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Pacienti s RA so stredne t'azkou aktivitou ochorenia su doélezitou, ale
casto nedostatocne sledovanou podskupinou ’

V Europe

Pacienti so stredne zavaznou RA

predstavuju podstatnu cast’ pacientov s RA
v klinickej praxi4>

1. Carpenter L, et al. Arthritis Rheumatol. 2014;66:2135; 2. National Rheumatoid Arthritis Society . Invisible disease: Rheumatoid arthritis and chronic fatigue survey. 2014.
Available at: https://www.nras.org.uk/data/files/Get%20Involved/RAAW/Invisible%20Disease %20-%20Rheumatoid %20Arthritis%20and%20Chronic%20F atigue %20Survey.pdf

Accessed: December 2020; 3. Office for National Statistics. UK Population Estimates 1851 to 2014.
Available at: https://www.ons.gov.uk/peoplepopulationandcommunity/populationandmigration/populationestimates/adhocs/004356ukpopulationestimates1851t02014.

Accessed: December 2020; 4. Prothero L, et al. BMC Rheumatol. 2019;3:12; 5. Fautrel B, et al. RMD Open. 2015;1:e000018.



Pacienti so stredne tazkou RA dosiahli urcity stupen kontroly
ochorenia, ale nie si v remisii’

« Stredne tazku RA moze byt’ t'azkeé identifikovat’, pretoze mnohé symptémy sa moézu javit’
ako mierne a prekryvaju sa s inymi chorobnymi stavmi, ako je napriklad osteoartroza 2

Hlavné symptomy RA (ktoré mozno identifikovat’ pri vSetkych chorobnych stavoch RA):1:3

A

Bolest’

Zapal moze viest’ k:3
U pacientov so stredne zavaznou RA sa mézu

« Poskodeniu chrupaviek a kosti L vyskytnut’ r6zne stupne zavaznosti tychto
- Strate mobility (vratane straty svalove;j sily) symptomov, co moze stazit' rozlisenie medzi
.  Deformaciam kibov skuto€énym zapalovym a nezapalovym ochorenim

1. Prothero L, et al. BMC Rheumatol. 2019;3:12; 2. Friend R, et al. Arthritis Res Ther. 2011;13:R58; 3. Freeman J. RA progression: What are the signs of rheumatoid arthritis progression?

Available at: https://www.rheumatoidarthritis.org/ra/symptoms/progression/#:~:text=The%20swelling%20causes%20the%20symptoms,of%20motion%20become %20more%20frequent.
Accessed: December 2020.



Stupne aktivity ochorenia RA mozu byt ovplyvnené réznymi faktormi

- DAS28, CDAI a SDAI su standardnymi skérovacimi systémami, pricom skére DAS28 je najbeznejSim?:2

Stav aktivity ochorenia’

Kritéria Remisia LDA MOD HDA
DAS28 <2.6 >2.6-3.2 >3.2-5.1 >5.1
CDAI <2.8 >2.8-22 >10-22 >22
SDAI <3.3 >3.3-11 >11-26 >26

- Skore je ovplyvnené poétom TJC ako SJC a hladinou reaktantov akutnej fazy zapalu (napr. CRP)'
< Hrani¢né hodnoty DAS28 sa liSia v zavislosti od toho, ¢i sa vo vypoctoch pouzila ESR alebo CRP’

«  Komorbidity je potrebné vziat do Uvahy pri pouziti akéhokolvek merania aktivity ochorenia’

CDAI, Clinical Disease Activity Index; CRP, C-reactive protein; DAS28, disease activity score for 28 joint counts; ESR, erythrocyte sedimentation rate; HDA, high disease activity;
LDA, low disease activity; MOD, moderate disease activity; SDAI, Simplified Disease Activity Index; SJC, swollen joint count; TJC, tender joint count.
1. Adapted from Smolen J, et al. Nat Rev Dis Primers. 2018;4:18001; 2. Sewerin P, et al. BMC Musculoskeletal Disorders. 2017;18:163.



I Aky je pri RA dopad stredne
tazkej aktivity ochorenia?



U pacientov s RA, ktori nedosahuju skoru a trvalu remisiu, existuje
dlhodoba zdravotna zat'az

Kumulativna incidencia pre vel'ku ortopedicku operaciu podla hodnoty DAS28 u 2
045 pacientov s véasnou RA sledovanych az 25 rokov

DAS28 category HR (95% Cl
0.257 High disease activity 2.48* (1.50-4.11)
High-moderate disease activity 2.16* (1.32-3.52)
o Low-moderate disease activity
2 0.20 Low disease activity
§ Remission
)
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0.007
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Time, years

Aktivita ochorenia bola kategorizovana podla priemerného DAS28 ro€ne medzi 1. a 5. rokom: remisia (2,6), nizka (>2,6—3,2), stredna/nizka (=3,2—4,19), stredna/vysoka (4,2-5,1)
a vysoka (> 5.1). Pacienti boli prijati do dvoch kohort v rokoch 1986 az 1999 a 2002 az 2012.

*p<0.05 vs reference category (remission).

DAS28, disease activity score for 28 joint counts; HR, hazard ratio; HRQoL, health-related quality of life.

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



Pacienti s RA so strednou aktivitou ochorenia su spajani so
zlymi dlhodobymi vysledkami’-2

ZhorSené dusevné zdravie Zhorsené fyzické funkcie

Unava Stuhnutost’

Komorbidity/EAMs
Bolest’

EAM, extra-articular manifestation.
1. Taylor P, et al. Rheum Int. 2016;36:685-95; 2. Roodenrijs NMT, et al. Ann Rheum Dis. 2018;77:1705-9.



Bolest’ ma délezity vplyv na celkové hodnotenie aktivity ochorenia
pacientom (PtGA)'

Percento pacientov, ktori nedosiahli jedno z
pozadovanych kritérii remisiet

- Bolest je dolezitou zlozkou kritérii ACR/EULAR pre remisiu3

« 60 % pacientov s RA hodnoti bolest ako zakladnu doménu,
ktoru treba ovplyvnit, aby bolo mozné dosiahnut remisiu*

PtGA bol hlavhym dévodom

nedosiahnutia remisie?

TResults based on an observational database of 795 patients with RA who achieved 3 out of 4 ACR/EULAR Boolean remission criteria.
ACR, American College of Rheumatology; CRP, C-reactive protein; EULAR; European League Against Rheumatism; PtGA, patient global assessment of disease activity;

SJC, swollen joint count; TJC, tender joint count.
1. Studenic P, et al. Arthritis Rheum. 2012;64:2814—23; 2. Studenic P, et al. Ann Rheum Dis. 2012;71:1702-5; 3. Lee YC, et al. Arthritis Care Res. 2018;70:197-204;

4. van Tuyl LH, et al. Ann Rheum Dis. 2017;76:855—-61.



Napriek dostupnosti roznych pokrocilych lieCebnych postupov
zostava bolest’ u pacientov s véasnou RA neuspokojenou potrebou

Pacientom bola diagnostikovana RA podla klasifikacnych kritérii American College of Rheumatology 1987
Na zacCiatku malo vSetkych 1 938 pacientov trvanie ochorenia < 12 mesiacov a zavaznu aktivitu ochorenia (DAS28 > 5,1)

Meranie bolesti po¢as 8 rokov sledovania v studii BARFOT (N=1,938)"
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Znizena kvalita spanku a chronicka unava su bezné u pacientov so
stredne t'azkou a t'azkou RA

« Unava ma podstatny vplyv na pohodu pacientov a ovplyviiuje celkovu kvalitu Zivota
« ZhorSenie kvality spanku prispieva k rozvoju kardiovaskularnych ochoreni, poruch spravania, depresie a uzkosti

Studia z Polska, kde vaésina pacientov (N=38) mala bud stredne zavaznu (45 %) alebo zavaznu RA (42 %) a priemerné trvanie ochorenia
16,32 rokov, zd6raznila, ze tato populacia vykazovala horsSiu kvalitu spanku a pritomnost’ unavy.

120 -
R m Total (N=38)
100 - 92,68 g9 45 ’
Female (n=26)
80 A
() —
= = Male (n=12)
8 60 A
n
40 -
20 9 7,53 8,69 5,00
0 - : I 00
Average score obtained by respondents Average score obtained by respondents
from FACIT-F questionnaire from PSQI questionnaire

Variables

FACIT-F, Functional Assessment of Chronic lliness Therapy-Fatigue; PSQI, Pittsburgh Sleep Quality Index.
Adapted from Szady P, et al. Reumatologia. 2017;55:65—72.
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Stredna aktivita ochorenia je spojena so znizenou fyzickou

funkénost’'ou a produktivitou prace

Vysledky 356 pacientov s RA (maj 2008 — marec 2009)

SF-36 physical component score
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26,8

Low disease activity - Moderate-to-high disease activity

(SDAI 3.3-11; n=103)

(SDAI >11; n=119)

45,9

HAQ, Health Assessment Questionnaire; SDAI, Simplified Disease Activity Index; SF-36, Short-Form 36-item Health Survey; WPAI, work productivity and activity impairment.

Adapted from Radner H, et al. Arthritis Res Ther. 2014;16:R56.



t'ou rannej

v

0znou zavaznos
stuhnutosti, %

~

Pacientisr

Vacsina pacientov s RA v produktivhom veku pocit'uje stredne
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zavaznu az zavaznu rannu stuhnutost’

Prieskum u pacientov s RA v produktivhom veku v 11 eurépskych krajinach (N=1061)
Mild (0—3) = Moderate (4—6) mSevere (7-10)

)
KX
1 KX
1 18 15 15
8

Belgium Denmark Finland France Germany lItaly Norway Poland Spain Sweden UK TOTAL
(n=100) (n=100) (n=103) (n=100) (n=100) (n=100) (n=55) (n=101) (n=102) (n=100) | (n=100)](N=1,061)

e/

Adapted from Mattila K, et al. Rheumatol Int. 2014;34:1751-8.

Vacsia
zavaznost a
dlhSie trvanie

rannej

stuhnutosti mali
vyznamny

negativny vplyv
na kvalitu zivota
pacientov a ich
schopnost
pracovat(p<0.05

)




U pacientov s aktivnou RA (DAS28 23,2) sa vyskytuji mimokibové

prejavy, ako je intersticialna choroba pluc

Intersticialna choroba pluc (ILD) sa vyskytuje v priebehu RA skoéru pacientov so strednou alebo
vysokou aktivitou ochorenia (DAS28 23,2)

Predilekcia pre klinicky manifestovanu ILD bola evidentna u pacientov s aktivhou RA s vysokym
skore DAS28 (5,3 * 0,8), u pacientov so séropozitivnou RA a u pacientov lieGenych steroidmi a anti-
TNFa terapiou

50% -
45% -
40% -
35% -
30% -
25% A
20% -
15% -
10% -
5% -
0% -

45.0

32.5

Patients, %

10.0

Total number of involved Abnormal findings in Abnormal PFT Clinical manifestations of
patients HRCT ILD

Lung involvement in patients (N=40)

DAS28, disease activity score for 28 joint counts; HRCT, high-resolution computed tomography; ILD, interstitial lung disease; PFT, pulmonary function test; TNF, tumour necrosis factor.
Adapted from Habib HM, et al. Clin Rheumatol. 2011;30:217-21.



Psychiatrické prejavy su pri RA Casté a koreluju so zavaznost'ou ochorenia

- Tato narodna prierezova Studia hodnotila vztah medzi psychologickymi faktormi (Uzkost’ a depresia) a parametrami
aktivity ochorenia (a zavaznosti) u pacientov s RA (N=25)

* Depresivne symptomy (p=0,002), rekurentna depresia (p=0,02) a somatické prejavy (p=0,002) boli spojené so stredne
tazkou a tazkou aktivitou ochorenia

*

100 ~

90 A 85,7 *k 84,6

80 - s 76,9 76,9 71,4 71,4
() 70 -
i. 60 - o 57,1 61,5
-
E 50 - 42,9
= 40 -
o 30 -

20 A

10 - 7,7

0 - . T . r .
Moderate depressive Severe depressive Recurrent depression Somatic symptoms Anxiety
symptoms symptoms

Psychological data

® Moderate DAS28 (n=7) Severe DAS28 (n=13)

*p<0.05, **p<0.01 for moderate DAS28 vs severe DAS28.
DAS28, disease activity score for 28 joint counts.
Adapted from Hassan AA, et al. Medicine. 2019;98:19(e15373).



Liecba pacientov so stredne
tazkou RA



VCasny a agresivny pristup k lieCbe je nevyhnutny na dosiahnutie
ucinnej kontroly aktivity ochorenia

Disability

Severity, arbitrary
Strukturalne poSkodenie

v

Presentation to
rheumatologist

Inflammation \/\/\/\/\/\

Ideal course

VCasna lieCba je nevyhnutna na kontrolu ochorenia, preto je
. ! kluCove lieCit stredne zavaznych pacientov vCas, aby sa dosiahli
Zaciatok liecby DMARD najlepSie mozné vysledky ochorenia a zabranilo sa dalSej progresii

Zaciatok Zaciatok
priznakov oskodenia

ochorenia.

DMARD, disease-modifying antirheumatic drug.
Adapted from Breedveld FC, et al. Ann Rheum Dis. 2004;63:627-33; Kirwan JR. J Rheumatol. 1999;26:720-5.



VCasné zacatie liecby pri stredne t'azkej RA je spojené s vyssou
pravdepodobnost'ou dosiahnutia LDA alebo remisie ako pri tazkej RA

Retrospektivna analyza pacientov, ktori zacali biologicku lie€bu so stredne t'azkou alebo t'azkou RA vo velkom registri USA (N=40,989)

Model-based estimates of CDAI outcomes Remission and LDA rates
40
100
—e— Moderate m Moderate (n=634)
— =%~ Severe m Severe (n=635) p<0.0001
80 - ] |
30 66,7 |
) p<0.0001 C 0 |
= - 1 |
= £ 49,4
O 20 ,‘lﬂ__-‘:
S 40
10 20 H
| | | | | | | 0 -
0 120 240 360 480 600 720 Remission LDA
Dni od zaéiatku podavania bDMARDs (CDAI =2.8) (CDAI =10)

Vacsina pacientov so stredne tazkou akiivitou v porovnani s pacientmi S tazkou a I remisiu alebo

LDA 2 roky po zacCati bDMARD, ¢o naznacuje, ze pacienti so stredne tazkou RA by mohli mat’ prospech z ,advanced”

bDMARD, biologic disease-modifying antirheumatic drug; CDAI, Clinical Disease Activity Index; LDA, low disease activity.
Adapted from Kavanaugh A, et al. Rheumatology. 2017;56:1095-101.



Intenzivny manazment predstavuje komplexny pristup

12x mesacne Motivaéné techniky Optimalizované
rozhovorov pre lieky (biologicka
podpornu lieCbu lie€ba)

m

Poskytnutie Spoloc¢né

informacnych planovanie liecby
materialov pre

pacienta

Prothero L, et al. BMC Rheumatology. 2019;3:12.



Pacienti so stredne tazkou RA su ddlezitou, ale Casto podcenovanou podskupinou pacientov.
Stredne tazku RA moéze byt niekedy tazSie identifikovat, pretoze mnohé symptomy mézu byt
mierne a prekryvaju sa s inymi ochoreniami’-3

Pacienti s RA so strednou aktivitou ochorenia su spajani s horsimi dlhodobymi vysledkami a
vyznamnym dopadom na kvalitu zZivota #°

Odporucania uvadzaju, ze primarnym cielom lieCby RA by malo byt dosiahnutie klinickej
remisie. %7

Intenzivny manazment vyuzivajuci principy T2T by mohol pomoct pacientom so stredne tazkou
RA dosiahnut ciele lie¢by'8

Chybaju spofahlivé udaje z klinickych studii Specifickych pre populaciu so stredne tazkou
RA a je potrebna dalSia praca na lepSiu lie€bu a manazment tejto Specifickej kohorty

1. Carpenter L, et al. Arthritis Rheumatol. 2014;66:2135 ; 2. Prothero L, et al. BMC Rheumatology. 2019;3:12; 3. Friend R, et al. Arthritis Res Ther. 2011;13:R58;
4. Taylor P, et al. Rheum Int. 2016;36:685-95; 5. Roodenrijs NMT, et al. Ann Rheum Dis. 2018;77:1705-9; 6. Smolen JS, et al. Ann Rheum Dis. 2020;79:685-99;

7. NICE guideline NG100. Rheumatoid arthritis in adults: management. Available at:
https://www.nice.org.uk/guidance/ng100/chapter/Recommendations#treat-to-target-strategy. Accessed: December 2020; 8. Nikiphorou E. Rheumatology. 2020;59:Suppl 2.



Klinicky program SELECT -
I vysledky u pacientov so stredne
tazkou RA



Stredna t'azka RA - analyza udajov pacientov zo SELECT studii

* Prezentované udaje pochadzaju z post-hoc analyzy podskupin zo styroch studii fazy 3 : SELECT-
NEXT', SELECT-BEYOND?, SELECT-COMPARE? a SELECT-MONOTHERAPY*

« Hodnotili sa pacienti s reumatoidnou artritidou so strednou (DAS28(CRP)>3,2, <5,1) alebo vysokou
(DAS28(CRP)>5,1) aktivitou ochorenia

» Klucoveé klinické (ACR20, DAS28(CRP)-LDA a DAS28(CRP)-Remisia) a funkéné ciele (HAQ-DI) boli
hodnotené ako odpoved na UPA 15 mg + MTX raz denne oproti placebu (PBO)

1. SELECT NEXT: Burmester GR et al. Lancet. 2018;391(10139):2503-2512.

2. SELECT BEYOND: Genovese MC et al. Lancet. 2018;391(10139):2513-2524

3. SELECT COMPARE: Fleischmann R et al. Arthritis & Rheumatology. doi: 10.1002/art.41032.
4. SELECT MONO: Smolen JS et al. Lancet. 2019. 393 (10188): 2303-2311.



SELECT klinické studie

BEYOND MONOTHERAPY

csDMARD-IR Biologic-IR MTXIR o MIXIR
Signs & Symptoms Signs & Symptoms Signs & Symptoms Ignsgtruér:rz ems

Pocet ucastnikov

Celkovy pocet

vychodiskovych priemernych
bodov

Pacienti so stredne tazkou RA
(% z celkového poctu
pacientov)

Stredna aktivita ochorenia definovana ako
(DAS28(CRP) >3,2 - <5,1)

Data on File REF-36701, 36702, 36703, 36704



Demografické charakteristiky

SELECT COMPARE
Moderate (n=350)
Upa 15mg PBO Upa 15mg
Age (yrs) 53 54,1 54,6
Disease duration (yrs) 7,5 7,1 8,3
DAS28 (CRP) 4,5 4,5 6,2
HAQ 1,2 1,2 1,8
SELECT BEYOND
Moderate (n=77)
Upa 15mg PBO Upa 15mg
Age (yrs) 56,1 57,7 56,4
Disease duration (yrs) 13,6 14,7 11,9
DAS28 (CRP) 4,7 4,4 6,2
HAQ 1,4 1,1 1,8

Severe (n=1271)

PBO

Severe (n=252)

PBO

SELECT NEXT
Moderate (n=135) Severe (n=303)
Upa 15mg PBO Upa 15mg PBO

53,4 55 55,3 55,7 56,3
8,6 7,4 7,8 7,1 6,9
6,2 4,5 4,6 6,1 6
1,7 1,2 1,1 1,6 1,6

SELECT MONOTHERAPY

Moderate (n=145)
Upa 15mg MTX

Severe (n=287)
Upa 15mg MTX

57,6 52,7 54,3 55,4 55,8
14,6 51 5,9 8,6 5,8
6,2 4,6 4,5 6,1 6,2
1,7 1,1 1,1 1,7 1,7

Data on File REF-36701, 36702, 36703, 36704



Sheet1

				SELECT COMPARE								SELECT NEXT

				Moderate (n=350)				Severe (n=1271)				Moderate (n=135)				Severe (n=303)

				Upa 15mg		PBO		Upa 15mg 		PBO		Upa 15mg 		PBO		Upa 15mg 		PBO

		Age (yrs)		53		54.1		54.6		53.4		55		55.3		55.7		56.3

		Disease duration (yrs)		7.5		7.1		8.3		8.6		7.4		7.8		7.1		6.9

		DAS28 (CRP)		4.5		4.5		6.2		6.2		4.5		4.6		6.1		6

		HAQ		1.2		1.2		1.8		1.7		1.2		1.1		1.6		1.6

				SELECT BEYOND								SELECT MONOTHERAPY

				Moderate (n=77)				Severe (n=252)				Moderate (n=145)				Severe (n=287)

				Upa 15mg		PBO		Upa 15mg 		PBO		Upa 15mg		MTX		Upa 15mg		MTX

		Age (yrs)		56.1		57.7		56.4		57.6		52.7		54.3		55.4		55.8

		Disease duration (yrs)		13.6		14.7		11.9		14.6		5.1		5.9		8.6		5.8

		DAS28 (CRP)		4.7		4.4		6.2		6.2		4.6		4.5		6.1		6.2

		HAQ		1.4		1.1		1.8		1.7		1.1		1.1		1.7		1.7






SELECT-NEXT: dizajn studie

Screening period Period 1: 12-week randomized, Period 2: Blinded long-term Follow-up

R eriod
(up to 35 days) double-blind, treatment period extension (up to 5 years)>® (~§o days)

a

All participants on background csDMARD(s)
aPocnuc 24. tyZzdnom su povolené

L 4

Upravy na pozadi liecby RA :
|
UPe e o8 > UPA 15 mg OD : >
— =
Dospeli so — E
stredne tazkou az % UPA 30 mg OD :
(@\]
RA, ktori mali = ]
nedostatocnu - PBO :
odpoved na % n="100 > UPA 15 mg OD ! >
csDMARD(y) I ]
e Poo > UPA 30 mg OD : >
n="100 : ‘
Baseline t

Week 12

aStarting at Week 24, initiation of or change in csDMARDs was permitted
byisits at Weeks 16, 20, 24, 36, 48, and every 12 weeks thereafter

Burmester GR et al. FRI0132. Ann Rheum Dis;2019: 78 (suppl 2): A735.



SELECT-NEXT (klinické vysledky po 12 tyzdioch)

« Signifikantne vacsi podiel pacientov uzivajucich UPA 15 mg dosiahol ACR20, LDA a remisiu v porovnani
s PBO v oboch podskupinach zavaznosti ochorenia

*p = <0.05
**p = 0.001

***p =<0.001 Data on File REF-36701



SELECT-BEYOND: dizajn studie

Screening period Period 1: 24-week randomized, Period 2: 216-week blinded Fogz‘i'z;‘p
(up to 35 days) double-blind, treatment period extension period? (~30 days)

| v 1w e . |

i Od 24. tyzdna su povolené I _

; upravy na pozadi liecby RA : -

® All patients on background csDMARD(s) : : &
| |
1 |
_ UPA15mgOD | UPA 15 mg OD : :
- n=164 n=156 g :
7 — | I

Dosplelvl 0 3 ~ UPA 15 mg OD ; >
stredne tazkou az ~ UPA 30 mg OD UPA 30 mg OD - |
Iz C — — [ '
tazkou R'VA‘ > .0 redes IS : Same dose assigned as at :
nedostatocnou © : end of Period 1 :
o.dpoved'oq alebo E . :PSOS _,|__UFA rl]:"z‘g oD ! !

intoleranciou na ° = M UPA 30 mg OD : >
bDMARD(y) c ! :
c PBO n=75 . :
n=85 UPA 30 mg OD : !

Baseline Week 12 Week 24 Week 240

#Visits every 12 weeks until Week 240 Genovese MC, et a/THUO172 Annals of the Rheumatic Diseases 2019;78:360-361.



SELECT-BEYOND (klinické vysledky po 12 tyzdiioch)

« Signifikantne vacsi podiel pacientov uzivajucich UPA 15 mg dosiahol ACR20, LDA a remisiu v porovnani
s PBO v oboch podskupinach zavaznosti ochorenia

*p = <0.05
**p = 0.001

***p =<0.001 Data on File REF-36704



SELECT-MONOTHERAPY
dizajn studie

Screening period Period 1: 14-week randomized, Period 2: Blinded long-term Foplt:‘iﬁjp
(up to 35 days) double-blind, treatment period extension (up to 5 years)>® (~30 days)
1
|
I
UPA 15 mg OD ]
Dospeli so — :
stredne fazkou az % UPA 30 mg OD :
~ 1
tallousktfnou | ¢ ' it I
RA, ktori mali = :
nedostatocnu S cMTX :
- D UPA 15 mg OD ' >
odpoved na MTX g n="100 : !
NO WASHOUT 2 !
& cMTX UPA 30 mg OD :
n="100 g me i g
Baseline Week 14
t

aStarting at Week 26 initiating up to 2 csDMARDs permitted in patient not achieving CDAI
low disease
bVisits at Weeks 16, 20, 24, 36, 48, and every 12 weeks thereafter

. Smolen JS, et al. THUO191 Annals of the Rheumatic
cMTX: Continuing MTX

Diseases 2019;78:371-372.




SELECT-MONOTHERAPY (klinické vysledky po 14 tyzdnoch)

« Signifikantne vacsi podiel pacientov uzivajucich UPA 15 mg dosiahol ACR20, LDA a remisiu v porovnani
s PBO v oboch podskupinach zavaznosti ochorenia

*p = <0.05
**p = 0.001

***p =<0.001 Data on File REF-36702



SELECT-COMPARE: dizajn studie

48-tyzdriové randomizované, dvojito zaslepené lieCebné obdobie(na Extension

Screening Period stabilnom pozadi MTX terapie) up to 5 years

1629 patients enrolled

/" Dospeliso \
c
’stvrednev o Rescue ;
tazkou az +
oy N or
tazkou RA a &
nedostatocn S A ADA 40 mg EOW +
ou c background MTX
\odpoved'ou) o Rescue i Continue on treatment
na MTX Z {  at Wk 48, no switch
SRS /DA 40 mg EOW + B \DA 40 mg EOW + >
M background MTX (n=327) e ) TS
i —1 i i 4
* k * k
BL W12 W14 W18 W22 W26 w48
X X-rays X X _ X _ X
Primary endpoints at Wk 12: Radiographic
*Rescue criteria: At Wks 14,18, and 22 if ACR20 (FDA), DAS28-CRP <2.6 (EMA) endpoints at Wk 26

<20% improvement in TIC and SIC
At Wk 26, all remaining PBO patients were switched to UPA, and patients receiving UPA
or ADA were switched to ADA and UPA, respectively, if CDAI >10 Fleischmann R et al. Ann Rheum Dis. 2019; 78(suppl 2): A744.



SELECT-COMPARE (klinické vysledky po 12 tyzdfioch)

» Signifikantne vacsi podiel pacientov uzivajucich UPA 15 mg dosiahol ACR20, LDA a remisiu v porovnani s PBO v oboch
podskupinach zavaznosti ochorenia.

*p = <0.05
**p = 0.001

***p =<0.001 Data on File REF-36703



SELECT-COMPARE (funkcne vysledky po 12 tyzdnoch)

Baseline DAS28(CRP) >3.2 - 5.1 Baseline DAS28(CRP) >5.1

Do 12. tyzdna v SELECT-COMPARE bolo zlepSenie fyzickych funkcii vyznamne vacsie s UPA 15 mg oproti
PBO v oboch populaciach.

*p = <0.05
**p = 0.001
w40 = 0,001



Zaver

* Do 12. tyzdna (COMPARE, NEXT a BEYOND) alebo do 14. tyzdna
(MONOTHERAPY)) dosiahli signifikantne vacsie podiely pacientov uzivajucich
UPA 15 mg ACR20, DAS28(CRP) <3,2 a DAS28(CRP) <2,6 v porovnani s PBO v
oboch podskupinach zavaznosti ochorenia

* Do 12. tyzdna v SELECT-COMPARE bolo zlepSenie fyzickych funkcii (HAQ-DI)
vyznamne vacsie s UPA 15 mg oproti PBO v oboch populaciach

« Bezpecnostny profil UPA u stredne tazkych a tazkych pacientov bol
porovnatelny a konzistentny s predtym publikovanymi udajmi



Dakujem za pozornost
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