional imaging

\

Adjunctive measures |

Biomarkers: CRP and FCP are adjunctive measures of inflammation, not targets, for monitoring CD Biomarkers: CRP and FCP are adjunctive measures of inflammation, not targets, for monitoring UC
Histology: Histologic remission is not considered a target

Histology: Histologic remission is not considered a target due to lack of evidence of clinical utility

*Cross-sectionalimaging is not a target in UC

CD, Crohn’s disease; CRP, C-reactive protein; FCP, faecal calprotectin; IBD, inflammatory bowel disease; I0IBD, International Organization for the Study of IBD; MES, Mayo Endoscopic Subscore; PRO, patient-reported outcome;
T2T, treat-to-target; UC, ulcerative colitis.

Peyrin-BirouletL, et al. Am J Gastroenterol 2015;110:1324-38.



Treat-to-target pristup se vsak dale posouva

Ve spojeni s klinickymi cili doporucuje STRIDE-II jako dlouhodobé cile pro pacienty s UC nutnost endoskopického
hojeni, zlepseni QoL souvisejici se zdravim pacienta a snizeni disability.

* J FCna
akceptovatelné * Endoscopické hojeni®
* Symptomaticka hodnoty (endoscopické zlepseni: ESS <1)
* Symptomaticka remise * Normalni rast * Normalizace Qol
odpovéd’ * Normalizace CRP (u déti) * Absence disability

Histologické hojeni
Terapie rozpozndno jako
zvolena dle duleZité doplrikové
rizik ‘ opatreni pro konecny
cil hlubokého zhojeni

(dosud neni formdlni
cil)

~

N N

Kratkodobé cile Strednédobé cile Dlouhodobé cile

aReferred to as “mucosal healing” in some publications
CRP, C-reactive protein; ESS, endoscopic subscore; FC, fecal calprotectin; QoL, quality of life;
STRIDE, Selecting Therapeutic Targets in Inflammatory Bowel Disease; UC, ulcerative colitis

Requested copyright permission for Figure 2 in Turner D, et al. Gastroenterology 2021
Turner D, et al. Gastroenterology 2021;160:1570-83



Endoskopicky a histologicky nalez jako indikace k Iécbé u pacientti s UC (n=60,

monocentrické)

Sliznicni zhojeni
100 -

80 Ano

== Ne
60

40

20_ I

Uprava lééebné terapie u pacienti bez slizniéniho zhojeni

Kumulativni pravdépodobnost
dosazeni slizni¢niho zhojeni (%)

0 20 40

Time (weeks)
At risk (n=45):
Yes 24 22 13 10 6 5
No 21 21 18 16 14 12

IBD, inflammatory bowel disease; UC, ulcerative colitis.
Bouguen G, et al. Inflamm Bowel Dis 2014;20:231-9.

Kumulativni pravdépodobnost

histologického zhojeni (%)
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Uprava lééebné terapie u pacientd bez histologického
zhojeni
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No
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Histologické hojeni: vyznam histologického zhojeni pro vyvoj UC

Corticosteroid requirement Hospitalisation Colectomy

- .
‘omrmtduvswvswy.

Proportion of patients in

corticosteroid-free remission (%)
Proportion of patients
surgery-free remission (%)
o
e

o

O L] 1 L] 1

0 20 40 60 80 20 40 60 80
Time (months) Time (months)

o

0 20 40 60 80
Time (months)

Proportion of patients
hospitalisation-free remission (%)
w
:

- Histological ‘complete’ remission®
==+ Histological activity
—  Endoscopic remission
« =+ Endoscopic activity
Endoscopic remission AND histological activity

Bryant RV, et al. Gut 2016 Mar;65(3):408-14



Benefit dosazeni prisnéjsich dlouhodobych vysledki: endoskopické
a histologické remise

Systematické review a meta-analyza pacienti s UC v klinické remisi ukazuje, ze:

pacienti dosahuijici prisnéjsich IéCebnych endpointu (endoskopicka a histologicka remise) méli

podstatné nizsi riziko klinického relapsu v porovnani s pacienty, ktefi dosahli ,,pouze” klinické remise

12meésicni riziko klinického relapsu
— J 52%
13,7°
— . —J 3%
io

ESS=0

ESS=0
a
histologicka
remise

aMedian 12-month risk of clinical relapse. PEstimated annual clinical relapse based on @
ESS, endoscopic subscore; UC, ulcerative colitis Yoon H, et al. Gastroenterology 2020;159:1262-75



Dulezitost pozitivniho vlivu na sliznici pro dlouhodobé vysledky v UC

Systematické review a meta-analyza (N=2073) ukdazala, Ze pozitivni vliv na sliznici je
spojen s nizsim rizikem kolektomie a remisi bez kortikoidti

Studie Ci Odds ratio Odds ratio
podskupina MH?, random (95% Cl) MH?, random (95% Cl)
Arias 2015 6.10 (2.83, 13.17) ——
Armuzzi 2013 2.94 (1.36, 6.38) —_——
el G Colombel 2011 7.48 (4.48, 12.47) ——
(n-89g1) P Dai 2014° 0.50 (0.15, 1.63) @
- Gustavsson 2010° 11.15 (0.47, 266.66) @ >
Tursi ADA 2014 Not estimable
Tursi IFX 2014 1.65 (0.71, 3.83) @
Subtotal (95% Cl) 3.02 (1.35, 6.74)
Cabriada 2010 64.00 (3.83, 1210.55) . ad
Nebiologicka terapie Froslie 2007 1.56 (1.01, 2.41) —@—
(n=490) Paoluzi 2002 7.50 (1.39, 40.43) @
Yamamoto 2010 49.17 (13.99, 172.83) —
Subtotal (95% Cl) 11.79 (1.39, 100.11) —— R —
Total (95% Cl) 4.50 (2.12, 9.52) —~—
1 1 1 1
0.01 0.1 1 10 100
aMucosal healing defined in most studies in meta-analysisas ESS 0 or 1 (two studies used ESS 0P) FaVO rs no M H 1 FaVO rs M H 1

ADA, adalimumab; Cl, confidence interval; ESS, endoscopic subscore; IFX, infliximab; MH, mucosal healing;

Request copyright permission for Suppl Figure 3 in Shah SC, et al. Clin Gastroenterol Hepatol 2016, for your territory.
MH1, mucosal healing at the first endoscopic evaluation after initiation of UC therapy

Shah SC, et al. Clin Gastroenterol Hepatol 2016;14:1245-55



Histologicka remise je spojena se snizenim rizika relapsu UC

Systematické review a meta-analysis spojitosti mezi histologickou aktivitou a relapsem (28 studii)

Perzistujici histologicka aktivita byla u pacientl s UC v endoscopické remisi spojena s vyssi mirou relapsu

8 -
o 5 7
g 2 61
O @ 5 1
o 24 -
823
T N ) A
@) 1 -
O -
Histologicky >3.1vs<3.1 >2.1vs<2.1 >0vs 0 Bazalni Infiltrace Deplece mucinu Nepravidelnost
aktivni plazmacytdza neutrofily architektury
onemocneéni krypt
GS cut-offs Histologické vlastnosti

GS, Geboes score; UC, ulcerative colitis Gupta A, et al. Clin Gastroenterol Hepatol 2020; doi: 10.1016/j.cgh.2020.09.046. Online ahead of print



12
SPIRIT: Selecting End Polnts foR Disease-Modificatlon Trials

Od terapeutickych cilti k chorobu modifikujici Iécbé

Step 1: Disease control

Bi i Step 2: Disease modification
normalization
Clinical response Endoscopic healing Returning to a normal Preventing disease Reducing long-term
Clinical remission Normal growth life: disability, QOL complications complications

@

|

¥ ©@ ©@ ©
, .

Current: " : Current: :
Higtorical: Clinical response & remission uture: Historical: Normal Qol. & no disabilityincontinence Future:
R CRP & calprotectin PRSONIO v No need for surgery/hospitalization Reduced
Chnical response akzation healing (UC) No need for No bowel damage (CD)/ extension (UC) cancer &

& remisson ic heali Transmural surgery / No extra-imestinal manifesiations
Endoscopic mg.. healing (CD) hespitalkzation No permanem stoma or SBS
Normal QoL & no disability 4

|
STRJD% @ SPIRIT

.

mortalty
nsk

Le Berre C, et al. Gastroenterology 2022;162:1424-1438



Souhrn

IIIII

2. Endoskopicka remise (ESS = 0) je dulezitym dlouhodobym cilem v UC, slizni€ni

zhojeni je proto v Iécbé UC dulezitou strategii

3. PROs a endoskopické endpointy nejsou konzistentné definovany mezi klinickymi

studiemi
4. V budoucnu budou zrejmé preferovany neinvazivni markery a dalsi formy PROs

5. Klinické studie budoucnosti budou zaméreny na ,,chorobu modifikujici efekt

PRO, patient-reported outcome
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