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

Selecting therapeutic targets in IBD (STRIDE-I) programme

e Iniciovan IOIBD

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

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

T2T doporuceni u CD T2T doporuceni u UC
e —————— L ——————— — (—
Clinical/PRO remission ’ 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 not 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 0is 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-sectional imaging 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-Biroulet L, et al. Am J Gastroenterol 2015;110:1324-38.



STRIDE-II: Treat-to-target pristup se vsak dale posunul

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.

* VL FCna
akceptovatelné * Endoskopické hojeni?®
* Symptomaticka hodnoty (endoskopické zlepSeni: ESS <1)
* Symptomaticka remise * Normalni rast * Normalizace QoL
odpovéd’ * Normalizace CRP (u déti) * Absence disability

Histologické a
transmurdlni hojeni
Terapie rozpozndno jako
Rt ‘ dilezité doplrikové
opatreni pro konecny
cil hlubokého zhojeni

(dosud neni formdlni
cil)

N N N

Kratkodobé cile Stfrednédobé cile Dlouhodobé cile

aReferred to as “mucosal healing” in some publications
CRP, C-reactive protein; ESS, endoscopic subscore; FC, fecal calprotectin; QolL, quality of life;

STRIDE, Selecting Therapeutic Targets in Inflammatory Bowel Disease; UC, ulcerative colitis Turner D, et al. Gastroenterology 2021;160:1570-83



Doporuceni Pracovni skupiny pro IBD

Doporuceni Pracovni skupiny pro idiopaticke strevni zanety pro diagnostiku a medikamentozni [eécbu ulcerozni kolitidy

M. Bortlik**, D. Duricova®, L. Hrdli¢ka®, P. Maté&jkova®, A. Novotny’, P. Drastich®, V. Mandys®, P. Minarikova?, B. Pipek®,
I. Mikoviny Kajzrlikova®, L. Nedbalova, J. Kozeluhova®, N. Machkova®, V. Zbofil*, L. Prokopova, P. Kohout', Z. Serclova®,
M. Vasatko?, T. Douda?, J. Stehlik®?, K. Mares®®, M. Lukas®

* Symptomaticka ¢ Sliznicni zhojeni
* Symptomaticka remise * Normalizace QolL
odpovéd’ * Normalizace CRP a FC * Absence disability

Terapie
zvolena dle

rizik

Kratkodoby cil Strednédoby cil Dlouhodoby cil

CRP, C-reactive protein; ESS, endoscopic subscore; FC, fecal calprotectin; QoL, quality of life; UC, ulcerative colitis

Terapeutické cile

Stanovisko 8

U pacientl s UC je kratkodobym tera-
peutickym cilem symptomaticka od-
povéd, stfednédobym cilem je kli-
nickd remise a normalizace biomarkerud
a dlouhodobym cilem je zhojeni sliznice,
normalizace kvality Zivota a eliminace
invalidity. Uvedenych cild by mélo byt
dosazeno bez dlouhodobé 1é¢by systé-
movymi kortikoidy [EL4].

Bortlik, et al. Gastroent Hepatol 2022;76(1): 13-28
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Baseline demografické charakteristiky UC
( . . o - \
Charakteristika onemocneéni
Trvani onemocnéni Zavaznost onemocnéni 9 Rozsah onemocnéni
Mean, years Full Mayo Score <9, %  Full Mayo Score >9, % Left-sided, % Extensive pancolitis, %
7.3—8.6 47.1-50.9 49.1-52.9 48.1-49.5 50.5-51.6
. J
. . v - . \
Baseline Bio-IR statut a pfedchozi medikace
@ '\!/’ "‘\i
» 70 biologics >1, % % use, %
50.7-52.7 66.5-67.3 47.8-51.1 26.7-28.5 34.6—38.9
5ASA use, MTX use,
% %
6/—-69 0.6-2
J

1. Danese S, et al. OP24. European Crohn’s and Colitis Organisation 2021 Congress.
2. Vermeire S, et al. OP23. European Crohn’s and Colitis Organisation 2021 Congress.



U-ACCOMPLISHB

Symptomaticka odpovéd’ U-ACHIEVE B

Symptomaticka (klinicka) odpovéd’ v tydnu 2 dle
c¢aste€ného adaptovaného Mayo skoére

» Symptomaticka 100.0 B Placebo [ UPA 45 mg
odpovéd’ ’
80,0 . *
Terapie 60 1 63,3
zvolena dle * 60.0 ’
rizik vy !
g 40,0
g 27,3
. . . 3
Kratkodoby cil 20,0 -
0,0
N=154 N=319 N=174 N=341
U-ACHIEVE &5 8§82 U-ACCOMPLISH®

* p< 0.001 vs placebo

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

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



U-ACCOMPLISH®
U-ACHIEVE®

Denni prubéh dosazeni SFS<1a RBS=0

Post-hoc analyza: Poolovana analyza U-ACHIEVE a U-ACCOMPLISH
Symptomaticka uleva (SFS =1 a RBS = 0) od dne 1 do dne 14

SFS <1 RBS =0

100 100
—~ 80 _. 80
w L
n n .
L w0 ¥ 60 2

§8§ L

S 555 s55 ses so5 §88 588 x
5 o5 568 §§§ 5
= §8§ n g
% 40 ] §8§ kﬁ/ﬁ/i L - - GC) 40
= §§8 9
= §§§ =
[} o ¥

20 — 20 -

0 0
0 1 2 3 45 6 7 8 91011 12 13 14 01 2 3 456 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; $8nominal 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).



U-ACCOMPLISH®
U-ACHIEVE®

Denni praubéh dosazeni SFS=0aRBS =0

Post-hoc analyza: Poolovana analyza U-ACHIEVE a U-ACCOMPLISH
Symptomaticka uleva (SFS=0a RBS =0) od dne 1do dne 14

RBS =0
100
o SFS=0
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Days 012 3 456 7 8 91011121314

Days
PBO (n=303-319) ™ UPA 45 mg QD (n=623-647)

Error bars are + SE. SNominal p<0.05; $$nominal p<0.001 vs PBO. P-values are nominal and not multiplicity controlled.2 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).



U-ACCOMPLISHH

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

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

Skore abdominalni bolesti =0 Absence nutkani na stolici
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0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 0 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. SNominal p<0.05; $8nominal 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).



Symptomaticka remise a normalizace CRP a FC

U-ACCOMPLISH®
U-ACHIEVE®

Klinicka remise dle adaptovaného Mayo skére v

tydnu 8

Symptomaticka
* Symptomaticka remise
odpovéd’ Normalizace CRP a FC

Terapie
zvolena dle

Subjects (%)

rizik

Kratkodoby cil Strednédoby cil

*P <0.001 vs placebo.

Clinical Remission: adapted Mayo score <2, with SFS <1 and not greater than baseline, RBS of 0, and endoscopic subscore <1.
ES, endoscopic subscore; QD, once daily; RBS, rectal bleeding subscore; SFS, stool frequency subscore; UPA, upadacitinib.
CRP, C-reactive protein; ESS, endoscopic subscore; FC, fecal calprotectin; QolL, quality of life; UC, ulcerative colitis

100,0

80,0
60,0
40,0
20,0

0,0

M Placebo B UPA 45 mg

33,5

26,1
4’8 -
[

4,1
]
N=154 N=319 N=174 N=341
U-ACHIEVE & $82 U-ACCOMPLISH®

Danese S, et al. OP24. European Crohn’s and Colitis Organisation 2021 Congress.;
Vermeire S, et al. OP23. European Crohn’s and Colitis Organisation 2021 Congress.
Upraveno dle Bortlik, et al. Gastroent Hepatol 2022;76(1): 13-28



U-ACHIEVE®

M16-234

Symptomaticka remise a normalizace CRP a FC

Symptomaticka (klinicka) remise v tydnu 52 dle
adaptovaného Mayo skore

100
90

80
Yeved Placebo
. ]

60 52%

Yedeok

UPA 15 mg QD

- UPA 30 mg QD

Pomeér pacientt

30
20 12%

P T
0

Pocet paclenti: 149 148 154

Clinical Remission: adapted Mayo score <2, with SFS <1 and not greater than baseline, RBS of 0, and endoscopic subscore <1.

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

Results are based on non-responder imputation incorporating multiple imputation to handle missing data due to COVID-19. Statistical significance is determined via the graphical multiple . .

testing procedure controlling the overall type | error rate of all primary and key secondary endpoints at the 0.05 level. Error bars are £95% Cl. ***P-value <0.001. QD, once daily. Panaccoine R, et al. United European Gastroenterology Week 2021 Congress.



U-ACCOMPLISHH

. , . . U-ACHIEVE®
Symptomaticka remise a normalizace CRP a FC

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

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

—®= Placebo —e— UPA 45 mg ==#==: Placebo (N=149) UPA 15 mg (N=148) =—8— UPA 30 mg (N=154)

BL 10
Week 2 Week 4 Week 6 Week 8 5,1 57 5,6

o N
(00]

1
N

A

ge from induction baseline

1
(o)}

iLS mean chan
%

[y
o

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; LS, least squares; MMRM, mixed-effect model repeat measurement; UPA, upadacitinib.
1. Danese S et al. Lancet. 2022;399(10341):2113-2128.



U-ACCOMPLISHB

. , . . U-ACHIEVE®
Symptomaticka remise a normalizace CRP a FC

Hladiny fekalniho kalprotektinu v indukci 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) == UPA 45 mg (N=341) 100 - «#=+: Placebo (N=149) UPA 15mg (N=148) == UPA 30 mg (N=154)
100 H o0
70 a0 [HODNOTA
80 - 70 JTHODNOTAY]96* [HODNOTA
m?O . Q 0/n*
e [HODNOTA , 60 {[HOGMOT _ % [HODNOTA
g Y1% 50 ' L
520 [HODNOTA e 40 [HO\E{)I;OTA
o Y]% 30 "&.]..O
307 [HODNOFA..
20 T FAceeeenennnnn.n,
20 [HODNOTA [HODNOTA O Y]% [mE'IE;GTA ............................... &
0 Y]% 1 1% [HODNOTA
10 Y-l /0 ’ A Wa NaWi
—- 0 Y70
0
BL Week 2 Week 8 BL Week4 Week38 Week 20 Week 52

*P values of P<0.001 are nominal 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-ACCOMPLISH®
U-ACHIEVE®

Sliznicni (z)hojeni, normalizace kvality Zivota a absence disability

Endoskopické zlepseni (ESS<1) v tydnu 52

* Symptomaticka * Slizni¢ni zhojeni 100
* Symptomaticka remise * Normalizace QoL
odpovéd’ * Normalizace CRP a FC * Absence disability 20
Terapie *2
zvolena dle 9 60
rizik o
©
X 40
Kratkodoby cil Strednédoby cil Dlouhodoby cil
20
0

Cl, confidence interval; UPA, upadacitinib.
1. Danese S et al. Lancet. 2022;399(10341):2113-2128. Upraveno dle Bortlik, et al. Gastroent Hepatol 2022;76(1): 13-28
CRP, C-reactive protein; ESS, endoscopic subscore; FC, fecal calprotectin; QoL, quality of life; UC, ulcerative colitis

B Placebo uUPA15mg [l UPA 30 mg

Adjusted treatment difference (95% CI):
46.3% (36.7-55.8)

‘ Adjusted treatment ‘
difference (95% CI):
34.4% (25.1-43.7)

| | [HODON
[ropn  OTAI%
OTA]%
[HODN
OTA]%
N=149 N=148 N=154

U-ACHIEVE Maintenance



Sliznicni (z)hojeni, normalizace kvality Zivota a absence disability

U-ACCOMPLISHB
U-ACHIEVE®

HEMI v tydnu 52

Slizniéni zhojeni v tydnu 52

Il Placebo UPA15mg Il UPA30mg

Adjusted treatment difference (95% CI):
100 37.3% (27.8-46.8)

‘ Adjusted treatment ‘
80 difference (95% CI):
23.8% (14.8-32.8)

| | [HODN
60 0
(HoDN  OTAI%
0 OTA]%
[HODN
0| OTA]%

.

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. Danese S et al. Lancet. 2022;399(10341):2113-2128. 2. Geboes K et al. Gut. 2000;47(3):404-409.

100

80

60

40

20

Il Placebo UPA15mg [l UPA 30 mg

Adjusted treatment difference (95% CI):
13.6% (6.6—20.6)

‘ Adjusted treatment ‘
difference (95% CI):
13.0% (6.0-20.0)

[HODNO [HT(;DO'/\'O
[HODNO  TAI% e
TA]%
]

U-ACHIEVE Maintenance

Geboes <2: no neutrophil or eosinophil infiltration in crypts, no crypt
destruction, and no erosions, ulcerations, or granulation tissue?



U-ACCOMPLISHB

° R4 Vé ° Vé ° ° Ve ° ege U'ACH|EM§$
Sliznicni (z)hojeni, normalizace kvality Zivota a absence disability

Zména od baseline v IBDQ v tydnu 52

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

Adjusted treatment difference
(95% ClI): 31.3 (22.0-40.7) [HOD

80 - | [HOD  RODA
NOIDA ]

60 - ]
[HOD [

100

LS mean change from maintenance baseline

40 A NOTA
20 A
0 .
N=149 N=148 N=154
U-ACHIEVE Maintenance
[l 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.



Treat-to-target koncept v klinické praxi %Sb 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 >2%
increase per month




Treat-to-target koncept v klinické praxi

Proportion of all visits in
which patients were in

mucosal healing,

Increasing in sites with
improvement in TTT
score

084

-

Average Fracton of Perfect-Healed All Padent Vists

044

Site Type

Improvin

hos0 33, E\'o M)
ol mproving

(Mow=0.60, paD.35)




Treat-to-target koncept v klinické praxi

Proportion of all visits in
which patients were in
steroid free clinical

remission, increasing in
sites with improvement
in TTT score

Average Fraction of SFCR All Patient Visits

34

(17|
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-

v 5t
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She Type

Improvie

“ho-()b 0. 13)
o8 improving

(Mos=010, pe0.04)




Bezpecnost v prubéhu indukénich studii

U-ACHIEVE® SS2

U-ACCOMPLISHB
U-ACHIEVE®

U-ACCOMPLISH®

TEAE. (%) 0= 155 ) 0= 71 el
Zéavainé AE 9 (5,8) 8 (2,5) 8 (4,5) 11 (3,2)

Zavazné infekce 2 (1,3) 5 (1,6) 1 (0,6) 2 (0,6)

Malignity 0 0 0 0
Gastrointestinalnf perforace 0 0 1 (0,6) 0
Posuzované MACE 0 0 0 0
Posuzované VTEs 0 0 1 (0,6) 0

Umrti 0 0 0 0

( ‘ Nejcastéji pozorovanym AE ve skupinach s UPA byly akné, zvyseni kreatinfosfokinazy (CPK)?3, ]
nazofaryngitidy v M14-234 Substudie 2 a anémie v M14-675

alncreases in blood CPK were non-serious and did not lead to study drug discontinuation; patients with blood CPK increase were usually asymptomatic and no cases of rhabdomyolysis were reported.

MACE, major adverse cardiovascular event; QD, once daily; VTE, venous thrombotic event.

Vermeire S, et al. United European Gastroenterology Week 2021 Congress.



Bezpecnost v prubéhu udrzovaci faze az do 52 tydnu

aaaaaa

NeZadouci Géinek (AE), pfihody/100 Pys 26,1 16,0
Zava¥né AE (SAE), pfihody/100 Pys 21,9 12,6
ZavazZné infekce, pfihody/100 PYs 6,2 49
AEs vedouci k vysazenl, pfihody/100 Pys 24,3 7.6
Malignity mimo NMSC, # pfihod 1 1
Gastrointestinalni perforace, # pfihod 1 0
Posuzované MACE, # pHhod 1 0
Posuzované VTEs, # pfhod? ob 2
Umrti, # pfihod 0 0

13,8
10,6
3,0

7,9

©O N = O

0—0) | Nejéastéji pozorovanymi AE ve skupinach s UPA v priibéhu 52tydenni studie byly
nazofaryngitidy, exacerbace UC a zvySeni kreatinfosfokinazy (CPK)

oooao

*/TEs included: two events of PE in the UPA 15 mg group and two events of DVT in the UPA 30 mg group.

bOne ovarian vein thrombosis was reported in the placebo group; however, this is not included as VTE, which is defined as DVT or PE.
N = 746 patients evaluated for safety.

DVT, deep vein thrombosis; MACE, major adverse cardiovascular event; PE, pulmonary embolism; PY, patient years;

QD, once daily; TEAE, freatment-emergent adverse evant; UC, ulcerative colitis; UPA, upadacitinib; VTE; venous thrombotic evant.

AbbVie Press Release. June 29, 2021.



U-ACCOMPLISHE

Treat-to-target pristup s upadacitinibem? Zavér... HACHIEYE®

Rychla odpovéd na lécbu

Dlouhodobé Vysoka mira
udrzeni rychle sliznicniho

dosazené remise zhojeni jiz po
onemochéni indukéni lécbé

Rychlé a vyrazné zlepsSeni
kvality Zivota (dle IBDQ)

Danese S et al. Lancet. 2022;399(10341):2113-2128.
Panaccione R et al. United European Gastroenterol J. 2021;9(10):1197-1221LB11.
SmPCRinvoq

CRP, C-reactive protein; ESS, endoscopic subscore; FC, fecal calprotectin; QolL, quality of life;
STRIDE, Selecting Therapeutic Targets in Inflammatory Bowel Disease; UC, ulcerative colitis



Souhrn 36‘0 IBD

[ ] V 4

2. Lécba kcili 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 dulezitou strategii

4. PROs a endoskopické endpointy nejsou konzistentné definovany mezi klinickymi

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

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

PRO, patient-reported outcome



