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Hodnoceni efektu lécby

* Odpovéd vs. remise
« Cas hodnoceni
« Zpusob hodnoceni
— Kklinicky stav (aktivita — tize), PRO
— laboratorni parametry (CRP, FC — feritin, albumin) Jaky je konkrétni 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...8-13
Udrzitelna Dlouhodoba

klinicka klinicka Spojené endpointy,
INICKA v v 6 PROMs, slizniéni zhojeni,
OdeVEd endoskopické a
/remise7 histologické hojeni a
snizeni biomarkera

Klinicka Klinicka
odpovéd? remise?

remise3

Klinicka odpovéd'(2005-2019): Snizeni od baseline v celkovém Mayo skére o 23 body a 230% I:::'Zk:kgfepg‘gdéjgzi :;)(;;nzi::’izgit:/a:Egzsé\;:ilp?:;rllir:;
A snizeni v subskére RB o 21 bod (nebo absolutni skore <1) ¥ b ¥ a=3u% b

(nebo absolutni subskére <1)

Klinicka remise (2021 ->): Adaptované Mayo skore <2 body A zadné
Klinicka remise (2005-2019): Celkové Mayo skore <2 body A zadné jednotlivé subskore >1 bod jednotlivé subskdre >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

subskore >1 bod A RB subskdre =0

Full v 0-12 Symptomaticka remise: Caste¢né Mayo skére <2
) body A Zadné subskére >1 bod A
Partial v v v 0-9 RB a SF subskére =0 Histologicko-endoskopické Histologické zlepseni:
slizni€ni hojeni (2019 ->): Jakékoli snizeni od baseline v
A ’ - 7’ 7 . . e v ”:
dapted v v v 0-9 Hluboka remise: Celkové Mayo skére <2 body A Histologické zlepdeni® A Geboes skére/inflitrace
. Zadné subskore >1 bod A ické Seni : i 9
Partial adapted* v v 0-6 . endoskopické zlepseni/HEMI: Vrjeut,roflly v <5% krypt,
ESS a RB subskére =0 Geboes skére <3.1 a ESS <1)/ zadna destrukce krypt a
histologicka remise® A zadné eroze, ulcerace nebo
aHist'v:)logic imprgvement defined'as n.eutrophil infiltration in <5% of crypts, no crypt destruction, and no cortiCOSterOid-free kliniCka’ remise: KIInICké remise a endoskopické Z|ep§en|' granUIace tké né
S;I(i)sstlglr:)sgligl::::slzi:‘; :;fignrzgu;astgntelzstl:zphils in the epithelial crypts or lamina propria, no increase in Vysa Zené ste I'Oidy

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 J 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 WJ, 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 ) 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



Slizniéni endpointy v klinickych studiich v UC se vyvijeji tak, aby lépe odrazely vyznam
sliznicniho zhojeni

ESS=0 a Geboes
skore <2.0

UC schvaleni v
Evropé (rok)*?

slizniéni zhoieni ESS <1 A histologicka remise zaloZzena na Geboes skore (Zadné nebo
X J . mirné zvyseni v chronickém zanétlivém infiltratu v lamina propria, Zadné
(ESS=0 a histologie) neutrofily v lamina propria nebo epiteliu a Zadna eroze, ulcerace nebo \

granulace tkané)

e

c
2 i i . o - P <

o Slizniéni zhojeni ESS <1 A histologické zlep$eni (infiltrace neutrofily v <5% krypt, Zadna destrukce EGsesbole: ESS<1 a

= (ESS<1 a histologie) krypt a Zadné eroze, ulcerace nebo granulace tkané) ) Geboes <3.1

o skére <2.0

<

c

O e

'S Geboes skére <2.0

.E . . ) . . < 0, v s s v s s

= Histologické Infiltrace neutrofily v <5% krypt, Zadna destrukce krypt a Zadna ero'zev,

O v ulcerace nebo granulace tkané

O zlepseni/

é remise Zadné nebo mirné zvysSenivv chronickém zanétlivém infiltratu v lamina propria, Zadné neutrofily v ’J Jakékoli snizeni od

8 lamina propria nebo epiteliu a Zadna eroze, ulcerace nebo granulace tkané baseline v Geboes skore

A > * *x *x  *x  *x  x % *

Infliximab'? Adalimumab?? Golimumab3? Vedolizumab*? Tofacitinib>%2 Ustekinumab’®  Ozanimod®!° Filgotinib'? Upadacitinib!2:13

1. RutgeertsP, et al. N Engl J Med 2005;353(23):2462-76; 2.Sandborn WJ, etal. Gastroenterology 2012;142:257-65;

3. Sandborn WJ, et al. Gastroenterology 2014;146:85-95; 4. Feagan BG, et al. N Engl J Med 2013;369:699-710; 5. Sandborn WJ, etal. N Engl J Med

2017;376:1723-36 supplementary appendix; 6. Tofacitinib smpc. Available at: https://www.medicines.org.uk/emc/product/2500/smpc.

AccessedJune 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):S6-S7;

2ESS <1 was referred to as “mucosal healing”; 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, endoscopicsubscore; FDA, Food and Drug Administration; UC, ulcerative colitis et al. Gastroenterology 2020;158:2139-49; 13. Sandborn WJ, et al. J Crohns Colitis 2019;13(Suppl 1):5S009, abstract OP14.



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

Selecting therapeutic targets in IBD (STRIDE-I) programme

* IniciovanI0IBD

* Prozkoumat potencial Ié¢ebnych cilt u IBD pro sestaveni T2T strategie klinického managementu

* Proces evidence-based expert consensus (systematické review literatury a opakovanych survey I0IBD ¢len()
e Skupina odsouhlasila a publikovala 12 doporuceni jak pro CD tak i UC: STRIDE-I

T2T doporuceni u CD T2T doporuceniu UC

Composite endpoint Composite endpoint

Clinical/PRO remission

Clinical/PRO remission

( AND ) Endoscopic remission / AND ; Endoscopic remission

Target: Resolution of abdominal pain Target: Absence of ulceration

and normalisation of bowel habit

* Resolution of symptoms alone is not
a sufficient target

¢ Patients’ individual goals should also be addressed

* Should be assessed within 6-9 months
after start of therapy
* When endoscopy cannot adequately evaluate

inflammation, assess resolution of inflammation
by cross-sectional imaging

Target: Resolution of rectal bleeding

and normalisation of bowel habit

* Resolution of symptoms alone is not a sufficient target
* Assessed at minimum of 3 months until resolution

* Assessed at least every 6-12 months after resolution

Target: Resolution of friahility and ulceration at
flexible sigmoidoscopy or colonoscopy
*  Should be assessed at 3 months during active phase

* MES of 0is optimal target, with subscore of 1 should be
minimum target

Adjunctive measures

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

N\

Biomarkers: CRP and FCP are adjunctive measures of inflammation, not targets, for monitoring UC
Histology: Histologic remission is not considered a target due to lack of evidence of clinical utility

*Cross-sectional imagingis 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

* Symptomaticka
odpovéd

G Terapie
Aktivni zvolena dle

nemoc rizik

- | - - | - -

—

Kratkodobé cile

2Referred to as “mucosal healing” in some publications
CRP, C-reactive protein; ESS, endoscopicsubscore; FC, fecal calprotectin; QolL, quality of life;
STRIDE, Selecting TherapeuticTargets in Inflammatory Bowel Disease; UC, ulcerative colitis

TN TN

‘ Stiednédobé cile

Dlouhodobé cile

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



Symptomaticka odpovéd

Ulcerdzni kolitida

tyden 2 dle éaste¢éného adaptovaného Mayo skoére

M Placebo B UPA 45 mg

100,0
80,0 . *
_ 60,1 63,3
X 60,0
%]
g 40,0
'_g? ’ 27,3 25,9
(%]
0,0
N=154 N=319 N=174 N=341
U-ACHIEVE B SS2 U-ACCOMPLISH®

* p< 0.001 vs placebo

Wk 2 Clinical Response (Partial Adapted Mayo): Decrease in Partial Adapted Mayo score = 1 point and
2 30% from Baseline, PLUS a decrease in RBS = 1 or an absolute RBS < 1

RBS, rectal bleeding subscore; UPA, upadacitinib; wk, week

Danese S, Vermeire S, Zhou W, et al. Lancet. DOI:doi.org/10.1016/S0140-6736(22)00581-5 1

% of patients (95% CI)

Crohnova choroba

U-ACCOMPLISH
U-ACHIEVE®
U-EXCEED B

Mi4-431

U-EXCEL B

Mia-433

U-ENDURE®

M14-430

tyden 2 dle CR-100 a klinicka remise (SF/APS) v

tydnu 4
CR-100 at Wk 2 (NRI-C) Klinicka remise (SF/APS) v tydnu 4 (NRI-C)
1097 100 -
80 T 80 J
Adjusted treatment Adjusted treatment Adjusted treatment
difference (95% CI): difference (95% CI): difference (95% CI):
20.7% (13.7-27.8) 11.7% (4.2-19.2) Adjusted treatment 21.2% (14.3-28.2)
60 - | difference (95% CI):
(_A_\ (_A_\ 60 23.3% (16.6-29.9) |
P <.0001 P<.01 { A \
40 - 33,2% 32,2% ;| Ps.0001 39 Agp  Ps-0001 35,7%
20,4%
14,8%
201 12,4% 20 - 8
9,4%
0 - 0
N=171 N=324 N=176 N = 350 N=171 N=324 N=176 N = 350
U-EXCEED Induction U-EXCEL Induction U-EXCEED Induction  U-EXCEL Induction
B Placebo W UPA 45 mg

CR-100: decrease of at least 100 points in CDAI from BL

Clinical remission (SF/APS): average daily SF < 2.8 and not worse than BL AND average daily APS < 1 and not worse than BL

APS, abdominal pain score; BL, baseline; ClI, confidence interval; COVID-19, coronavirusdisease 2019; NRI-C, nonresponderimputation—COVID-19; SF, stool frequency; UPA, upadacitini
wk, week 1. ColombelJF, etal. Gastroenterology. 2022;162(7):S-1394. 2. LoftusEV Jr, et al. United European Gastroenterol J. 2022;10(S8):103-104.



U-ACCOMPLISH®
Denni pribéh dosazeni SFS<1 aRBS =0 U-ACHIEVE®

4-234

Post-hoc analyza: Pooled analyza U-ACHIEVE a U-ACCOMPLISH
Symptomaticka uleva (SFS <1 aRBS=0) od dneldodne 14

SFS =1 RBS =0

100 100
. 80 80
LLl L §8§
" N sss sss 9
z 60 H w0 sss §58 888 9 _ g

§§8 §§§ -

S §s5 sss 555 8§ 98 §§§ X 885
o sg 558 888 %
S 10 55§ /Hﬂ/i =
S §§8 o
= 555 359 /ﬁ/ﬁ =
o o

20 — 20

0 0
0 1 2 3 45 6 7 8 91011 12 1314 01 2 3 45 6 7 8 91011121314
Days Days
PBO (n=303-319) ™ UPA 45 mg QD (n=623-647) PBO (n=303-319) ™ UPA 45 mg QD (n=623-647)

Error bars are + SE. SNominal p<0.05; $8$nominal p<0.001 vs PBO. P-values are nominal and not multiplicity controlled.? Limitations: Post-hoc analyses lack multiplicity control. No statistical or clinical conclusions can be drawn.
PBO, placebo; QD, once daily; RBS, rectal bleeding subscore; SE, standard error; SFS, stool frequency subscore; UPA, upadacitinib.

1. Vermeire S, et al. Presented at United European Gastroenterology Week, 3—5 October 2022, virtual: DOP38; 2. Danese S, et al. Lancet. 2022;399:2113-28 (supplementary data).



Denni prubéh dosazeni SFS=0

U-ACCOMPLISHB
U-ACHIEVE®

M14-234

Post-hoc analyza: Pooled analyza U-ACHIEVE a U-ACCOMPLISH

Symptomaticka uleva (SFS =0) od dne 1 do dne 14

=0

100-

» o
T 7

N
T

Percentage of patients with

0

SFS=0

kg *TEE *k%

IR KhE  wekk *%%
I *kk Kik%
*%*

*%*
*

Mayo stool frequency score
S
T

T 1 T 11 |
012345678 91011121314

Days

95% CI for adjusted difference and p-value are calculated according to the Cochran-Mantel-Haenszel (CMH) test adjusted for strata. Day O represents the first day of randomization and first dose of treatment

of induction phase. Patient numbers for all parameters and timepoints were N=303-319 PBO and N=616-634 UPA 45 mg QD. Error bars are tstandard error. *P <.05. **P <.01. ***P <.001 vs PBO.

Vermeire S: ECCO 2022; DOP 38



U-ACCOMPLISH®
Abdominalni bolest = 0 a absence nutkani na stolici U-ACHIEVE®

M14-234

Post-hoc analyza: Pooled analyza U-ACHIEVE a U-ACCOMPLISH
Symptomaticka uleva (abdominalnibolest = 0 a absence nutkani na stolici) ode dne 1 do dne 14

Skoére abdominalni bolesti =0 Absence nutkanina stolici

100 100
. 80 . 80
i w
) )
+l +
< 60 < 60 o 5
%) %) . S 85 888
3 40 5 40 588
< <
a¥ a

20 20

0 0

0O 1 2 3 4 5 6 7 8 9 10 11 12 13 14 0O 1 2 3 4 5 6 7 8 9 10 11 12 13 14
Days Days
PBO (n=303-319) ™ UPA 45 mg QD (n=623-647) PBO (n=303-319) ™ UPA 45 mg QD (n=623-647)

Error bars are + SE. $Nominal p<0.05; $8$nominal p<0.001 vs PBO. P-values are nominal and not multiplicity controlled.? Limitations: Post-hoc analyses lack multiplicity control. No statistical or clinical conclusions can be drawn.
PBO, placebo; QD, once daily; SE, standard error; UPA, upadacitinib.

1. Vermeire S, et al. Presented at United European Gastroenterology Week, 3-5 October 2022, virtual: DOP38; 2. Danese S, et al. Lancet. 2022;399:2113-28 (supplementary data).



Treat-to-target pristup se vsak dale posouva

* Symptomaticka
* Symptomaticka remise
odpovéd * Normalizace CRP

G Terapie
Aktivni zvolena dle

nemoc rizik

Cile nenaplnény

| - - | - - | - -
N N N

Kratkodobé cile ‘ Strednédobé cile ‘ Dlouhodobé cile

2Referred to as “mucosal healing” in some publications
CRP, C-reactive protein; ESS, endoscopicsubscore; FC, fecal calprotectin; QolL, quality of life; Requested copyright permission for Figure 2 in Turner D, et al. Gastroenterology 2021.
STRIDE, Selecting TherapeuticTargets in Inflammatory Bowel Disease; UC, ulcerative colitis Turner D, etal. Gastroenterology 2021;160:1570-83



U-ACCOMPLISH

L, . . U-ACHIEVE®
Symptomaticka remise a normalizace CRP U-EXCEEDB

Mi4-431

U-EXCEL B

Mia-433

U-ENDURE®

M14-430

Ulcerdzni kolitida Crohnova choroba

Klinicka remise dle adaptovaného Mayo skoére v

Klinicka remise (SF/APS) v tydnu 12

tydnu 8
M Placebo B UPA 45 mg
100,0 100 1
Adjusted treatment
difference (95% CI):
80,0 * Adjusted treatment 28.7% (20.9-36.4)
* 80 difference (95% CI):
. 5 25.9% (18.7-33.1) P < 0001
X t | <.
z 2 ’ ‘ 50,7%
*8 @ 601 P <.0001 (/0
[72]
3 400 - 33,5 £ 39,8%
3 ' g 40
20,0 =
4,8 4,1 L
0,0 I — 20 - 14,0%
N=154 N=319 N=174 N=341
O n
U-ACHIEVE B SS2 U-ACCOMPLISH® N=171 N = 324 N =176 N =350

U-EXCEED Induction U-EXCEL Induction

B Placebo M UPA 45 mg

*P <0.001 vs placebo.

Clinical Remission: adapted Mayo score <2, with SFS <1 and not greater than baseline, RBS of 0, and Clinical remission (SF/APS): average daily SF < 2.8 and not worse than BL AND average daily APS < 1 and not worse than BL
endoscopic subscore <1.

ES, endoscopic subscore; QD, once daily; RBS, rectal bleeding subscore; SFS, stool frequency subscore;

UPA, upadacitinib.

Danese S, et al. OP24. European Crohn’s and Colitis Organisation 2021 Congress.; ) ) ) ) ) o ) ) .
v ire S et al. OP23. E Crohn’ d Colitis O isati 2021 C APS, abdominal pain score; BL, baseline; ClI, confidence interval; COVID-19, coronavirusdisease 2019; NRI-C, nonresponderimputation—COVID-19; SF, stool frequency; UPA, upadacitini
ermeire S, et al. - european Lrohn's an oliis Urganisation ongress. wk, week 1. ColombelJF, etal. Gastroenterology. 2022;162(7):S-1394. 2. LoftusEV Jr, et al. United European Gastroenterol J. 2022;10(S8):103-104.



Symptomaticka remise a normalizace CRP

Ulcerozni kolitida

Zmény hladiny CRP v indukéni fazi Zména hladin CRP v udrzovaci fazi

High-sensitivity C-reactive Protein (mg/L) Change From Baseline (MMRM)

=@= Placebo == UPA 45 mg

--#--: Placebo (N=149) UPA 15 mg (N=148)

—8— UPA 30 mg (N=154)

ssssss

uuuuuu

32 Week 2 Week 4 Week 6 Week 8 5 5.1 57 5,6
%, 4,:
S 6 3,7 .. '
5 3,0 35 Lt S
s -~ 0~ TTT—— e T T Jeee e, et e,
2 a4 T b L T T e '
c YT L T
-g o _014
t 11-0,4 1T -
£ I '
% ~
: 0,z
4
BL Week Week Week Week Week Week Week Week
4 8 12 20 28 36 44 52

BL, baseline; Fcal, fecal calprotectin; hs-CRP, high-sensitivity C-reactive protein;
1. DaneseS et al.Lancet. 2022;399(10341):2113-2128.

LS, least squares; MMRM, mixed-effect model repeat measurement; UPA, upadacitinib.



Symptomaticka remise a normalizace CRP

Crohnova choroba

Zmény hladiny CRP v indukénifazi (median)

Median (range)
BL hs-CRP (mg/L)
PBO:

7.9 (0.2-126.0)

UPA 45 mg:
8.8 (0.2-144.0)

hs-CRP (mg/L)

«-PBO +» UPA45m
z L . ¥
-2+ . ,
MM X I
-6-1 63 ~— ‘i;; = s
T kww

e - :

0 2 4 8 12

Zména hladin CRP v udrzovaci fazi (median)

UPA UPA
g HER 15mg  30mg
-y 0 08 04 02 0.1 03
a -y .' £ o YYR2 2 & g e wvr: @
g— ~2- » o ‘_':* R *wn
s I e
.? ~'. '."’,,——0 2
;i 84 67 66 ,‘,"‘,ﬁ\\ . - 6.6
B KA S G
0 4 12 22 32 42 62

BL, baseline; Fcal, fecal calprotectin; hs-CRP, high-sensitivity C-reactive protein; LS, least squares; MMRM, mixed-effect model repeat measurement; UPA, upadacitinib.
1. Vermiere et al.P379.ECCO European Crohn’s and Colitis Organisation 2023, Copenhagen, Denmark .
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U-ENDURE®




Treat-to-target pristup se vsak dale posouva

* J FCna

akceptovatelné
* Symptomaticka hodnoty

* Symptomaticka remise * Normalni rist
odpovéd * Normalizace CRP (u déti)

G Terapie
Aktivni zvolena dle

nemoc rizik

Cile nenaplnény

| - - | - - | - -
N N N

Kratkodobé cile ‘ Stirednédobé cile

Dlouhodobé cile

2Referred to as “mucosal healing” in some publications
CRP, C-reactive protein; ESS, endoscopicsubscore; FC, fecal calprotectin; QolL, quality of life; Requested copyright permission for Figure 2 in Turner D, et al. Gastroenterology 2021.
STRIDE, Selecting TherapeuticTargets in Inflammatory Bowel Disease; UC, ulcerative colitis Turner D, etal. Gastroenterology 2021;160:1570-83
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Snizeni hladiny fekalniho kalprotektinu

Ulcerozni kolitida

Hladiny fekalniho kalprotektinu vindukci Hladiny fekalniho kalprotektinu v udrzovaci fazi

Proportion of Patients Achieving Fecal Calprotectin <150 mg/kg up to 8 Weeks  Proportion of Patients Achieving Fecal Calprotectin <150 mg/kg up to 52 Weeks

=—&— Placebo (N=174) —o— UPA 45 mg (N=341) 100 ==& =+ Placebo (N=149) UPA 15 mg (N=148) —e— UPA 30 mg (N=154)

90
80 60,2%*
70 148.4% 58,19%"*

100
90
80
70 .
60 47,9%
50 * e
40 29,8%

30

20 7,7%
10 5’4% -

Week 8 BL Week4 Week8

BL Week 2 Week 20 Week 52

*P values of P<0.001 arenominal and cannot be considered for statistical significance.
BL, baseline; Fcal, fecal calprotectin; hs-CRP, high-sensitivity C-reactive protein; UPA, upadacitinib.
1. Danese S et al.Lancet. 2022;399(10341):2113-2128.



U-EXCEED
U-EXCEL

Snizeni hladiny fekalniho kalprotektinu U-ENDURE®

Crohnova choroba

Zmeéna hladiny fekalniho kalprotektinu v indukéni
fazi (median)

Zména hladiny fekalniho kalprotektinu v udrzovaci
fazi (median)

Median (range) 2004 32.0 ia 500-
BL FCP (pg/g) g 0+ 8 A T ———t = 0152 M 10 380 410 455
PBO: = N : o - irr* " i sg oty R
1024 (30-24234) & - 3680 S °::: vass 2o TE0 W0 5o §ie
uw -400- e —— 466.0 10009 5250 o —s St —— s
SV g = a © gsgo] v RO WD oo oo e
924 (30-28800)  -600+——— ' ' . 2%
0 2 4 8 12 > T T T T r '
0 4 12 22 32 42 52

Time (weeks) Time (weeks)

BL, baseline; Fcal, fecal calprotectin; hs-CRP, high-sensitivity C-reactive protein; LS, least squares; MMRM, mixed-effect model repeat measurement; UPA, upadacitinib.
1. Vermiere et al.P379.ECCO European Crohn’s and Colitis Organisation 2023, Copenhagen, Denmark .



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 * Endoskopické hojeni®
* Symptomaticka hodnoty (endoskopické zlepseni: ESS <1)
e Symptomaticka remise * Normalni rast * Normalizace QoL
odpovéd * Normalizace CRP (u déti) * Absence disability
Histologickeé a
C»O » transmurdlini hojeni
Tera|’:>ie rozpozndno jako
zvolena dle of iy s " .
rizik ‘ dilezité doplrkové
opatreni pro konecny
cil hlubokého zhojeni
(dosud neni formdlni
cil)
\ - ~ 4 \ - ~ 4 \ - ~ 4
Kratkodobé cile Strednédobé cile Dlouhodobé cile

2Referred to as “mucosal healing” in some publications
CRP, C-reactive protein; ESS, endoscopicsubscore; FC, fecal calprotectin; QolL, quality of life; Requested copyright permission for Figure 2 in Turner D, et al. Gastroenterology 2021.
STRIDE, Selecting TherapeuticTargets in Inflammatory Bowel Disease; UC, ulcerative colitis Turner D, etal. Gastroenterology 2021;160:1570-83



Endoskopické hojeni

Ulcerozni kolitida

Endoskopické zlepseni (ESS<1) v tydnu 52

Il Placebo UPA15mg [l UPA 30 mg

Adjusted treatment difference (95% CI):
46.3% (36.7-55.8)
100 ‘
Adjusted treatment
difference (95% ClI):
34.4% (25.1-43.7)

80 | | P<0.0001

62%

" P<0.0001
2
g ©0 49%
g
©
X 40
14%
20
Nl
N=149 N=148 N=154

U-ACHIEVE Maintenance

Cl, confidence interval; UPA, upadacitinib.
1. DaneseS et al.Lancet. 2022;399(10341):2113-2128.

100

% of patients (95% ClI)

80

60

U-ACCOMPLISHE
U-ACHIEVE®

M14-234

U-EXCEED B

Mi4-431

U-EXCEL B

Mi4-433

U-ENDUREB

M14-430

Crohnova choroba

Endoskopicka odpovéd’ a remise v tydnu 52

Endoscopic Response at Wk 52 (NRI-C) Endoscopic Remission at Wk 52 (NRI-C)

Adjusted treatment 100 -
difference (95% CI):
33.7% (26.0-41.3)
| ( A \ Adjusted treatment
80 1 difference (95% ClI):
) P <.0001 23.6% (16.1-31.0)
Adjusted treatment = |
difference (95% CI): O ( \
E 21.0% (13.6-28.4) X
8 60 - Adjusted treatment P <.0001
[ \ 40,1% = difference (95% ClI):
P <.0001 *2 14.4% (7.7-21.0)
27,6% 2 ——
! T 40 - Y
o P <.0001 28,6%
S
S 19,1%
o
20 1
N = 165 N = 169 N =168 0 4

N = 165
U-ENDURE maintenance

N =169 N =168

U-ENDURE maintenance

B Placebo uPA 15 mg [l UPA 30 mg

M Placebo UPA 15 mg [l UPA 30 mg

Endoscopic response: decrease in SES-CD >50% from baseline (BL) (or for patients with a BL SES-CD of 4, at least a 2-point
reduction from BL), as scored by central reviewer

Endoscopic remission: SES-CD <4 and at least a 2-point reduction versus BL and no subscore greaterthan 1 in any individual
variable, as scored by a central reviewer

APS, abdominal pain score; BL, baseline; CDAI, Crohn’s Disease Activity Index; Cl, confidence interval; COVID-19, coronavirus disease 2019; NRI-C, nonresponder imputation-COVID-19; SES-CD, Simple
Endoscopic Score in Crohn’s Disease; SF, stool frequency; UPA, upadacitinib; wk, week. 1. Colombel JF, et al. Gastroenterology. 2022;162(7):S-1394. 2. Loftus EV Jr, et al. United European Gastroenterol
J. 2022;10(S8):103-104. 3. Panes J, et al. Oral presentation at: the American College of Gastroenterology Annual Scientific Meeting; October 21-26, 2022; Charlotte, NC.



Normalizace kvality zivota

Ulcerdzni kolitida

Zména od baseline v IBDQ v tydnu 52

Adjusted treatment difference
(95% Cl): 41.0 (31.4-50.6)

o 100 1
% Adjusted treatment difference
@ (95% ClI): 31.3 (22.0-40.7)
o 80 1 | | P<0.0001
[&]
g P<0.0001 58,9
e
(]
E 60 - 49,2
@
E :|'
g
o
= 40 A
S
g 17,9
S
c 20 1
@
(]
S
n
— O i
N=149 N=148 N=154
U-ACHIEVE Maintenance
B Placebo UPA15mg [l UPA 30 mg

*Data were analyzed by non-responder imputation incorporating multiple imputation to handle missing data due to COVID-19.
Cl, confidence interval; IBDQ, Inflammatory Bowel Disease Questionnaire; LS, least squares; UPA, upadacitinib.
1. Danese S et al.Lancet. 2022;399(10341):2113-2128.

Crohnova choroba

U-ACCOMPLISH
U-ACHIEVE®
U-EXCEED B

Mi4-431

U-EXCEL B

Mia-433

U-ENDUREB

M14-430

Procento pacientu s IBDQ odpovédi v tydnu 52

Adjusted treatment difference
(95% Cl): 33,3 (24,0-42,6)

o 100 1
2 Adjusted treatment difference
§ (95% ClI): 19,6 (10,4-28,8)
© 80 - | | P<0.0001
g P<0.0001
= ' 53,5
= 60 1
=
[%)]
c
Q
= 40 A
o
©
>
8 20 A
c
[}
(&)
$

O .

N=149 N=148 N=154
U-ACHIEVE Maintenance
B Placebo UPA 15mg [l UPA 30 mg

1. Gosh et al.P434.ECCO European Crohn’s and Colitis Organisation 2023, Copenhagen, Denmark .
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Histologické hojeni u ulcerdzni kolitidy: histologicko-endoskopické sliznicni
zlepseni

HEMI v tydnu 8 HEMI v tydnu 52

B Placebo M UPA 45 mg Il Placebo UPA15mg [l UPA 30 mg

Adjusted treatment difference (95% ClI):
37.3% (27.8-46.8)

100 -~ 100 -
Adjusted treatment ‘ Adjusted treatment ‘

80 - Adjusted treatment difference (95% ClI): 80 difference (95% ClI):

difference (95% ClI): 30.1% (24.1-36.2) 23.8% (14.8-32.8)

23.7% (17.5-30.0) | | | |
60 1 | | P<0.0001 60 1 50%

P<0.0001 360/
0 0
40 A 30% 40 - 35%
20 - 20 - 12%
- — I
0 - 0 -
U-ACHIEVE Induction U-ACCOMPLISH U-ACHIEVE Maintenance

Geboes =£3.1: neutrophil infiltration in <5% of crypts, no crypt destruction, and no erosions, ulcerations, or granulation tissue?

Cl, confidence interval; HEMI, histologic-endoscopic mucosal improvement; UPA, upadacitinib.
1. DaneseS et al.Lancet. 2022;399(10341):2113-2128.2. Geboes K et al. Gut. 2000;47(3):404-409.



liznicni hojeni u Crohnovy choroby

SES-CD subskoére ulcerovaného povrchu 0
v tydnu 12

100 4
80 -
@)
= 60 1
8 Adjusted treatment difference (95% ClI):
~ 20% (14-25)
a2 Adjusted treatment difference (95% CI):
& 17% (13-21)
= ——
8 40 (_)\_) P < 0.001*
o 0
X P <0.007* 25704
17,0%
20 A
5,0%
0,0%
0 T
N=171 N = 322 N =174 N = 349

U-EXCEED Induction

I Placebo

U-EXCEL Induction

M urPA 45 mg

U-EXCEED®

MiG-431

U-EXCEL®

MiG-433

U-ENDURE®

M14-430

SES-CD subskoére ulcerovaného povrchu 0

v tydnu 52

100 -
80 A
/_'\ . .
O Adjusted treatment difference (95% CI):
L 21% (14-27)
3
<~ 60 A )
(%]
2 f ‘
-2 Adjusted treatment difference (95% ClI): P <0.001*
8 10% (4-16)
T 40 - |
= r
P <0.001*
20 | 13,0%
4,0%
0
N = 164 N = 167 N = 168
I Placebo UPA 15 mg I uPA 30 mg

Mucosal Healing: SES-CD ulcerated-surface subscore of 0 in patients with SES-CD ulcerated-surface subscore 21 at BL

*nominal p value

APS, abdominal pain score; BL, baseline; ClI, confidence interval; COVID-19, coronavirus disease 2019; NRI-C, nonresponder imputation-COVID-19; SES-CD, Simple Endoscopic Score in Crohn’s Disease; SF, stool

frequency; UPA, upadacitinib; wk, week.
1. Upadacitinib SmPC



Treat-to-target pristup s upadacitinibem?

Symptomaticka
odpovéd

Symptomaticka remise
Normalizace CRP

Terapie

zvolena dle
rizik

J FC na akcept. hodnoty

Normalni rist (u déti)

Histologické a
transmuralni hojeni
rozpozndno jako
dilezité doplrikové
opatreni pro konecny
cil hlubokého zhojeni
(dosud neni formdini

cil)
Endoscopické hojeni®
Normalizace QoL
Absence disability
\ - g \ -
N N
Kratkodobé cile Strednédobé cile

2Referred to as “mucosal healing” in some publications
CRP, C-reactive protein; ESS, endoscopic subscore; FC, fecal calprotectin; QoL, quality of life;
STRIDE, Selecting TherapeuticTargets in Inflammatory Bowel Disease; UC, ulcerative colitis

—~

Dlouhodobé cile

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



Treat-to-target koncept v klinické praxi 365 IBD

Siddharth Singh, Brant J. Oliver, Jason K. Hou, Donald Lum,
Welmoed K. van Deen, S. Alandra Weaver, Corey A. Siegel,
Gil Y. Melmed, on behalf of IBD Qorus

Methods: Intention to treat-to-target score

» Among patients who had not achieved target of mucosal healing
1. Was treat-to-target discussed? — YES/NO

2. Was endoscopy/imaging or calprotectin performed within the preceding
12m? - YES/NO

3. Is treatment being changed, or was recently changed, or be determined by
TDM? - YES/NO

If YES to all three questions, then TTT score = 1, otherwise = 0

(categorical)
Minimum threshold for clinically meaningful signal of improvement defined a priori as =22%
increase per month




Treat-to-target koncept v klinické praxi
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Treat-to-target koncept v klinické praxi
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SPIRIT: Selecting End Points foR Disease-Modificatlon Trials

Od terapeutickych cilti k chorobu modifikujici lécbé

Step 1: Disease control

Bicwarkae 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: _
Historical: Chinical response & remission wture: Historical: Normal Qol & no disabilityincontinence Future:
IRV CY CRP & calprotectin Hisiologic e No need for surgery/hospitalization Reduced
L normalization healing (UC) No need for No bowel damage (CD)/ extension (UC) IR

& remission ndoscopic heali Transmural surgery / No extra-intestinal manifestations
NO"E!E' Qol & no afglg,my healing (CDy hospitakzation No permanent stoma or SBS

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



Souhrn

[ v 4

2. Lécba k cili je v praxi realizovatelna a ma efekt
3. Endoskopicka remise (ESS = 0) je dulezitym dlouhodobym cilem v UC, sliznicni

zhojeni je proto v lIécbé UC dulezZitou strategii

4. PROs a endoskopické endpointy nejsou konzistentné definovany mezi klinickymi

studiemi
5. V budoucnu budou zfejmeé preferovany neinvazivni markery a dalsi formy PROs

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

PRO, patient-reported outcome
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