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2UYKPOUGN CUUPEPOVTWY

e Twuntikn apolPn amnod tnv etatpeia Abbvie



E€EALEN TWV AUTOAVOCWYV VOONHATWY
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Severity

H evvola tou apabupou sukatplac

Inflammation

Function
H coBapdtnta tng vocou aviavakAd otn BAABn /

AELTOUPYLKN EKMTWON KOl EMOUEVWE OLTLOTEAEL (o
------- ONMAVTLKA Ko 1N avaotpePipn ocuviotwoa. Ot

O0OTIKEC SLaBpwoelg epdavifovron ypryopa

H naBoyévela, pnopet va e§eAyOel pe tnv
napodo Tou Xpovou, Kat va yivel Alyotepo

ovaoTtpEWPLUN, Kol AlYyOTEPO OLVTATIOKPLVOLEVN OTN

T 1
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AcBevnc pe PA koL cuvwoaonpotnteg i AcBevn e TOAAQTIAEG VOONPOTNTEG;
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H RA oyetileton pe MOAAEC CUVVOONPOTNTEC
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N = 3,920 patients in the Comorbidities in Rheumatoid Arthritis (COMORA) Study. Dougados M, et al. Ann Rheum Dis 2014; 73(1):62-8.



AcBevn¢ ne PA kal cuvvoonpotnteg ) AcOevn Le MOAAATIAEG VOGN POTNTEG;
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Radner H, et al. Nature Rev Rheum 2014;10:252-6
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Active

T2T Oepameia otnv PA

Adapt therapy
according to
disease activity*

(Consider comoarbidities
and other patient factors)

RA

Alter-
native
Target*

composite measure

Usea

of disease activity
every 1-3 months

Adapt therapy
according to
disease activity®

(Consider comarbidities
and other patient factors)

Low disease
activity

Adapt therapy
if state is lost*

[Coensider comorbidities
and other patient factors)

disease activity about

Assess
every 6 months

Sustained low

Adapt therapy
if state is lost™

(Consider comorhbidities
and other patient factors)

disease activity

Sustained
Remission

*Shared decision
with patient

Smolen JS,et al. Ann Rheum Dis 2016;75:3-15



Mpwiun PA: Ztpatnywkn T2T vs KAaolknG ppovtidog

YynAoTtepa moooota Upeong Kai kaAUtepn HRQoL emiTteUxOnkav oe acBeveic mou
akoAouBoUaav Tn otpatnyikn T2T oTnv KAIVIKN mpaKTIKR o€ oUyKplion HE ThV KAAOIKN
avTIHETWTION Twv acOevwy pe mpwipn PA

Semin Arthritis Rheum.2018 Jul 25.



Cumulative incidence

AocOeveic pe mpwiun PA kat avénuévo deiktn DAS28 napouvciaocav avénuevn
aBpolotikn enintwon ywa peilova opOomedikn xelpoupylkn enEpfaon

Data from 2045 patients were analyzed from 2 longitudinal early

0.25

0.20

0.15

0.10

0.05

RA inception cohorts in routine care

5 10 15
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HR (95% CI)
2.48* (1.50—4.11)
2.16* (1.32-3.52)

1.65 (0.97—2.80)

Remission

DAS28 category

HDA

M-HDA

L-MDA

LDA

Remission

Ertipovn MDA kot HDA oxetilovtal e Kakn
AELTOUPYLKOTNTA KO LOKPOXPOVLIO 0pBomedika
eneloodla o acbeveig pe RA

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



O kivéuvoc Aspdwpatog avéavetol onuoviltka o acbeveic pe copapn vooco (PA)

Lymphoma risk associated with overall disease activity, assessed in 376 patients with RA complicated by
malignant lymphoma and their 376 matched controls

Patients with RA and Patients with RA and no . . .
_ lymphoma, n (%) lymphoma¢, n (%) Unadjusted OR (95% Cl)

Inflammatory activity®

Low 94 (25) 278 (74) 1 (referent)
Medium 196 (52) 94 (25) 7.7 (4.8-12.3)
High 86 (23) 4 (1) 71.3 (24.1-211.4)

H pétpla evepyotnta vooou cucXetioOnke pe 8mAdola, evw n vPnAn evepyotnta vOOOU ME
70nmAdola avénon Kwwduvou epdaviong Aspdpwpatog o€ cUYKPLoN acOevwv HE XapunAn
EVEPYOTNTA VOOOU

Baecklund E, et al. Arthritis Rheum 2006;54(3):692-701



H oxéon petaéu tou kKivduvou pAeBikng OpopBosuBoANG Katl SpaoctnpLloTNTOC VOOOU OE
acOeveic pe pevpatoedn apbpitida: Mia avadpopikn HEAETN ApATAPNONC

Retrospective review of prevalence of VTE in 1379 RA patients who visited Hokkaido University Hospital in

Japan with more than 2 years follow-up from 2010 to 2019

Age 68

74.5 0.017
BMI 25.7 21.9 0.005
Diabetes Mellitus (%) 46.2 21.5 0.013
ILD 38.5 12.7 0.002
Glucocorticoid usage (%) 76.9 42.1 0.0013
RA Disease Activity
Mean DAS28CRP 3.31 2.23 <0.001
High/Moderate DAS28CRP 773 50.4 <0.001

(%)

H pétpia/uPnin paoctnplotnta tng vooou otn PA avayvwpiotnke wg mapayovtog Kwvduvou yua VTE,
untodnAwvovtag otL n KAk Udeon Ba Tav euepyetiki ya thv poAnyn touv VTE

Yoshimura M, et al. ACR 2020 (Poster Abstract 1760)



Ta mocootd cofapnc Aoipwéne eival onUOVIIKA avénueva o acOeVELC MOV Sev
ETMLTUYXAVOUV TTAPATETAMEVN Ve

Adjusted IRRs for risk of serious infection®

Group Adjusted IRR (95% ClI)
|
i I
Sustained LDA vs : 0 1.69 (1.32, 2.15)
sustained remission? :
. I
Sustained MHDA vs
sustained LDA? : —— 1.30 (1.09, 1.56)
1 1 i 1 | | ] | |

0 0.5 1.0 1.5 2.0 2.5 3.0 3.5 4.0

O BeparmeuTIKOC O0TOXOC yla TNV ETTELEN TNC XAUNAOTEPNC SuVATHC EVEPYOTNTAC VOOOU UTTopEL va odnynoel
o€ pelwon Kwvduvou Twv coBapwv AoLuwEewv

Cl confidence intervals; IRR, incidence rate ratio; LDA low disease activity;

MHDA, moderate to high disease activity

Remission: CDAI £2.8; LDA: 2.8<CDAI<10; MHDA: CDAI >10.

aSustained remission/LDA/MHDA was defined as two consecutive visits in which the patient achieved remission/LDA/MHDA

preceded by a visit where the patient was not in remission/LDA/MHDA

bSerious infections were defined as requiring either hospitalization or treatment with IV antibiotics Accortt NA, et al. Arthritis Care Res 2018;70:679-84



O aoBeveic mou enttuyyavouv Upeon £xouv anoteAéopata QoL mov nAnoldlouv Tig

$PUGLOAOYLKEC TLUEC

EQ-5D data from 3156 patients with RA (75% female) from 11 Danish centers
compared with Danish EQ-5D population norms

EQ-5D2 mean score

s

Women
HDA MDA
CDAI 222 B cpai10<21.9
DAS28-CRP >5.1 DAS28-CRP 3.2-5.1

DAS28
Men
LDA Remission
U cDAI29<9.9 B cpais2s
DAS28-CRP 2.6<3.19 DAS28-CRP <2.6

aEQ-5D includes 5 dimensions of health (mobility, self-care, usual activities, pain/discomfort, anxiety/depression),

and 5 levels of severity were used. Danish scoring algorithm was applied
to create a health utility score between 0 (death) and 1 (perfect health).
CRP, C-reactive protein; EQ-5D, 5-dimensions European quality of life scale

0.90 Improvement

Normal population
control (n=16,136)

H BaBuoAoyia EQ-5D ywa
acBeveig oe KAk Udeon
TANGlaoe AUTH TOU YEVLKOU

nmAnBucopuou

Ol auvotnpot Bepameutikol
oToxOoL €lval To KAELSL yla tnv
emnitevén oxedov
¢duololoyikou HRQolL o€
aoBeveig pe PA

Figure adapted from: Linde L, et al. ] Rheum 2010;37:285-90



Score

Ou aoBeveic mou entvyyavouv U¢peon SDAI €xouv BeAtiwpnevn puoikn Asttoupylkotnta
KOLL TTAPOYWYLKOTNTA EPYACLOG

Results from 356 Austrian patients with RA (May 2008—March 2009)

Disability (HAQ) Affected work productivity (WPAI)
SF-36 physical component Improvement 1.4 5 % 50 + 459
50 - A 1.2 2
46.0 1.2 - -
)
S 40 -
S
v 0.8 A S w 307
- [
30 S T =
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0.6 = v o
Qo 2 20 A
20 - =
0.4 o -
(@)
cu 10 +
10 + 0.2 - %)o
A
0.0 - — 0
0 - Improvement 1 Improvement

. MDA to HDA - LDA . Remission
SDAI >11 (n=119) SDAI 3.3-11 (n=103) SDAI £3.3 (n=87)

HAQ, Health Assessment Questionnaire; SF-36, Short-Form (36-item) Health Survey;

WPAI, Work Productivity and Activity Impairment questionnaire Radner H, et al. Arthritis Res Ther 2014;16:R56



O aocBeveic mov napovotdlovv Upeon CDAI emtuyyavouv kKaAUtepn dpactnplotnta
oAAQ KoL ToPoUGia OTNV Epyacio Toug

Disease activity defined by CDAI

60 - | MDA to HDA (n=153)
' LDA (n=438)
50 - * B Remission (n=670)
_ 40 1 Napopola evpRuata
X nopatnpndnkav t0co yia Tov
42 30 - 6eiktn DAS28 aAAd Ko yLo Tov
= * SDAI
&
20 -
H entiteuvén vdeong eival
anopaitntn yia KaAvtepn
10 1 anodoon kot SpactnprotnTa
acBevwv pe PA otnv gpyacia
0 TOUC
Activity impairment Absenteeism Presenteeism
(health-related effect on (work absence (impairment while
regular activities because of RA) because of RA) working because of RA)

Kim D, et al. ) Rheum 2017;44:1112-17



Ou aocBeveic mov enttuyxavouv KAWLIKNA Udeon DAS28 £xouv HIKPOTEPN SLAPKELO TTPWLVAC
duokapiog Evavtt acOsvwv xwpic vdeon

Results from 5439 patients with RA from the QUEST-RA database (2005-2008)

70.0 1 I HDA, DAS28 25.1 (n=1677)
62.0
B MDA, DAS28 3.2 —<5.1 (n=1959)
60.0 -
|| LDA, DAS28 2.6-<3.2 (n=578)

50.0 - B Remission, DAS28<2.6 (n=1016)
— 40.9 H peiwon diapkelag
o\o . 1 4
~ 40.0 - NG MPWLVNG
= duokapiag
w ” 14
2300 A oXETL{ETOL UE ['181(.00[]
a 1.8 ™G dpaoctnplotnrog

: NG VOGOU KOl TV
20.0 A . .
enitevén vdeong
9.9
10.0 o 6.3
0.0
>60 minutes morning stiffness 0 minutes morning stiffness

Duration of morning stiffness

Khan NA, et al. J Rheum 2009;36:2435-42



H eniteuén Udpeong otn PA Unopeil va LELWOEL TOV KOpSLaYYELOLKO Kivouvo

1.0007 @ @ @ CDAI disease activity
@ High
Moderate
® Low
@® Remission
.g 0.500 7 ®
© ® ®
o ® 2e 24 989 aoOeveic pe PA (LEooG XpOvo(g
W ® ® nopakoAoVOnong 2.7 £€tn) UNAPXE ONHUOVTLKA TAON
CIU MElwoNg Tou KivdUvou epdAvions KopSLaYYELOLKWV
0.250 T ENELC06LWV o€ aoOeveig pHe BEATIWHEVN EVEPYOTNTA
vOGou:

0.125 1 A 1 1 B 1 1 C 1 °

Model

21% peiwon kopdlayyeLtokou Kwvduvou yia kafe 10
povadec peiwong tov deiktn CDAI

53% Melwon Kwduvou yia acBeveig mou
petamnintouv and vPnAn os xapunAn evepyotnta
vOoOoU

Model A is adjusted for age and sex only. Model B is adjusted for age, sex, age*sex interaction, and cardiovascular risk factors (prior Ml,
presence of CAD, diabetes, hypertension, hyperlipidemia, smoking, BMI [continuous], family history of MI, and aspirin use). Model Cis

adjusted for all variables in Model B plus RA disease duration and baseline use of NSAIDs or selective COX-2 inhibitors, corticosteroids,

DMARDs, and biologic drugs

BMI, body mass index; CAD, coronary artery disease; DMARD, disease-modifying antirheumatic drug;

M, myocardial infarction; NSAID, nonsteroidal anti-inflammatory drug

Solomon DH, et al. Arthritis Rheum 2015;67:1449-55




O aoBeveic nov enttvyyavouv DAS28 Udeon eival Alyotepo mibBavo va diatnpriocouv
CUMITTWHOTO KataOAwpnc n ayxoug

Impact of remission on change in depression status at
Week 104

A toug acBeveig pe katdbAwpn

OR: clinical remission (95% Cl) , , ,
otnv Evapén, EKElvoL IOV METUXAV

No depression at baseline, n=231 3.09 (1.01, 9.44), P=0.0484

KAwikn Udeon Rrav Ayotepo

Depression at baseline, n=158 0.35(0.14, 0.87), P=0.0233

|
|
|
i
|
|
I‘
} mlavo va napapeivouv o
|

|

r T T T " KkotaOAWpn tnv EBSopada 104, oc
-10.0 -5.0 0.0 5.0 10.0
oUYKpLoN HE EKELVOUG TTOU SeV

0,
OR (95% Cl) ntEtuxav KAwikn Udeon

Impact of remission on change in anxiety status at

Week 104| Ol ao0eveiG e AyxXog KATA TV
: OR: clinical remission (95% Cl) évapen eixav 52% XoaUnAOTEPEC
No anxiety at baseline, n=212 i 1.05 (0.33, 3.30), P=0.9342 TOOVOTNTES VO CUVEXIOOUV ME
Anxiety at baseline, n=177 — -1 0.48 (0.24, 0.96), P=0.0371 ayxog tnv EBdopada 104 av
— : —_— nétuxav KAwikn Udeon

-40 -3.0 -20 -1.0 0.0 1.0 20 3.0 4.0

OR (95% Cl)
Kekow J, et al. Rheumatology (Oxford) 2011;50:401-9



Ou aoBeveic o€ UPean £XOuV ALYOTEPECG EMOKEYELS OTO VOOOKOMELD

n=125 n=210 Visit ratio

Resource y Mean o Mean (95% Cl)
0 (95% Cl) ° (95% Cl)

Overall
Inpatient® visits 13.6 0.23 26.2 0.63 0.36 H xprion mépwv ya 0Aoug
(0.13, 0.40) (0.45, 0.89) (0.19, 0.70) TOUG Aévouq (uéo‘oc
ED visits 224 0.36 39.5 0.77 0.47 apteuég ET[lO‘KE'l.IJS(uV) KoLl
(0.25, 0.53) (0.61, 0.98) (0.30, 0.74) N XpAion TOPWV Mou
Outpatient® visits 100.0 20.73 99.1 28.46 0.73 ) s
(18.19, 23.60) (25.80,31.40) | (0.62,0.86) oxetilovrau pe RA (pecog
RA related aplOpog enmokEPEWV) ATov
Inpatient® visits 10.4 0.15 16.7 0.22 0.67 HLKPOTEPN OTNV OpAdSA
(0.09, 0.26) (0.15, 0.31) (0.35, 1.30) Udeong EvavtL un Udeong
ED visits 4.0 0.04 8.6 0.13 0.31
(0.01, 0.11) (0.08, 0.21) (0.10, 0.95)
Outpatienttvisits  90.4 5.37 85.2 7.41 0.72
(4.46, 6.46) (6.46, 8.51) (0.58, 0.91)

Bergman M, et al. EULAR 2020 (Abstract THU0546)



Peupartoeidnc apBpiTida

* Ta anoteAéopata tng vooou BeATiwOnkav
* YTOAEUMOMEVN 1 MPOOSEUTIKA Kal pakpoxpovia BAABN twv apbpwoswv Kat n avannpia

* OLtpocdokiec Oeparmneiag Sev KAAUTITOVTOL EMOPKWG




ZNMUOAVTLKO TOC00TO A0OEVWV HE EYKATECTNUEVN VOOO (~ 40%) v emttuyyavel xapnAn evepyotnto/vdeon

Disease activity at the First evaluation of the whole RA cohort

Disease activity at the First and Second evaluation of

High disease the whole RA cohort (n = 1317)
activity 80 -
57
o 60 - 5
Remission
% 40 - 7 3

20

11 g9
Moderate disease 0 | . I
activity LDA MDA HDA

(n=678) (n=493) (n=146)

Low disease
activity

Thomas et al.,Ther Adv Musculoskel Dis 2020, Vol. 12: 1-12
Thomas K., et al. Mediterr ) Rheumatol 2018; 29(1): 27-37
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522. Unmet needs in the treatment of Rheumatoid
Arthritis. An observational study and a real-life experience
from a single university center.
Kaltsonoudis E, Pelechas E, Voulgari PV, Drosos AA

Contents lists available at ScienceDirect

Seminars in Arthritis and Rheumatism
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Unmet needs in the treatment of rheumatoid arthritis. An observational
study and a real-life experience from a single university center

Evripidis Kaltsonoudis, Eleftherios Pelechas, Paraskevi V. Voulgari, Alexandros A. Drosos*

Rheumatology Clinic, Department of Internal Medicine, Medical School, University of loannina, Stavrou Niarchou Blv 45500, loannina, Greece

Conclusions: Using the current recommendations for RA therapy we successfully treated the
majority of our patients. However, we found that the size of gap and the unmet needs for

treatment is about



T2T BepaTtreia otnv PA

Adapt thera
al:::r;r:ling tT Adapt therapy
disease activity* if state is lost*
(Consider comarbidities [Consider comarbidities
and other patient factors and other patient factors) _
- | Sustained

Active
RA

Remission

Use a
composite measure
of disease activity

every 1-3 months

Assess
disease activity about
every 6 months

Sustained low
disease activity

Low disease
activity

Alter-
native

Adapt therapy

Adapt therapy
according to

if state is lost*

Target*

disease activity®

(Consider comarbidities
and other patient factors)

(Consider comorhbidities
and other patient factors)

*Shared decision
with patient

Smolen JS,et al. Ann Rheum Dis 2016;75:3-15



Eivaw apketn n xapnAn evepyotnta wg Oepaneutikog oToxoG;

CDAI disease activity category at 6~12 months

Parameter at 6—12-month MDA HDA
o - follow-up visit, mean (SD) (n=67) | (n=42)

W At TNFi inifiation :
360 CDAl 1.2(0.8) 0.2 (2. 154 (3.4) 32.7(9.2)
40 M After 6-12 manths
. of TNFi tharapy Tender joint count (28) 0.1{0.3) 1.0 (1.3) 43(3.3) 134 (7.0)
EE' Swollen joint count (28) 0.1(0.3) 1.1(1.6) 403.6) 81(59)
% C-reacfive protein (mg/L) b4 (22.7) 1.0(10.6) 111199  126(221)
Modified health assessment
auestionnaire 0.1{0.2) 0.3 (0.4 0505 0.8(05)
/ Patient global assessment 6.6 (6.8) 286(209) 437257 580227) \

REM LA MDA, HDWA
C DA Disease Adtivity Category

Physician global assessment ~ 36(4.3)  121(104) 274(158) 449(198)

Patient pain assessment 87(11.0) 303235  461(70)  59.9(244)
CDAl Clinical Disease Activity Index; HDA, high disease activity; LDA, low disease aclivily;
MDA, moderate disease activity; REM, remission; THFI, tumaor necrosis factor inhibitor. Patient faﬁgue azcpeement 157 {19_2} M5 {EE_E,] 8.3 [EE[]} EO4 {2?'.5]
\___ Moming sfness (min 165365 554(1463) 96O(1075) 1436800

DAl Clinical Dissase Activity Index; HDA, high disease activity; LDA, low disease activity;
MDA, moderate disease activity; PRO, patient-reported outcome; RA, rheumatoid arthritis;
REM, remission; S0, standand deviation.

Kremer J, et al. EULAR 2020: FRI0100



T xperalopoote?

“* ‘Eykaipn avayvwplion 1nG vOoou
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OuLJAK avaoctoAeic mapouvoialouv nopopola | KaAutepn avranokpion katd ACR o€

100
90
80

70

Patients, %

oUykpion He to adalimumab (MTX-IR)

ORAL STRATEGY" RA-BEAM? SELECT-COMPARE3+4
= ADA 40 mg Q2W (n=386) = ADA 40 mg Q2W (n=330) = ADA 40 mg Q2W (n=327)
TOFA 5 mg BID (n=376) = BARI 4 mg QD (n=487) =UPA 15 mg QD (n=651)

<0 2 2 o
= o 4 ~ ~ ~ &

o o o o (=] o
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< (8] < < (&) < QO (&) (&) (&S] (&] Q (&) (&) (8] QO (&) (&]
< g -4 < g < < g < g < g -4 <

Month6 Month 12 Month 3 Month 12 Month 3 Month 18

ap<0.05 vs ADA; PP<0.01; ©P<0.05 vs ADA; 9P<0.001 vs ADA. ADA, adalimumab; JAKi, JAK inhibitor.

ACR 2020 1. Fleischmann R, et al. Lancet. 2017; 2. Taylor PC, et al. NEJM 2017; 3. Fleischmann R. et al. ACR 2018;
abstract 890; 4. Fleischmann R, et al. EULAR 2020; abstract THU0201



To Upadacitinib givail n mpwtn otoxevpévn Beparmeia pe onpaviikd vPnAotepa mocoota

Patients (%)

50
45
40
35
30
25
20
15
10

Udeon¢ Evavtl tov adalimumab

ORAL STRATEGY!? RA BEAM? SELECT-COMPARE34
50 50 Hith
45 45 "
40 ;Z* *kk 40
35 35
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DAS28-CRP <2.6 DAS28-CRP <2.6 DAS28-CRP < 2.6
= PBO + MTX (n=488) ¥ PBO + MTX (n=651)
TOFA 5 mg BID mono (n=384) = UPA 15 mg QD + MTX (n=651)
B TOFA 5 mg BID + MTX (n=376) m BARI 4 mg QD + MTX (n=487)
H ADA + MTX (n=327)
B ADA + MTX (n=386)  ADA + MTX (n=330)

1. Fleischmann R, et al. Lancet 2017;390:457-68. 2. Taylor PC, et al. N Engl J Med
2017;376:652-62. 3. Fleischmann R, et al. EULAR 2020;Poster THU0201
4. Fleischmann R, et al. Arthritis Rheum (2019) 71 pp1788-1800
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== ADA 40 mg EOW + MTX (n=327)

Fleischmann RM et al. Ann Rheum Dis 2019;78(11):1454-1462 (supplementary
data); Fleischmann RM et al. Arthritis Rheumatol. 2018;70(suppl 10):A890.



To Upadacitinib dtatnpet otaBepa vPnAotepa nocoota Upeong Evavtl tou adalimumab
Kol BeATiONC TOU TOVOU Kol TNG AELTOUPYLKAG LKAVOTNTA £WE Ta 3 Xpovia
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Week 156 Week 156

N = 445 222 N = 446 222

B UPA 15 mg QD + MTX B ADA 40 mg EOW + MTX

Nominal *¥*P <.01, **P <.001 for UPA + MTX vs ADA + MTX. Treatment groups are by initial randomization. Observations after rescue were
replaced with the last observation prior to rescue, and analysis was based on ANCOVA model with treatment and prior biologic-DMARD use
as fixed factors and BL value as covariate. HAQ-DI is rated on a 0-3 scale; patient's assessment of pain is scored on a 0-100 mm scale.
ADA, adalimumab; bDMARD, biological disease modifying anti-rheumnatic drug; BL, baseline; Cl, confidence interval; EOW, every other
week; HAQ-DI, Health Assessment Questionnaire-Disability Index; LOCF, last observation carried forward; MTX, methotrexate;

QD. once daily; UPA, upadacitinib.

Fleischmann RM et al. POS0087 EULAR 2021



SELECT-COMPARE: Upadacitinib vs adalimumab (eBdouada 48)

Benefit

ACR20
ACR50
DAS28-CRP <3.2
DAS28-CRP <2.6
A HAQ-DI £-0.22

Favors ADA 40 mg + MTX Favors UPA 15 mg + MTX

Treatment difference at Week 48 (95% Cl)
UPA 15 mg + MTX vs ADA 40 mg + MTX
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Difference in E/100 PY at Week 48 (95% ClI)

Serious infection

Herpes zoster

Malignancies (excluding NMSC)
MACE

VTE

UPA 15 mg + MTX vs ADA 40 mg + MTX
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Integrated analysis of the benefits and risks of UPA 15 mg QD + MTX compared with ADA 40 mg EOW + MTX in MTX-IR patients. Long term efficacy and safety are measured
at/through to Week 48. Long term efficacy and safety are based on any UPA 15 mg QD and ADA 40 mg EOW patient populations. In the benefit analysis, a positive value
indicates more favorable efficacy with UPA 15 mg than with ADA. In the risk analysis, a negative value indicates more favorable safety with UPA 15 mg than with ADA. Cl,

confidence interval; E/100 PY, event per 100 patient-years; EOW, every other week;

NMSC, non-melanoma skin cancer; QD, once daily

Conaghan P, et al. Drug Saf 2021;44:515-30



To Upadacitinib napouvciace napopola mocoota cofapwv Aotpwéewv pe to adalimumab pe e€aipeon
tov éprinta {wothpa, HETA ano 4,5 £tn Osparmneiag

SoBapEC AOLUWEELC E/100 PY (95% CI)

MTX monotherapy = — 2.4(1.3-3.9)

ADA + MTX —— 3.1(2.2-4.4)

UPA 15 mg pooled L 3.3(29-3.7)

UPA 30 mg pooled C 5.1(4.3-5.9)

Eprng dwotip MTX monotherapy |ill= 0.8 (0.3-1.8)
ADA + MTX | nle 1.1 (0.6-2.0)

UPA 15 mg pooled ns 3.3(2.9-3.8)

UPA 30 mg pooled (— 5.9 (5.0-6.8)

Enintwon Aowuwéewv otn PA ~1.5-7 Events / 100 PYs?

1. Cohen S, et al. EULAR 2021; [Poster: POS0220]
2. Thomas K, et al.,Springer; 2018. 445-464.



To Upadacitinib napouvciaoce napopola mocootd KapSLAYYELOKWY GUMBAMATWVY Kl KOKONOELWV UE TO
adalimumab ko tn peBotpedtn peta ano 4,5 £€tn Oepaneiog

E/100 PY (95% CI)

Kapdiayystaka MTX monotherapy - 0.3 (0.0-1.1)
oupBapara ADA + MTX & 0.3 (0.1-0.8)
UPA 15 mg pooled —— 0.4 (0.3-0.6)
UPA 30 mg pooled . i 0.6 (0.4-1.0)
Kokori@eteg MTX monotherapy : - v 0.9 (0.3-2.0)
ADA + MTX | & ] 0.8 (0.3-1.5)
UPA 15 mg pooled —y— 0.8 (0.6=1.1)
UPA 30 mg pooled ’ & ] 1.2 (0.8-1.6)

Cohen S, et al. EULAR 2021; [Poster: POS0220]



To Upadacitinib napouvciaoce napopoia mocootd OpoppoepuBoAikwv enetcodiwv pe to adalimumab ko th
pneBotpeéatn peta ano 4,5 £€tn Oepaneiog

MTX monotherapy |} »
ADA + MTX b &
UPA 15 mg pooled e

UPA 30 mg pooled —_

0.0 0.5 1.0 1.5
E/100 PY (95% CI)

0.3 (0.0-1.1)
0.5 (0.2-1.1)
0.5 (0.3-0.6)
0.4 (0.2-0.6)

2.0

Cohen S, et al. EULAR 2021; [Poster: POS0220]



2UNTTEPAC AT

+* H PA €X€L ONUOVTLKO QVTIKTUTIO OTNV UYEia

** H naBoyévela tng vooou, propet va €AYl pe TV ndpodo tou xpovou, Ko va YiVeEL Atyotepo

avaotpEPLun, ko avOekTik otn Bepaneia

+»» To Upadacitinib napouvoialet peyaAUtepn anoteAECHATIKOTNTA KAl TTAPOpoLa aocPAAELA HUE TO

Adalimumab

+* H éykaipn enitevén Upeonc otNV KAWVIKA TPAEN YIVETAL MEPLOOOTEPO EPLKTN
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