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Casova os kritérii remisie
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PAS, stupnica aktivity pacienta; PIDA, % zlepSenie v IDA; , 5. Smolen JS, et al. Rheumatology 2003;42:244—57: 6. Aletaha D, et al. Arthritis Research & Therapy 2005;7:R796-R806
PRO, pacientom hlasené vysledky; RAI, Ritchieho artikularny Index; 7. Anderson J, et al. Arthritis Care Res 2012;64:640-7; 8.;70:404—13;

RAPID-3, Rutinné hodnotenie udajov indexu pacienta s 3 meraniami 9. PFelson DT, et al. Ann Rheum Dis. 2011inals RS, et al. Arthritis Rheum 1981;24:1308-15



Definicie odpovede, LDA, a remisia v RA

ODPOVED

e ZlepsSenie priznakov a symptomov vyznamnej
aktivity zapalového ochorenia’

e Merené podla ACR20/50/70" alebo EULAR odpovede (dobra/mierna)

Vyznamna
aktivita
ochorenia

Odpoved LDA

e Minimalne priznaky a symptémy vyznamnej aktivity
zapalového ochorenia*

e Merané podla réznych kritérii, vratane RAPID3 <6, DAS28-
CRP or DAS28-ESR <3.2, CDAI 10, a SDAI 1125

REMISIA

e Absencia priznakov a symptdmov vyznamnej aktivity
zapalového ochorenia®

e Merené podla réznych kritérii, vratane RAPID3 <3, DAS28-
CRP
C ] or DAS28-ESR <2.6, CDAI =2.8, SDAI <3.3, a Boolean2-57

LDA

Remisia
ACR20/50/70=improvement of 220, or 250, or 270, respectively, in tender joint count (TJC), swollen joint count (SJC), and at least 3 other core American College of Rheumatology (ACR) criteria. RAPID3=Routine
Assessment of Patient Index Data 3. ESR=erythrocyte sedimentation rate. CDAI=Clinical Disease Activity Index. SDAI=Simplified Disease Activity Index.
1. Felson DT, et al. Arthritis Rheum. 1995;38(6):727-735. 2. NRAS website. https://www.nras.org.uk/the-das28-score. Accessed June 6, 2019. 3. ACR website.
1ttps://www.rheumatology.org/Portals/0/Files/CDAI%20Form.pdf. Accessed June 6, 2019. 4. ACR website. https://www.rheumatology.org/Portals/O/Files/SDAI%20Form.pdf. Accessed June 6, 2019. 5. Pincus T, et al. Rheum Dis
Clin North Am. 2009;35(4):773-778. 6. Smolen JS, et al. Ann Rheum Dis. 2016;75(1):3-153. 7. EULAR website. https://www.eular.org/myUploadData/files/RA%20Remission%20Slides-Web.pdf. Accessed June 6, 2019.




Pouzitie DAS28-CRP s medznymi hodnotami aktivity ochorenia na baze DAS28-ESR
podhodnocuje pocet pacientov s HDA

Hraniéné hodnoty DAS28-CRP zodpovedajuce hraniénym hodnotam DAS28-ESR pre remisiu, LDA, a HDA
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Analyza zaloZen& na suhrnnych vychodiskovych udajoch z dvoch Klinickych Studii Fleischmann RM, et al. RMD Open 2017;3:e000382



ACR/EULAR Boolean remisia nie su vyuzivané Casto a su zriedka dosiahnutelnée

ACR/EULAR Boolean definicia':
V kazdom &asovom bode, musi pacient spinat

VSETKY nasledovné:
e TJC <12
« SJC 1

 PtGA =1 (na Skale od 0-10)
« CRP =1 mg/dL

Boolean remisia sa povazuje za vel'mi prisnu definiciu
remisie, pricom niektoré skupiny naznacuju, Zze podcenuje
remisiu v realnej klinickej praxi?-°

Od svojej publikacie v roku 2011, bol zriedkavo hlaseny ako
primarny koncovy ciel v klinickych §tadiach?3

RWS — Real World Studies, These criteria were developed in 2011 by a committee consisting of members of ACR, EULAR, and the Outcome Measures in

Rheumatology Initiative, and were quantitatively validated using patient data’

aFor tender and swollen joint counts, use of a 28-joint count may miss actively involved joints, especially in the feet and ankles, and it is preferable to include

feet and ankles also when evaluating remission’

V klinickych studiach, Boolean remisiu zvyCajne dosiahne
len 4-20% pacientov®®, pricom v RWS §tudiach klesa na
5-6% ’




Medzi faktory, ktoré pacienti hodnotia ako zasadné pre charakterizaciu remisie, patri
redukcia, alebo absencia bolesti, vacsSia nezavislost, a mensia, alebo ziadna unava

Percento pacientov, ktori hodnotili doménu ako nevyhnutnu na
zlepsSenie definovania remisie (n=274)
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Results from a survey of 274 patients with RA from the Netherlands, UK, Austria, Denmark, France and USA
van Tuyl LH, et al. Ann Rheum Dis 2017;76:855—-61



Skore celkového hodnotenia pacienta je kiuCovym faktorom
pri nedosiahnuti Boolean remisie ACR/EULAR v RA

Limitujuce faktory pacientov s RA ktori dosiahli 3
zo 4 Boolean kritérii remisie (n=411)

1.01 ro EDEPo00 ©
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CRP
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Bolest bola najvyznamnejSim prediktorom
0.47 PtGA blizkeho zlyhania (OR 1.28, 95% CI
1.17-1.40, na jednotku zvySenia; p<0.001)

0.2 1

Probability of near miss because of PGA>1 cm

0 20 40 60 80 100
Pain score, mm

PtGA >1 bol najCastejSim dévodom nedosiahnutia Boolean remisie

Bolest bola najvyznamnejSim prediktorm PtGA >1

Cl, confidence interval; OR, odds ratio Studenic P, et al. Ann Rheum Dis 2012;71:1702-5



Preco by sme sa mali snazit
dosiahnut remisiu u pacientov s




Dosiahnutie remisie sa spaja so zlepsenim kvality zivota

EQ-5D udaje o 3156 pacientoch s RA z 11 danskych cantier v porovnani s danskymi populaénymi normami EQ-5D

Normalna kontrola populacie
N=16 136

o
o

Remisia
CDAI =2.8; n=683 (67% F)
DAS28-CRP <2.6; n=1175 (71% F)

o
o

Nizka aktivita ochorenia
CDAI 2.8<10; n=1351 (74% F)
DAS28-CRP 2.6<3.2; n=588 (75% F)

o
~

Mierna aktivita ochorenia
CDAI 10<22; n=785 (80% F)
DAS28-CRP 3.2-5.1; n=1142 (78% F)

Priemerné skore EQ-5D

o
N

Vysoka aktivita ochorenia
CDAI 222; n=337 (79% F)
DAS28-CRP >5.1; n=251 (78% F)

DAS28-CRP DAS28-CRP

zeny muzi

CDAI, Index Klinickej activity ochorenia; CRP, C-reaktivny protein;
EQ-5D, 5-dimenzionalna eurdpska stupnica kvality Zivota Figure adapted from: Linde L, et al. J Rheumatol 2010;37:285-90



Stratégia zamerana na ciel sa spaja s vyssou pravdepodobnostou LDA
alebo remisie oproti beznej starostlivosti

100 KM odhady €asu do remisie, alebo LDA

Bezna skupina (n=250) Pravdepodobnost dosiahnutia
Skupina orientovana na ciel (n=113) remisie, alebo LDA s prvym
bDMARD bola o 71% vysSia v
skupine zameranej na ciel’ v
porovnani s beznou
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LDA was defined as DAS28 <3.2 and a reduction in DAS28 of >1.2 vs baseline; remission as DAS28 <2.6 plus a reduction of >1.2 vs baseline

Goal-oriented group included patients with bDMARD administration after initial treatment failure (DAS28 >3.2) according to EULAR recommendations; usual care group included patients with

initiation of bDMARD after >12 months despite active joint inflammation, or patients treated with bDMARD after >6 months following a disease flare .

Cl, confidence interval; EULAR, European League Against Rheumatism; HR, hazard ratio; KM, Kaplan—Meier Lampropoulos CE, et al. Clin Exp Rheumatol 2017;35:192-200



Dosiahnutie remisie sa spaja so zlepsenim fyzickych funkcii
a produktivitou prace

Vysledky 356 rakuskych pacientov s RA (Maj 2008—Marec 2009)
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Remisia

Nizka aktivita ochorenia Mierna az vysoka aktivita ochorenia
(SDAI <3.3; n=87) S

(SDAI 3.3—-11; n=103) (SDAI >11; n=119)

HAQ, Health Assessment Questionnaire; SDAI, Simplified Disease Activity Index;
WPAI, Work Productivity and Activity Impairment Questionnaire Radner H, et al. Arthritis Res Ther 2014;16:R56



Dosiahnutie remisie sa spaja so zlepsenymi dlhodobymi vysledkami

Kumulativna incidencia pre velku ortopedicku operaciu podla kategorie DAS28 u 2045 pacientov s
véasnou RA sledovanych az 25 rokov’

0.25 4

® 0.20 4
O
c
(O]
S

O 0.15 4
£
®
c

:; 0.10 4
®
E

S 0.05 1
X

0

0 5 10 15 20 25

Disease activity was categorized by mean DAS28 annually between Years 1 and 5: remission (<2.6), low (>2.6-3.2), moderate/low (23.2—4.19), moderate/high (4.2-5.1) and high (>5.1). Patients

were recruited in two cohorts from 1986 to 1999 and 2002 to 2012!
*p<0.05 vs reference category (remission)
HRQoL, health-related quality of life

Cas (roky)

HR (95% Cl)
2.48* (1.50—4.11)

2.16* (1.32-3.52)
2.07* (1.28-3.33)

1.65 (0.97—2.80)

Remisia

DAS28 kategéria

Vysoka aktivita ochorenia

Vysoka-mierna aktivita ochorenia

Nizka-mierna aktivita ochorenia

Nizka aktivita ochorenia

Remisia

1. Nikiphorou E, et al. Ann Rheum Dis 2016;75:2080—-6



CO JE NOVE V ODPORUCANIACH PRE LIECBU RA?

EULAR recommendations for the management of rheumatoid arthritis with
synthetic and biological disease-modifying antirheumatic drugs: 2022 update

Smolen JS, Landewé RBM, Bergstra SA, et al EULAR recommendations for the management of rheumatoid
arthritis with synthetic and biological disease-modifying antirheumatic drugs: 2022 update Annals of the
Rheumatic Diseases Published Online First: 10 November 2022. doi: 10.1136/ard-2022-223356
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Ako ovplyvnuju revidované EULAR odporucania z roku 2022
manazment klinickej praxi v RA?

Odporucania 6 — 8 2022

Kratkodobé podavanie glukokortikoidov by sa malo zvazit pri zacati, alebo zmene csDMARDs, v r6znych davkovacich
rezimoch poddvania, ale mali by sa zniZzovat a vysadzovat tak rychlo ako je to klinicky mozné. (A)

Ak sa ciel lie¢cby nedosiahne prvou stratégiou csDMARD, pri absencii zlych prognostickych faktorov by sa mali zvazit iné
7 c¢sDMARD. (D)

Ak sa ciel lieCby nedosiahne prvou stratégiou csDMARD, ked'su pritomné slabé prognostické faktory a bDMARD ma sa
g pridat inhibitor JAK, ale musia sa vziat do Uvahy prisludné rizikové faktory*. (A, B)

bDMARD a tsDMARD* by sa mali kombinovat s csDMARD; u pacientov, ktori nemoézu pouzivat csDMARDs ako

? komedikaciu, m6zu mat inhibitory drahy IL-6 a tsDMARD* urcité vyhody v porovnani s inymi bDMARDs.
*Nasledujuce rizikové faktory pre kardiovaskularne prihody a malignity musia byt zvazené pri planovani predpisovania
inhibitorov JAK: vek nas 65 rokov, histéria fajcenia, alebo pritomnost fajcenia, iné kardiovaskularne rizikové faktory (ako
" diabetes, obezita, hypertenzia), ostatné rizikové faktory pre malignity (sucasnd, alebo predchddzajlica anamnéza

malignity okrem uUspesne lieCcenej nemelandmovej rakoviny koze), rizikové faktory pre tromboembolické prihody
(anamnéza infarktu myokardu, alebo srdcového zlyhania, rakoviny, dedi¢nych poruch zrazanlivosti krvi alebo krvnych
zrazenin v anamnéze, ale aj pacienti uzivajuci kombinovanu hormonalnu antikoncepciu, alebo hormonalnu substitucnu
lieCbu, postupujuci velky chirurgicky zakrok, alebo su imobilni).

DMARD, disease-modifying anti-rheumatic drug; MTX, methotrexate; RA, rheumatoid arthritis Landewe RBM, et al. EULAR 2022 Oral Presentation



>> Ako vybrat spravnu liecbu pre spravneho pacienta v spravnhom case?

Komorbidity Regiondlne Ciele lekara
rozdiely

Preferencia
pacienta Neochota Osobna
zmenit skusenost
liecbu ' s moznostami
- Klinicka liecby

zotrvacnost
Pristup k

liecbe
(Krajina
platcu)

PROs (napr.,
bolest,

HAQ)

Pacientove
ciele

Romao VC, et al. Arthritis Res Ther. 2017;19(1):239;
HAQ, Health Assessment Questionnaire; PRO, patient-reported outcome. Roodenrijs NMT, et al. Ann Rheum Dis. 2018;77(12):1705-1709.



Prehlad DMARD pre RA

Chorobu modifikujuce
antireumatické lieky (DMARD)

Syntetické Biologické

Konvencna ~ Cielena liecba B-bunkova Inhibicia T-bunkovej
Vyvinuté empiricky, Vyvinuté s ciefom ovplyvnenia Sl e
mechanizmus ¢asto neznamy konkrétneho ciela (JAKi) eplecia 2 iz
Il Il W
Metotrexat Sulfasalazin Baricitinib Adalimumab Sarilumab Rituximab Abatacept
Hydroxychlorochin Filgotinib Certolizumab pegol Tocilizumab Biosimilar
Leflunomid Peficitinib Etanercept
Tofacitinib Golimumab
Upadacitinib Infliximab
Biosimilars
DMARDs, disease-modifying anti-rheumatic drugs; IL, interleukin; JAKi, janus kinase inhibitor; RA, rheumatoid arthritis; Note: Drugs not approved in all countries for RA. Please check local regulatory bodies.
TNFi, tumor necrosis factor Lin Y-J, et al. Cells. 2020;9(4):880.
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Aké su moznosti a co by sme si vybrali?
Zavisi to aj od predchadzajucej liecby...Podme diskutovat

Ak pacient zlyha

2 TNFi

IL-6i

oralny MTX

1 TNFi monoterapia

iJAK

Zvazte pokus

Nemozno skusit

dalsi TNFi IL6i, iJAK, rituximab, abatacept

dalsi IL-6i TNFi, abatacept, iJAK, rituximab

SC MTX, leflunomide,
bDMARD, iJAK, add HCQ or SSZ

switch HCQ alebo SSZ
nie d'alsi TNFi iJAK, iny bDMARD (e.g. IL6i)
TNFi, dalsi iJAK,
iny bDMARD (e.g. IL6i, abatacept)

1. Smolen JS, et al. Ann Rheum Dis. 2020;79(6):685-699; 2. Bianchi G, Caporali R, et al. Adv Ther. 2016
Mar;33(3):369-378; 3. Gottenberg JE, et al. JAMA. 2016;316(11):1172-1180; 4. Expert opinion of the faculty



U¢innost bDMARD u pacientov s TNFi-IR

Miera odpovede

Biologické DMARD Vybrané neziaduce udalosti ACR70 u TNFi-IR
Etanercept
(50 mg/tyzdenne, SC) TNF
Infliximab
(3-10 mg/kg kazdy 8. tyz. IV) TNF

Adalimumab . . . o v
40 ka3dé 2. tvs. SC Infekcie, reaaktivacia tuberkuldzy, psoriasiformné kozné zmeny,
(40 mg kazdé 2. tyz., SC) 12%

TNF exacerbacia demyelinizacnych ochoreni, liekmi-vyvolany lupus,

Golimumab TNF nemelanémova rakovina koze,
(50 mg/mes., SC)

reakcie v mieste vpichu alebo infuzie

Certolizumab pegol

(200 mg kazdé 2. tyz., SC) TNF

Tocilizumab

(162 mg/tyz., SC) IL-6 receptor Infekcie, reaktivacia tuberkuldzy, perforacia ¢reva,

Sarilumab reakcie z precitlivelosti, neutropénia, injekéné vedlajsie reakcie, 12%
(150 —200 mg ka¥dé 2. ty,il SC) IL-6 receptor hyperllpldémla

Rituximab

(1000 mg kazdych 6. mes., IV) CD20 (B cell) Reakcie z precitlivelosti, reaktivacia hepatitidy B, leukocytopénia 12%
Abatacept CD80/86 Infekcie, reaktivacia tuberkuldzy, leukocytopénia, injekéné vedlajsie

(125 mg/tyz., SC) (kostimulacia) reakcie 10%

CD, cluster of differentiation; IL-6, interleukin 6; IV, intravenously; mo, month; SC, subcutaneous; TNFi-IR, tumour necrosis factor inhibitor inadequate response; wk, week. Aletaha D, Smolen JS. JAMA. 2018;320(13):1360-1372.



Primarni non-respondéri mozu profitovat z iného mechanizmu
ucinku viac ako cykléri iTNF

PrediZena lie¢ba iTNF méze byt nakladna
1.0 a mozZe sa spajat s vedlajsimi
ucinkami

SWITCHING NIE CYKLOVANIE

Novi switcheri MOA

o
0

L

Pravdepodobnost zmeny liecby

iTNF cykléri

0 20 40 60
Cas do opakovaného switchu (mesiace)

MOA, mechanism of action. Johnson KJ, et al. Clin Rheumatol. 2019;38:2967-2976.



Ucinnost iJAK u pacientov TNFi-IR

Miera odpovede
ACR70
u TNFi-IR

Molekularny

tsDMARD o
ciel

Vybrané neziaduce udalosti

Hnacka, nazofaryngitida, bolest hlavy,

infekcie mocovych ciest, reaktivacia
JAK tuberkuldzy, herpes zoster; zvysené riziko 20% vs. 5% 13.6% vs. 1.5%

rakoviny, KV udalosti, a tromboembolické

udalosti u niektorych pacientov

URTI, nauzea, herpes simplex, reaktivacia

Tofacitinib?
(5 mg 2x denne + MTX)

Baricitinib? tuberkuldzy, herpes zoster; zvysSené riziko
(4 mg 1x denne + csDMARDs) JAK rakoviny, KV udalosti, a tromboembolické 16%vs. 4% 11%vs. 2%
udalosti u niektorych pacientov
Nauzea, URTI, infekcie mocnovych ciest,
Filgotinib3 zavraty, rc?zv;\kn\,/agf;\ tuberku.lozy, herpes ' 92.4% vs. 8.1% 21.8% vs. 6.8%
(200 mg + csDMARDs) JAK zoster; zvySené riziko rakoviny, KV udalosti, a 25.5% vs. 8.1% 14.4% vs. 6.8%
(100 mg + csDMARDs) tromboembolické udalosti u niektorych 270 V5. 8.2 370 V5. 6.8%
pacientov

URTI, nauzea, bronchitida, zvyenie CPK,
inekcie mocovych ciest, reaktivacia

JAK tuberkuldzy, herpes zoster; zvySené riziko 29% vs. 10% 12% vs. 7%
rakoviny, KV udalosti, a tromboembolické
udalosti u niektorych pacientov

Upadactinib?
(15 mg 1x denne + csDMARDs)

*placebo plus csDMARDs.

BID, twice daily; CDAI, Clinical Disease Activity Index; CPK, creatine phosphokinase; csDMARDs, 1. Burmester GR, et al. Lancet. 2013;381:451-460; 2. Genovese MC, et al. N Engl J Med. 2016;374:1243-1252; 3.
conventional synthetic disease-modifying anti-rheumatic drugs; CV, cardiovascular; DAS28-CRP, 28-joint Genovese MC, et al. JAMA. 2019;322(4):315-325; 4. Genovese MC, et al. Lancet 2018;391(10139):2513-2524.
Disease Activity Score using C-reactive protein; JAK, janus kinase; MTX, methotrexate; QD, once daily;

tsDMARDs, targeted synthetic DMARDS; URTI, upper respiratory tract infection. BPENHHE“H.” e




Akceptacia potencialnych vedlajsich ucinkov liecby RA zo
>> strany pacienta

m Priberanie na vahe
w Vplyv na plodnost

m KoZné symptédmy, napr, reakcia v mieste
vpichu, vyrazka

[ |
Rednutie, alebo strata vlasov
Alergické reakcie

u_ . .
Zvysené riziko infekcii

n _ , . N
Zhorsenie vlastnych laboratérnych hodnét

W o o ol Najmenej
Zvysené riziko malignit prijatelné

" Zvysené riziko KVO

The SENSE study assessed the impact of DMARD-IR on treatment satisfaction, disease outcomes,
and

patient perspectives related to RA disease management Taylor PC, et

al. Patient Preference and Adherence 2021;15:359-373.



Liecebna stratégia pre remisiu

) Indukcia remisie — pred UdrZanie remisie — Deeskalacia DMARD
St')' poskodenim kibov predchadzanie poskodeniu — pre ,,drug holiday“
T kibov
<_E e Manazment a adherencia e De-eskalacia DMARDs
8 e Monitorovanie bezpecnosti e Redukcia davky?
- . sy . e -
< elntenzivna lietba s MTX + ° Udr.zanle ucm,nost|, , ° Zvysenle.mtervalu.
8 bDMARD alebo + JAKi e Pacientom hlasené vysledky e Odobratie
) e Prerusenie GK a NSAID e Monitorovanie poskodenia a vzplanutie
c kibov
©
© e Pacientom hldsené vysledky
> e Socialna remisia a progndza
©
\
5 Vcasna, intenzivna . _ " -
§ a primerana D05|ah.n.ut|e HIboka remisia I})?‘r)?‘l)sgl?dt()gjz Ren:n5|a bez LIEK
,-E enreneiE remisie liecby liekov
2
x
< ﬁ I N N N B e e +
0 0.5 3

Trvanie lieCby (rok)

bDMARD, biologic disease-modifying rheumatic drug; GC, glucocorticoid; JAKi, janus kinase inhibitor; MTX, methotrexate; NSAID, non-steroidal
anti-inflammatory drug. Tanaka Y. Rheumatol. 2021;60:vi12-vi20



Upadacitinib u MTX-IR pacientov s RA
Vysledky remisie v tyzdrioch 12.,! 26.,1 48.,272.2 a 156.%> (SELECT-COMPARE)

DAS28-CRP <2.6 CDAI <2.8 SDAI <3.3 Boolean remisia
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18 18 21 22
20 13 15 14
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o N I m I I l I N I
12 26 48 72 156 15 22 156 1) 26 48 72
wee

B PBO + MTX (n=651) m UPA 15 mg QD + MTX (n=651) B ADA 40 mg EOW + MTX (n=327)

Vyrazne vyssie percenta pacientov dosiahlo remisiu v davke UPA 15 mg 1x denne + MTX vs.

ADA 40 mg + MTX, bez ohl'adu na definiciu remisie v 12. 26. 48. 72. a 156. ty&zdnoch

+p<0.05; ++p<0.01; +++p<0.001 vs. ADA. All p-values are nominal

There was significant difference between UPA and placebo at weeks 12 and 26 for every measure of remission (p<0.001).

ADA, adalimumab; CDAI, Clinical Disease Activity Index; CRP, C-reactive protein DAS28-CRP, Disease Activity Score with 28-joint count (C-reactive protein);

EOW, every other week; QD, once daily; MTX, methotrexate;; SDAI, Simple Disease Activity Index; UPA, upadacitinib. Adapted from: 1. Fleischmann R, et al. Arthritis Rheumatol. 2019;71:1788-800;
2. Fleischmann R, et al. RMD Open. 2022;8:€002012.



Upadacitinib u MTX-IR pacientov s RA
Zmeny v HAQ-DI v priebehu 156. tyZzdinov (SELECT-COMPARE)?

Cas (tyzdne)
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=~ UPA 15 mg 1x denne + MTX —A—ADA 40 mg + MTX

Liecba UPA 15 mg + MTX bola lepsia oproti ADA + MTX v zmene HAQ-DI v 12. tyZdni?

Vyrazne vacSie zlepsSenie v porovnani s ADA + MTX sa dosiahlo az do 156. tyzdna'

Treatment groups are by initial randomization. ANCOVA with LOCF was applied for rescue treatment switch, and missing data were not imputed.

+p<0.05, ++p<0.01, +++p<0.001 vs. ADA; all p-values are nominal. AHAQ-DI for UPA vs. ADA (superiority) at Week 12 was a prespecified FDA

ranked secondary endpoint and AHAQ-DI for UPA vs. PBO at Week 12 was a prespecified EMA ranked secondary endpoint. Adapted from: 1.Fleischmann R, et al. RMD Open. 2022;8:2002012;
ADA, adalimumab; EOW, every other week; HAQ-DI, Health Assessment Questionnaire-Disability Index; IR, incidence ratio; MTX, methotrexate; 2. Fleischmann R, et al. Arthritis Rheumatol. 2019;71:1788-800.
QD, once daily; UPA, upadacitinib.



Suhrn cielovych ukazovatelov remisie pre upadacitinib + MTX vs. ADA
+ MTX u pacientov s MTX-IR

UPA + MITX vs.
ADA + MTX )
. 1
Inhibitor JAK + MTX vs ADA + MTX (SELECT-COMPARE)"
15 mg QD
Ciel remisie 12. tyzden 26. tyzden 48. tyzden
DAS28-CRP <2.6 SG SG SG
CDAI £2.8 SG SG SG
SDAI 3.3 SG SG SG
Boolean SG SG SG
NS - S — - NSR
SG Signifikantne vacsia (nominal) miera remisie vs ADA + MTX —_ Nereportované/sledované Ziadna Statisitcka vyznamnost vs AE/ﬁ_; Ziadna hlasena tatisitickd vyznamnost vs ADA + MTX
1. Fleischmann RM, et al. Arthritis Rheumatol 2019;71:1788-800; 2. Fleischmann RM, et al. Ann Rheum Dis
2019;78:1454-62; 3. Fleischmann RM, et al. Lancet 2017;390:457-68; 4. Taylor PC, et al. N Engl J Med 2017;376:
‘No statistical analysis available o ' 652-62; 5. ClinicalTrials.gov. NCT01710358. Available a.t:
ADA, adalimumab; BARI, baricitinib; BID, twice a day; JAK, janus kinase; MTX, methotrexate; QD, once a day; TOFA, tofacitinib; UPA, https://clinicaltrials.gov/ct2/show/results/NCT01710358 (accessed July 2020); 6. Combe B, et al. Ann Rheum Dis

upadacitinib. 2020;79(Suppl. 1):316; 7. Jyseleca EU Summary of Product Characteristics 2020



Upadacitinib u MTX-IR pacientov s RA
Remisia (DAS28-CRP <2.6) (SELECT-COMPARE)

Podiel pacientov dosahuijticich Kaplan—Meier analyza straty ¢asu
DAS28(CRP) <2.6 kedykolvek v DAS28(CRP) <2.6 po prvom vyskyte odpovede®
priebehu 3 rokov p e o .
Trvala remisia:
100 3 100
= .
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= £ najskorsieho datumu
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0 12 24 36 48 60 72 84 96 108 120 132 144 156 pre“ffe”',p"df’“’an'a
tyzdne skusaného lieku
B UPA 15 mg 1x denne + MTX (n=651) ® UPA 15 mg QD + MTX
B ADA 40 mg + MTX (n=327) ® ADA 40 mg EOW + MTX

VyssSie miery DAS28(CRP) <2.6 sa udrzali pocas poslednej naslednej navstevy

po prvom vyskyte s UPA + MTX vs. ADA + MTX

Comparison not adjusted for multiplicity: ***nominal p<0.001 for UPA vs. ADA. tFor patients who achieved remission, Kaplan—-Meier was used to define the time from when the response was first achieved to the

earliest date at which the response was lost at two consecutive visits, discontinuation of study drug, or loss of response at the time of rescue. Data were censored (e.g., data collection stopped) at 3 years, when all

patients had reached the 156-week visit. Week 0 indicates the first occurrence of response. Treatment groups are by initial randomization; NRI was used for missing data. Patients on background MTX were

randomized to receive UPA 15 mg QD, PBO, or ADA 40 mg EOW. Patients who did not achieve 220% improvements in TJC and SIC joint counts (Weeks 14-22) or LDA (CDAI <10) at Week 26 were rescued from UPA

to ADA or PBO/ADA to UPA. ADA, adalimumab; CRP, C-reactive protein; DAS28, Disease Activity Score based on 28 joints; EOW, every other week; MTX, methotrexate; NRI, non-responder imputation; QD, once

daily; RA, rheumatoid arthritis; UPA, upadacitinib. Adapted from: Nash P, et al. ACR 2021. Poster 0837.



Upadacitinib mono vs. combo u csDMARD-IR pacientov s RA
DAS28-CRP <2.6 (SELECT-MONOTHERAPY a SELECT-NEXT)

Post-hoc analyzy!? upadacitinibu ako monotherapie alebo kombinovanej liecby

Podiel pacientov dosahujticich DAS28-CRP <2.631 Kaplan—Meier analyza ¢asu do straty DAS28(CRP)

40 0=0.594 <2.6 po prvom vyskyte odpovede®-?
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0 0 12 24 36 48 60 72 84
Week 12 Week 14 Weeks
UPA 15 mg QD + MTX B MTX monoterapia O UPA 15 mg QD monoterapia (n=139)
B UPA 15 mg QD monoterapia B PBO + MTX ® UPA 15 mg QD + csDMARD(s) (n=153)

Dosiahnutie a udrzatelnost odpovede DAS28(CRP) <2.6 s UPA 15 mg u pacientov s csDMARD-IR

s RA bola podobna, ked' sa podavala ako monoterapia, alebo v kombinacii s csDMARD.

a Post hoc comparative analysis using logistic regression. ® For patients who achieved remission, sustainability of response was evaluated by Kaplan—Meier analysis and was defined as the earliest date of losing response at two

consecutive visits or discontinuation of study drug. Week 0 indicates the first occurrence of response. Data were censored at the cut-off (22 March 2018 for SELECT-NEXT and 25 May 2019 for SELECT-MONOTHERAPY, when all

patients had reached the Week 84 visit; censored = stopped collecting data). Data are summarized, with no adjustments applied to account for between-study differences. NRI was used for missing data. b In this post-hoc analysis

without statistical comparisons between groups, results should be interpreted with caution. Although all patients were evaluated through 284 weeks, follow-up time after the first occurrence of response varied across patients. . .
ADA, adalimumab; BID, twice daily; Cl, confidence interval; csDMARD, conventional synthetic disease modifying antirheumatic drug; DAS28-CRP, Disease Activity Score with 28-joint count (C-reactive protein); IR, inadequate Adapted from: 1. Buch MH, et al. ACR 2019, Poster 511;

response; JAK, Janus kinase; mono, monotherapy; MTX, methotrexate; PBO, placebo; TOFA, tofacitinib; UPA, upadacitinib 2. Kavanaugh A, et al. EULAR 2020. Poster THU0207.



SELECT-COMPARE: UPA 15 mg + MTX vs ADA + MTX
benefit-risk analyza u pacientov MTX-IR s RA

Favorizuje ADA Favorizuje UPA 15 mg
ACR20 ——
ACR50 —
ACR70 —
CDAI LDA (<10) _———————
CDAI CR (<2.8) y—
DAS28-CRP <3.2 —
DAS28-CRP <2.6 e
HAQ-DI zmena oproti BL £-0.22 e
-0.50 -0.30 0.00 0.30 0.50

B 12. tyided
@ 48. tyiden

Rozdiel v pomere (95% Cl)

Favorizuje ADA Favorizuje UPA 15 mg
Zavazné infekcie -~
HZ <
Malignity (okrem NMSC) A
MACE T
VTE e —

e 14. tyzden
& 48.tyiden 0.10 0.05 0.00 -0.05 -0.10

Rozdiel v E/100 PY (95% Cl)

Adapted from:
1. Fleischmann R, et al. Arthritis Rheumatol 2019;71:1788-800;
2. Conaghan PG, et al. Drug Saf 2021;44:515-530.



Zhrnutie

VCasny a na ciel orientovany lieCebny pristup je dblezity na dosiahnutie rychlej a trvalej remisie,
vedie k efektivnejSej kontrole ochorenia a zlepSenym vysledkom u pacientov

Sucasné definicie remisii nemusia vzdy odrazat, Co pre pacientov znamena uspesna lieCba
a Co z ich pohladu znamena pojem ‘remisia’

Charakterisitky a tuzby pacienta su délezité pri vybere lieCebnej stratégie

Na udrzanie trvalej remisie je délezita individualizacia lieCby.

Zvazte vyhody a rizika na individualnom zaklade

Vyber najlepsej terapie pre pacientov s RA, ktori nereaguju na viaceré kombinacie je rozhodujuci
pre prevenciu dalSej progresie ochorenia a udrzanie kvality zivota




“Dobry lekar lieCi chorobu, skvely lekar lieCi
pacienta s chorobou"

Sir William Osler

“Je ovela dblezitejsie vediet,aka osoba ma
chorobu, nez aku chorobu ma."

Hippocrates
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