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Tnv teAevutaia SLeTia TILNTIKES AUOLBEC yLa EKTIOVNON OMIALWY, KOL EPEUVNTLKEC KOl CUUBOUAEUTIKEG UTINPECLEC
armo tic statpeiec Elpen, UCB, Amgen, Pfizer, GSK.
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* Honoraria for lectures: Roche, Genesis Pharma, Abbvie, Novartis, Genesis Pharma, Eli-Lilly, Pfizer, Aenorasis,
UCB

* Honoraria for advisory boards: Genesis Pharma, Pfizer, Abbvie, Viatris, Aenorasis

* Hospitality: Eli-Lilly, Novartis, Viatris, UCB, Genesis Pharma, Abbvie

» Research: Sub-investigator: Roche, UCB, Eli-Lilly, Novartis, BMS, Pfizer, Genesis Pharma, AMGEN, MSD, Abbvie,
Aenorasis
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Patient Case #1

>> Woman, 33 yo. Non smoker

>> Early RA- ACPA+
DAS 28 (baseline)=5,8

>> MTX sc 20 mg

DAS 28 (6 month)=2,9
Wrist and 2 MCP synovitis

>> No pain
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>> Remission vs low disease activity
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Acceptable disease activity levels for optimal outcomes on MTX:
Remission (Low disease activity)

Early RA patients’ cohorts (2 inception cohorts, 1986-2012)

Patients on medium disease activity compared to low-remission have higher functional
decline and double risk for major orthopedic surgeries
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Established, highly active disease on TNFi: analysis for persistent disease activity

During a 5 years follow-up:

20% on sustained remission-LDA (>50% of the evaluation on remission-low DAS28)

Figure 1a. Cohort patients’ disease activity (DAS28) course.

Red: DAS28 >5.1
Yellow: DAS28 <5.1 & DAS28 =3.2

Sustained hlgh 450 Green: DAS28 <3.2

Course =50% red: 142 (27% sHDA)
Course >50% vellow: 295 (56% sMDA)

Course =50% green: 90 (17% sRLDA)

Sustained moderate

10
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>> Remission vs low disease activity
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SELECT-COMPARE: Study design®

Extension

up to 10 years

Screening period 48-week randomized, double-blind treatment period
(on stable background MTX therapy)
1629 patientsenrolled R_efc_u_e _________

) A A :

UPA 15 mg QD + i i I

background MTX (n=651)

~ = E

. ~ Rescue UPA 15 mg QD +

Adults with - background MTX
c A A A :

moderate-to- S PBO + : : ! UPA 15 mg QD +
+ > N0

severe RA g background MTX (n=651) Batkerouri AT 7

and IR to = i

MTX & .

E Rescue UPA 15 mg QD +

© s e e e e e o o o o o o e e S hackeround MTX = EEr e :

k J =2 N A A A background MTX >E
ADA 40 mg EOW I H i

+ background MTX (n=327) . 1 - ADA 40 mg EOW + >

background MTX

! 1 i i %

Baseline Wk 12 Wk 14 Wk 182 Wk 222 Wk 262 Wk 48

X

X
X X-rays X X
Primary endpoints at Week 12: Radiographic
ACR20 (FDA), DAS28-CRP <2.6 (EMA) endpoints at Week 26

3Rescue criteria: At Weeks 14, 18, and 22 if <20% improvement in TJC and SIC; at Week 26 if CDAI >10
ACR20, 20% improvement in ACR criteria; CDAI, Clinical Disease Activity Index, DAS28-CRP, Disease Activity Score of 28 joints with C-reactive protein; EMA, European
Medicines Agency; EOW, end of week; FDA, Food and Drug Administration; UPA, upadacitinib; Wk, week

1. Fleischmann, RM et al.

UPA 15 mg QD +
background MTX

or

ADA 40 mg EOW +
background MTX

Continue on treatment
at Wk 48, no switch

Ann Rheum Dis 2019;78:1454—62;
2. Clinicaltrials.gov. NCT02629159
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SELECT-COMPARE:
DAS28-CRP LDA and remission over 156 weeks (NRI)13

DAS28-CRP <3.2 (LDA) DAS28-CRP <2.6 (remission)
100 | 100 - |
: Patients not achieving 1
I CDAI LDA before Week 26 1 Patients not achieving
! were rescued and | CDAI LDA before Week 26
80 - I subsequently considered 80 - | were rescued and
: non-responders . subsequently considered
HitH I | non-responders
,\? *ok ok : = :
) * % % 1 (%] Hith
KT, : 3] 41 X HiHt 40
+— ) it | HitH
&£ 40 A : S 40 3
: |
1 1
1 1
I
20 - ! 20 |
|
: |
1 1
| 1
0 - ' 0 '
12 26 48 72 156 12 26 48 72 156
Time (weeks) Time (weeks)
W PBO + MTX (n=651) M UPA 15 mg QD + MTX (n=651) ® ADA 40 mg EOW + MTX (n=327)
. o o . 1. Fleischmann R, et al. Arthritis Rheum 2019;71:1788-800;
Full analysis set; n-values apply to NRI data set only. Treatment groups are by initial randomization. NRI was used for patients who were rescued or 2. Fleischmann R, et al. Ann Rheumn Dis 2019;78:1454—62;

prematurely discontinued study drug, as well as for missing data. Vertical line at Week 26 indicates the end of the PBO-controlled period .
gomparisons adjudsted fdorfmu|t|p|||c||ty [w*l]\lpso'ool:l-*\*/*s PBOOOOI 50 #1020 001 DA 3. Fleischmann R, et al. EULAR 2021;P05t6r POS0087
i just tiplicity: i <0. ; <0.
omparisons unadjusted for multiplicity: Nominal *"p VS ; #ip VS JAKa-GR-00162-E | June 2023



SELECT-COMPARE: DAS28-CRP remission (<2.6) over 156 weeks (NRI)1~3

PBO + MTX (n=651)

100 + ! UPA 15 mg QD + MTX (n=651)
90 - : —— ADA 40 mg EOW + MTX (n=327)
|
80 - ! Patients not achieving
| CDAI LDA before Week
. 70 + : 26 were rescued and
NN 1 subsequently considered
& 60 A : non-responders
"E 1
'9 50 7 H#HitH fff
E 40 i " *i#* e : HHH gy e H# HitH Hi# Hit . Hith i
P : H#Ht HiH
30 P I 32.4
20 A 1.7
10
0 ‘ T T T T T T T T 1
0 12 26 36 48 60 72 84 96 108 120 132 144 156

Time (weeks)

Full analysis set; n-values apply to NRI data set only. Treatment groups are by initial randomization. NRI was used for patients who were rescued
or prematurely discontinued study drug, as well as for missing data. Vertical line at Week 26 indicates the end of the PBO-controlled period
Comparisons adjusted for multiplicity: **1p<0.001 vs PBO

Comparisons unadjusted for multiplicity: “*p<0.01; ***p<0.001 vs PBO; #p<0.01; ##p<0.001 vs ADA

1. Fleischmann R, et al. Arthritis Rheum 2019;71:1788-800;

2. Fleischmann R, et al. EULAR 2021;Poster POS0087;
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Patient Case #2

>> Man, 62 yo.

Hypertension/ Atrial fibrillation/ Hyperlipidemia/ Smoker

>> Early RA- ACPA+
DAS 28 (baseline)=5,8

>> MTX sc 20 mg + Prezolon 2.5 mg/day

>> DAS 28 (6 month)=2,9
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Holistic approach
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Inflammatory arthritis

R M D ORIGINAL RESEARCH
Oben Safety profile of upadacitinib over
P 15 000 patient-years across rheumatoid
Tl arthritis, psoriatic arthritis, ankylosing
spondylitis and atopic dermatitis

Diseases

Gerd R Burmester @ ," Stanley B Cohen @ ,? Kevin L Winthrop ©

Peter Nash @ ,* Alan D Irvine,>® Atul Deodhar,® Eduardo Mysler,”
Yoshiya Tanaka @ ,® John Liu,® Ana P Lacerda,® Hannah Palac,® Tim Shaw,®
Philip J Mease @ ,'"" Emma Guttman-Yassky'2

o cite: Burmester &% ABSTRACT WHAT IS ALREADY KNOWN ON THIS TOPIC
Cohen SB, Winthrop KL, et al. Objective To evaluate the long-term safety profile for — : — _
Safety profile of upadacitinb 2 4acitinib across rheumatoid arthritis (RA), psoriatic = Upadacitinib is a Janus kinase (JAK) inhibitor with
:};e[r)()(] _ arthritis (PsA), ankylosing spondylitis (AS) and atopic established efficacy in adults with rheumatoid ar-
oo rﬂiﬂﬂe;i?;;snhritis dermatitis (AD). thritis (RA), psoriatic arthritis (PsA), ankylosing
merintin etheitio anininnine  Methods Safety data from clinical trials of upadacitinib spondylitis (AS) and ulcerative colitis and adults and
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Inflammatory arthritis

ORIGINAL RESEARCH

Safety profile of upadacitinib over

15 000 patient-years across rheumatoid

Ml arthritis, psoriatic arthritis, ankylosing
Ml spondylitis and atopic dermatitis
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Open
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ORIGINAL RESEARCH

RMD
Open

Safety profile of upadacitinib over
15 000 patient-years across rheumatoid

Rheumatic &

Mol arthritis, psoriatic arthritis, ankylosing

Diseases

spondylitis and atopic dermatitis

Gerd R Burmester @, Stanley B Cohen @ ,? Kevin L Winthrop @ ,°

Peter Nash @ ,* Alan D Irvine,>® Atul Deodhar,® Eduardo Mysler,”

Yoshiya Tanaka @ ,® John Liu,” Ana P Lacerda,” Hannah Palac,’ Tim Shaw, '
Philip J Mease @ ,'"" Emma Guttman-Yassky'?

RA PsA AS AD
UPA15mg ADA 40mg UPA15mg ADA 40mg UPA15mg UPA 15mg UPA 30mg
Parameter, n (%) QD N=3209 EOW N=579 MTXN=314 QD N=907 EOW N=429 QD N=182 QD N=1340 QD N=1353
Age (years), mean (SD) 54.3 (12.0) 54.1 (11.7) 53.3(12.9) 51.5(12.1) 51.4 (12.0) 453 (12.5) 31.9(15.2) 33.0 (16.0)
Age >65 years 643 (20.0) 106 (18.3) 58 (18.5) 129 (14.2) 67 (15.6) 11 (6.0) 48 (3.6) 68 (5.0)
Number of CV risk factorst
0 739 (23.0) 133 (23.0) 82 (26.1) 150 (16.5) 90 (21.0) 36 (19.8) 635 (47.4) 697 (51.5)
1 1073 (33.4) 202 (34.9) 105 (33.4) 308 (34.0) 140 (32.6) 73 (40.1) 486 (36.3) 439 (32.4)
2 883 (27.5) 160 (27.6) 82 (26.1) 251 (27.7) 118 (27.5) 54 (29.7) 173 (12.9) 166 (12.3)
3 394 (12.3) 63 (10.9) 36 (11.5) 151 (16.6) 56 (13.1) 18 (9.9) 38 (2.8) 45 (3.3)
4+ 120 (3.7) 21 (3.6) 9(2.9) 47 (5.2) 25 (5.8) 1(0.5) 8 (0.6) 6 (0.4)
Presence of any CV risk factor 2470 (77.0) 446 (77.0) 232 (73.9) 757 (83.5) 339 (79.0) 146 (80.2) 705 (52.6) 656 (48.5)
Prior CV event 384 (12.0) 62 (10.7) 27 (8.6) 116 (12.8) 40 (9.3) 19 (10.4) 67 (5.0) 70 (5.2)
History of hypertension 1301 (40.5) 252 (43.5) 112 (35.7) 403 (44.4) 179 (41.7) 35 (19.2) 149 (11.1) 123 (9.1)
Diabetes mellitus 382 (11.9) 61 (10.5) 31(9.9) 122 (13.5) 47 (11.0) 8 (4.4) 26 (1.9) 27 (2.0)
Tobacco/nicotine uset 1221 (38.0) 199 (34.4) 120 (38.2) 385 (42.4) 163 (38.0) 100 (54.9) 418 (31.2) 418 (30.9)
Elevated LDL-C (=3.36 mmol/L) 869 (27.2) 170 (29.4) 86 (27.5) 253 (28.7) 121 (28.7) 43 (23.8) 197 (14.9) 185 (14.0)
Lowered HDL-C (<1.034 mmol/L) 354 (11.0) 53(9.2) 39 (12.4) 176 (19.6) 95 (22.4) 34 (18.7) 178 (13.4) 168 (12.5)
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Rheumatoid arthritis

@ CLINICAL SCIENCE
Safety profile of upadacitinib in patients at risk of
OPENACES  cardiovascular disease: integrated post hoc analysis
of the SELECT phase Il rheumatoid arthritis
clinical programme

Roy Fleischmann,’ Jeffrey R Curtis,? Christina Charles-Schoeman
Eduardo Mysler,* Kunihiro Yamaoka,” Christophe Richez @ ,° Hannah Palac,’
Deanne Dilley,” Jianzhong Liu,” Sander Strengholt,” Gerd Burmester @ °
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Fleischmann, Ann RHeum Dis 2023
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Rheumatoid arthritis

Table 1 Baseline demographics and disease characteristics

SELECT-COMPARE higher OV risk
Overall population Higher OV rick population
adalimumab upadacitinib sdalimismab wpadacitinib  adalimumab
15mg 40mg MTX 15mg 40mg MTX 15mg 40myg

n (%), unbess specified (n=320%) In=575) In=314) in=1717) [n=320) Im=162) In=43) in=177)
Fernale 1581 {304 470 [B1.2) 24D [76.4) 1331 {77.5) 354 {79.4) 114 [oud) 50 (772 133 (75.1}
Mean {50) age (years) 543 (120 S4Z017)  S33(2W &1.4(7.3) B0 (7.2) B16(T) 611 (73 609 {7.6)
Hge 265 years 643 (o) 106 [18.3) S8 [18.5) 543 {31.6} &3 {27.8) 54313} 202 (31.1) 52 {29.4)
Mean {500 BMI (ko) XiEn” 84011) 28.0 (6.3) 298 {6.5" 3004 {6.9) 28.7 [6.6) 29.7 (5.4) T4 46.3)
BMI z30kgim® 1200 37.4)" 227 (39.2) o7 (0.9 TiT ey 144 {450 56 [34.5) 267 (41.1) &7 {31.9)
Race

White 1784 {26 8) 504 (B7.00 256 [B1.5) 1480 {B6.2) 124 {BE.H) 129 (9.8 570 (278) 162 {91.5)

Black or Mfricsn—American 170 5.3) 30 [6.7) 123.8 118 §6.9) 17 {8.4) 0 5.6 41 63) 1146.2)

Asian 191 600 30 [5.2) ITE 86 {5.0 121 FANER ] M3 .7

Other = L] 6.0 929 33{1.9) 2 {0.6) (1.9 1423 140.6}
Geographicl region

Horth Americs 5 054 122 21.1) 46 [14.6 537 {31.3) T2 {z4.7) A ER: ] 148 (32.8) ¥ {22.0)

Rest of the world 1334 (T4.6) 457 (7.3 ZEH [B5.4) 1180 {68.7) 41 {75.3) 133 (B2.1) 50 (77 138 (78.00
Mean {SD) time since ESEAT BI[ED) L6 5. 25 (0.0} E3 /8.8 1A (B.1) BOEY EE {9.4)
dhagnosis (years)
Mean {S0) CDAlE BTALT) 41.1(133) 4050133} 398 (11.6) 416 {13.4) 0B (138 40,4 (12.7) 407 {13.9)
Mean {SD) DASZB{CRF]§ SE 00 5900 5900 5.8 {0.9) 5.9(1.00 5.8 (109 5.8 (0.8 59 (1.0
FF poditie M3 456 [78.8) I 1312 {76511 149 (77.8) M5 521 (80 3) 141 (79.7)
AOPA positive 55 (et 455 [JR.6) 36 [15.2) 1318 (76.9]"" M7 {713 116 [(M1.6) 521 (B04) 135 (7.0}
Prior bOMUARD wse w2 09T 55 [9.5) a 544 (31.7) 30 {9.4) L} 54 (83) 17 {9.6)

Prior TNF theragy B9 P53 37 [6.4) L 478278 12 (6.9} 0 42 (6.5 12 {6.8)

Other BIMARD therapy 0483 0[5 L 162 {0.8) 825 0 1412.3) 528
Concomitas csDMARD use

MTX slone INED s 579 (100} L 11E1 {68.8] 320 {100} 0 647 (99.7) 177 {100}

MTX snd other csDMARD 189 5.3) L o BE{5.1) 1] 0 203 ]

sDMARDs other than MTX 125 §6.1) L o 112 46.5) 1] 0 1] ]

Nang 662 (108 o 314 (1009 336 {19.61 L} 162 (1009 1] ]
Dther comcomitant treatments

Glucncorticnid 1763 {54.9) 350 [60.4) 164 [52.2) 900 {52.4} 1975 {B0.9] B5 [52.5) 73 (584 114 {64.4]

Aspirin 170 ) 36 (6.2} 24 (1.6 250 {14.61 34 {106} 19117 520(1432) 18 {10.2)

Statin 383 {15 55 [9.5) I6[B3) 322188} 43 {15.3) 148 108 (168 124{10.7)

Antithrombotic sgem. 6 BE) 473 I6[B3) 220 (16.9) ®m(11.9) FANER ] 102 (15.7) i11.3)
Smoking stansit

Heer smkesd 1586 §61.9) 378 [65.5) 194 [61.8) B0 {36.E] 162 {50.9) 60 [42.6) 342 (51.7) TE {846

Ever smaked 121 (38.1) 199 (34.5) 120 (38.2) 415 {53.4) 156 {29.1} 93 [57.4) 07 (473) &7 {55.4)
History of hyperersion 1377 (39.8) ¥57 [43.5) 112357 1106 {64.4) 135 (70.3) 96 [59.3) 479 (66.1) 173 {69.5)
History of dishetes melline 353 {11.9) 61 [10.5) 3199 327 {19.0 54 {16.9) IR(173) 13183 IT153)
History of VTE 5317 916 30109 327 S{2H) L} 14023 6{3.4)
History of O ewent 385 {12.0) 63 [10.9) 11 [B6) 346 (207} 56 {17.5) 148y 141 (1.7 Haf11.3)
HOL-C <40 mgidl 54 {1 53 [9.2) 39124 4 13.0) 33 {103} 26 [16.04 BT (13.4) 19{10.7)
"Orverall papulation, n=3205. Dverall highes-risk population, n=1715.
fa = 3008

30werall populstion: upsdacitiniy 13mg OO, n=3040; adalimumab 40 myg EOW, n=546; MTX, n=299. Overall highes-risk population: upadacitinib 15mg QD, n=1632;
adalimumab 40 mg EIW, n=308; MTX, n=153. SELECT-COMPARE higher-ritk population: upadacitinib: 15mg 00, n=618; adalmumak: 40 mg EQW, n=170.

EOverall populstion: upadscitinid 13mg Q0: n=3192; adalimum.sb 40 mg EOW: n=575; MTX: n=314. Overall higher-risk population: upadacitinib 15 mg 0D, n=1703;
adalimumab 40 mg EOW, n=318; MTX, n=162. SELECT-COMPARE higher-ritk population: upadacitinib 15mg 00, n=646; adalmumak: 40 mg EQW, n=175.

Avezall population: n=3207. Overall higher-risk population: n=1716.

**Overall population: n=3203. Overall highes-ritk population: n=1714.

110verall papulation: upsdaciting 15 mg Q0 n=3207; adalmumab 40mg EOW: n=577; MTX: n=314. Overall higher-risk popuilstion: upadacitinib 15 mg Q0 n=1715;
adalimumab 40 ma EOW: n=318: MTX: n=162. SELECT-COMPARE hioher-risk sooulation: ucadacitinib 15ma 00: n=5649: adalimumab 40 ma EOW. n=175.



Rheumatoid arthritis

Table 1 Baseline demographics and disease characteristics

SELECT-COMPARE higher CV risk
Overall populatian Higher OV risk population populatian
PP BIS T N P ot aililicuanaly
SELECT-COMPARE higher CV risk|
Overall population Higher CV risk population population
upadacitinib adalimumab upadacitinib adalimumab upadacitinib  adalimumab
15mg 40mg MTX 15mg 40mg MTX 15mg 40mg
QD+csDMARDs EOW+MTX  monotherapy QD+csDMARD(s) EOW+MTX monotherapy QD+MTX EOW+MTX
n (%), unless specified (n=3209) (n=579) (n=314) (n=1717) (n=320) (n=162) (n=649) (n=177)
White 2784 (85 H) 504 (B7.00 256 [B1.5) 1480 {B6.2) 184 {BE.H} 120 [79.6) 570 (87.8) 162 {91.5)
Black or Afiicsn—American 170 5.3 30 (67) 1238 118 {6.9) 17 {a.4) 9 (5.6 4 163) 1146.2)
Asian 191 §50) 30 (5.2) 37 [11.8) 85 {5.0) 721} 21 13.09 AET 3.7
Dther [ Xrd)] 6(1.0§ 92.9 33{1.9) 1 {0.6) 3(1.9 1433 1 {0.6)
Geographical region
Maorth Americs s 354 122 21.1) 46 [14.6) 537 {31.3) 72 {24.7) 7% 148 (22.8) 39220
st olibe gzl aastiTis CErR R - LIS0ERT 241 {75 3} 133 (B2 1) 501 0701 13= (8.0}
Smoking statustt
Never smoked 1986 (61.9) 378 (65.5) 194 (61.8) 800 (46.6) 162 (50.9) 69 (42.6) 342 (52.7) 78 (44.6)
Ever smoked 1221 (38.1) 199 (34.5) 120 (38.2) 915 (53.4) 156 (49.1) 93 (57.4) 307 (47.3) 97 (55.4)
History of hypertension 1277 (39.8) 252 (43.5) 112 (35.7) 1106 (64.4) 225 (70.3) 96 (59.3) 429 (66.1) 123 (69.5)
History of diabetes mellitus 383 (11.9) 61 (10.5) 31(9.9 327 (19.0) 54 (16.9) 28(17.3) 119 (18.3) 27 (15.3)
History of VTE 53 (1.7) 9(1.6) 3(1.0) 38(2.2) 9(2.8) 0 14(2.2) 6(3.4)
History of CV event 385 (12.0) 63 (10.9) 27 (8.6) 346 (20.2) 56 (17.5) 24(14.8) 141 (21.7) 20 (11.3)
HDL-C <40 mg/dL 354 (11.0) 53(9.2) 39(12.4) 224 (13.0) 33(10.3) 26 (16.0) 87(13.4) 19 (10.7)
TIane E2 LOE) 0 T4 TI007 T (195 T TRz b ]
Other comcomitant Ereatments
Glucoeorticoid 1763 {5490 350 (B0.4) 164 [52.2) 900 {52.4) 1965 §60.9) BS [52.5) 379 (584) 114 {64.4)
Aspirin 170 B4 36 [6.2) 24 (1.6 250 {14.6] 34 {10.6) 19117 92 (143) 1&{10.2)
Statin s 55 [9.5) 26 (B3) 317 {18.8) 43 (15.3) 24 [14.8) 108 (16.5) 12410.7)
Antthrombotic sge 36 BE) a3 26 (B3) a0 {16.9) 38 {11.9) 211309 102 (15.7) 113}
Smoking stansit
Memiar smoked 1586 §61.9) 378 [65.5) 154 [51.8) 800 {46.6) 162 {50.9) B9 [42.6) 342 (31.7) Ta {44.6)
Ever semioked 12 @&a1) 109 (34.5) 120 (38.2) 915 {53.4) 156 {a9.1) 93 [57.4) 307 (473) a7 {55.4)
Histary of hypertersion 1277 (9.5) 257 [41.5) 112 35.7) 1106 {64.4) 15({103) 96 (59.3) 429 (86.1) 113 {69.5)
History of dishetes melline. 353 {119) 61 [10.5) 3% 33T (19.0) 54 {16.9) IR[173) 119 (183) T{153)
Histary of ¥TE 5307 9 1.6 3.0 /2T {28 D AL i) 634
History of OW ewent 385120 63 [10.9 27 [B6) 345 {20.2) 56 {17.5) 24 [14.8) 141 (217 H113)
HDL-C <40 mgidL I 53 [9.2) 30 [12.4§ I 13.0) 33 {10.3) 26 [16.04 BY (13.4) 19{10.7)
“Overall papulation, n=3205. Dwerall highes-rizk population, n=1715.
fn = 308

30werall populstion: upsdacitiniy 13mg OO, n=3040; adalimumab 40 myg EOW, n=546; MTX, n=299. Overall highes-risk population: upadacitinib 15mg QD, n=1632;
adalimumab 40 mg EOW, n=306; MTX, n=153. SELECT-COMPARE higher-risk population: upadacitinib 15mg Q0. n=618; adalmumab: 40 mg EOW, n=170.

EOverall populstion: upadscitinid 13mg Q0: n=3192; adalimum.sb 40 mg EOW: n=575; MTX: n=314. Overall higher-risk population: upadacitinib 15 mg 0D, n=1703;
adalimumab 40 mg EOW, n=318; MTX, n=162. SELECT-COMPARE higher-rik population: upadacitinib 15 mg (D, n=646; adalmumsk: 40 mg EOW, n=176.

Averall population: n=3207. Overall higher-risk populstion: n=1716.

**Overall population: n=3203. Overall highes-ritk population: n=1714.

1 10verall population: upadacitin 15 mg Q0: n=3207; adalmumab: 40mg EOW: n=577; MTX: n=314. Overall higher-risk population: upadacitinib 15 mg Q0 n=1715;
adalimumab 40 ma EOW: n=318: MTX: n=162. SELECT-COMPARE hioher-risk sooulation: ucadacitinib 15ma 00: n=5649: adalimumab 40 ma EOW. n=175.
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Figure 1

: . . . SELECT-COMPARE
Overall population Higher CV risk population IR U e Akt

HR 0.63 (95% C10.13, 3.07)
A
I 1

0.6 0.6
03 403 l o @ ; 05 05 % 04
T T 1 r T T LI | T
UPA15mg QD ADA 40 mg EOW  MTX monotherapy UPA 15 mg QD ADA 40 mg EOW  MTX monotherapy UPA 15 mg QD ADA 40 mg EOW
+/- csDMARD(s) + MTX +/- csDMARD(s) +MTX +MTX + MTX
33/3209 4/579 2/314 29/1717 4/320 2/162 7/649 2/177
10094.2 1458.3 834.9 5072.9 800.0 418.1 1844.1 339.4
0.3(0.2,0.5) 0.3(0.1,0.7) 0.2 (0,0.9) 0.6 (0.4, 0.8) 0.5(0.1,1.3) 0.5(0.1, 1.7) 0.4(0.2,0.8) 0.6 (0.1,2.1)

Exposure-adjusted incidence of adjudicated MACE. MACE defined as CV death (includes acute myocardial infarction, sudden cardiac

death, heart failure, CV procedure-related death, death due to CV haemorrhage, fatal stroke, pulmonary embolism and other CV causes), non-
fatal myocardial infarction and non-fatal stroke. ADA, adalimumab; csDMARD, conventional synthetic disease-modifying antirheumatic drug; CV,
cardiovascular; EAIR, exposure-adjusted incidence rate; EOW, every other week; MACE, major adverse cardiovascular event; MTX, methotrexate; PY,

patient-years; QD, once daily; UPA, upadacitinib.

Fleischmann, Ann RHeum Dis 2023
JAKa-GR-00162-E | June 2023



Exposure-adjusted incidence of adjudicated MACE in higher CV risk
populations by age

A

Higher CV risk population

10.0 -
_. 8.0 -
o>
a
8 6.0 1
bl
~
£
e 4.0 -
<
w
2.0 -+ i l l
1.0 1.0
0.0 M 04 l 0.3 l 0.4 0.7
UPA 15 mg QD ADA 40 mg EOW MTX monotherapy UPA 15 mg QD ADA 40 mg EOW  MTX monotherapy
+/- csDMARD(s) +MTX +/-csDMARD(s) +MTX
n/N 14/1174 2/231 1/108 15/543 2/89 1/54
PY 3592.8 603.6 267.6 1480.1 196.3 150.6
n/100 PY (95% Cl) 0.4(0.2,0.7) 0.3(0,1.2) 0.4 (0, 2.1) 1.0(0.6, 1.7) 1.0(0.1,3.7) 0.7(0,3.7)

Fleischmann, Ann RHeum Dis 2023
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Exposure-adjusted incidence of MACE in higher CV risk populations by
medical history of a CV event
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Higher CV risk population

No prior history of CV event

Prior history of CV event

L.

O 18
0.5 ; 0.5 ; 0.3 i a0
UPA15mg QD ADA 40 mg EOW  MTX monotherapy UPA 15 mg QD ADA 40 mg EOW  MTX monotherapy
+/- csDMARD(s) +MTX +/- csDMARD(s) + MTX
20/1371 3/264 1/138 9/346 1/56 1/24
4141.0 648.1 361.8 931.8 151.8 56.3
0.5(0.3,0.7) 0.5 (0.1, 1.4) 0.3 (0, 1.5) 1.0 (0.4, 1.8) 0.7 (0,3.7) 1.8(0,9.9)



>> Exposure-adjusted incidence of adjudicated VTE

SELECT-COMPARE
Overall population Higher CV risk population . - -
higher CV risk population

5.0 -
4.0
= HR 0.37 (95% CI1 0.09, 1.54)
p I—_I
8 3.0
2
£
e 2.0
<
¥
1.0 A ; i l 1.0 0.9
0.6 0.6 0.6
W o4 ; 03 Wo3
0.0 T T Vo T T 1 T
UPA 15 mg QD ADA 40 mg EOW  MTX monotherapy UPA 15 mg QD ADA 40 mg EOW  MTX monotherapy UPA 15 mg QD ADA 40 mg EOW
+/- csDMARD(s) +MTX +/- csDMARD(s) + MTX +MTX +MTX
n/N 40/3209 5/579 5/314 311717 5/320 4/162 5/649 3/177
PY 10110.6 1456.8 829.0 5094.7 798.4 4153 1851.2 339.1
n/100 PY (95% Cl) 0.4(0.3,0.5) 0.3(0.1,0.8) 0.6 (0.2, 1.4) 0.6 (0.4, 0.9) 0.6 (0.2, 1.5) 1.0 (0.3, 2.5) 0.2(0.1,0.6) 0.9(0.2, 2.6)

Figure 5 Exposure-adjusted incidence of adjudicated VTE. VTE events include deep vein thrombosis and pulmonary embolism. ADA, adalimumab;
¢sDMARD, conventional synthetic disease-modifying antirheumatic drug; CV, cardiovascular; EAIR, exposure-adjusted incidence rate; EOW, every other
week; MTX, methotrexate; PY, patient-years; QD, once daily; UPA, upadacitinib; VTE, venous thromboembolism.

Fleischmann, Ann RHeum Dis 2023
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>> Holistic approach
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Patient Case #3

>> AvOn), 44 eTwv — UNTEPA TPLWV TTOULSLWV

Ao 2 etwv apBpalyieg oe mepldeplkeg apBpwaoelg pe pAeypovwdn TuTO
. . >> Oidnpa daktuAwy, vuxtepvn adumvion

«AUOKOAEVETAL VA KAVEL TG KOONUEPLVES TNG SOUAELEGY

ESR: 35mm/hr, CRP: 8mg/L, RF(-), CCP (-)
>> Aldyvwon: opoapvntikn peVHaTosldng apbpitidba

. DAS28-CRP: 5.65
(TJC:14, SIC:6, VAS=80mm, CRP:8mg/L)

Evapén Prednisolone 15mg OD pe otadlako tapering péxpt SLOKOTIAG
>> MTX 15mg OWK

Enavektipnon os 12 eBdopadec

JAKa-GR-00162-E | June 2023



Patient Case #3 ...continued

>> Entavektipnon oe 12 efdopadec: pkpn BeAtiwon

Mapapével AAyog, LOLWC OTLC TtNXEOKAPTILKEC Kot To AE yovato

>> ESR: 12mm/hr, CRP: 3mg/L

DAS28-CRP: 4.32
(TJC:5, SIC:3, VAS=80mm, CRP:3mg/L)

>> Evapén npowbOnuévng Bepaneiag: adalimumab 40mg Q2W

MNoAvoupntwpatoAoyia: kakn 61a0son, xapnAng notdtntag UTVOC,
>> duokoAia va avtanetéEABeL otnv KABnuepLvoTNTA

EMQVEKTIUNON OE TPEL UAVEC

JAKa-GR-00162-E | June 2023







>> Rapid improvements in pain from baseline were demonstrated -
in MTX-IR patients with RA receiving UPA vs PBO - mer

Pain VAS (LOCF)
Time, weeks
o 2 4 a8 12 14 18 22 20 30 36 a2 48 60 72
D [ [l Il il (1 [ il [ [l [l 'l (1 [ 1

wa
|y
o

Mean change from baseline

R
T "

1
L
|
[ g}

—@— PBO + MTX (n=651) —f}— UPA 15 mg QD + MTX (n=651) ey ADA 40 mg EOW + MTX (n=327)

Full analysis set.

Comparisons not adjusted for multiplicity: """ marninal pea0U001, UPA v PR, *rominal p=0.05, ®rominal peslL0d,

8 nminal peCL00d, UPA vi ADA. ADS, adalimumab; EOW, every other week; IR, inadeguate response; MTE,

methotrexate; FBO, placebo; 00, once daily; RA, rheurmnatoid arthritis; UPA, upadadtinib; WAS, visusl analog scale; LOCF,

Last Observation Carried Forwerd. Fl=ischimann B et sl. Poster presented at: EULAR 2020, Poster THUOZ01.
JAKa-GR-00162-E | June 2023






>> Pain in Rheumatoid arthritis

Structural
— causes of
pain

Changes in
central pain
processing

Sensitization, —
descending
facilitation and
Nociceptor inhibition

activation and _
peripheral
sensitization

Psychological
— problems and — Chronic inflammation
sleep disorders

PAIN IN RA

Pre-morbidity

JAKa-GR-00162-E | June 2023 Simon et al. Semin Arthritis Rneum 2021:51:278-84



>> Are HCPs and patients after the same thing?

AR O
- =

Most important reasons to change treatment

Patient
ranking

Swollen joints 1 12

DAS28 scores 2 17
Rheumatologist impression of overall disease activity 3 8

Worsening erosions in past year 4 27

Disease activity now compared with 3 months ago 5 19

® Physical functioning and mobility / 1
ﬂ Patient’s motivation to get better 23 2
Top 5 Patient’s trust in their physician 45 3
CEEEDER IS patient’s satisfaction with current DMARD 21 4
patients Painful joints 13 5

aDutch rheumatologists and patients with RA were surveyed
DAS28, Disease Activity Score — 28 joints; DMARD, disease-
JAKa-GR-00162-E | June 2023  modifying antirheumatic drug; HCP, healthcare professional Van Hulst L, et al. Arthritis Care Res 2011;63(10):1407-1414



>> Discordance in assessment between patient and HCPs

Study Events Total o Proportion 95%-Cl W(fixed) W(random)
Kaneko_2014 46 75 Vi —— 061 [049;072) 0.7% 7.0%
Kaneko_2014 37 75 e 049 [0.38;061] 0.7% 7.1%
Kaneko_2014 2T 1w —— 0.36 [0.25;048] 0.7% 7.0%
Khan_2012 2574 7028 - 0.37 [0.35;0.38] 61.8% 8.5% &
Studenic_2012 491 646 O 0.76 [0.73;0.79]  4.5% 8.2% :
Barton_2010 80 223 — 0.36 [0.30;0.43] 1.9% 7.9%
Nicolau_2004 57 80 0.71 [0.60;0.81]  0.6% 6.9% o’ 9
Nicolau_2004 % 80 ——— 0.32 [0.22;044] 0.7% 7.0% : 8|7
Davis_2014 M4 127 —— 0.27 [0.19;0.35]  0.9% 7.4% : EI
Akhavan_2014 491 1176 - 042 [0.39;0.45] 10.8% 8.4% 125 - [E
Diaz_2013 80 213 e 0.38 [0.31;044] 1.9% 7.9% : ?
Choi_2012 349 997 - 0.35 [0.32;0.38] 8.6% 8.4% e
Jones_2011 28 84 -» | 0.27 [0.24;0.30] 6.3% 8.3% : 10 1
Fixed effect model 11629 ¢ 0.39 [0.38; 0.39)  100% - 3 - M 5]
Random effects model ~ 0.43 [0.36; 0.51] - 100% .
Heterogeneity: I-squared=97.2%, tau-squared=0.2689, pé.om res b
I T T T T T 1 m 3
02 03 04 05 06 07 08
........ t......'.......'.-.....'.......r..-...‘..-....r......'...)
° 10 20 30 & S0 60 ° 80

Drivers of discordance:
- depression
- health literacy

|AKa-GR-00162-E | June 2023 Destieux et al. Arthritis Care Res 2016;68(12):1767-73



Patient case #3 ... 2 months later...

>> MnRvupa oTo Kvnto:
«lMatpe, to pappoako de pe €xeL BonOnoet kaBOAou »

TnAedpwvikn eENKoVwvia:
H aoBevnc meplypadel onpavtiko aAyoc oe dtadopec BEoelc Kal
Suokapyia

2 >> Epyaotnplakog EAeyxog:

ESR: 10mm/hr, CRP: 2mg/L

Note: This is a fictitious patient case

JAKa-GR-00162-E | June 2023



Patient Case #3 ... 3 months later

>> «latpég, To pappako de pe €xel Bonbnoel kaBoAou »

>> DAS28-CRP: 4.56

(TJC:10, SJC:0, VAS=100mm, CRP:2mg/L)

>> AVTLKELLEVLKA OEV UTTAPYXEL ELKOVAL UUEVITIOOC

‘Evtovo aAyocg o€ oAAA onpeia, T000 apBpkd 000 Kol e€wapBpLka

Ev Sitaotdoel pe to cuvtpodo

JAKa-GR-00162-E | June 2023




Pain causality in rheumatic diseases

MNoBoloyia oto eminedo TNC LUOOKEAETIKAC SOUNG TTOU TTACXEL
- ApBpwon
- evBeon

v - §0VIKOG OKEAETOG

ATtoppUBULON TOU CAUOTOC TOU TTOVOU KOTA TN METAdOPA Kall
eneéepyaoio TOU Ao TO VEUPLKO cUOTNAL:

- IEPLPEPLKO

- KEVTPLKO

JAKa-GR-00162-E | June 2023



>> Residual pain and its role in disease activity

(a) Level of patient
satisfaction with pain
management N=293

% patients

JAKa-GR-00162-E | June 2023

m Very satisfied

m Satisfied

» Moderately
Satisfied

m Not satisfied
(1% N =3)

W Not at all satisfied
(1% N =3)

% patients

(b) last 8 days pain VAS

(VAS8d) N=292

= VAS [70-100]

W VAS [40-69]

W VAS [0-39]

4 ano toug 10 acOeveig pe PA (n
nAswoPndia uno BroAoyikn Bepaneia)
giyav VAS > 40mm

Vergne-Salle P et al. Eur J Pain. 2020



Residual pain and its role in disease activity

TABLE 3 Comparison of Rheumatoid arthritis patients with last 8 days average pain VAS < 40 and > 40 mm/100 (N = 292)

Pain VAS < 40 Pain VAS > 40
Mean or % SD orn Mean or % SD orn P
Marital statut (N = 292)
Single 26.7% 48 41.7% 46 0.0104"
Married or in relationship 73.3% 132 58.9% 66
Activity (N = 285) AcOgeveig pe upnAotepo novo eixav
Not working 43.7% 76 55.9% 62 0.0449 ) ,
In professional activity 56.3% 98 44.1% 49 HGVGAUTEPH meavomta va.
Disease duration (years) (N = 291) 13.1 9.1 13.5 10.5 0.7981% - Ei.VG.l. Single
ACPA or/and RF positivity (N = 283) 86.8 151 81.6 89 0.2420% , ,
ESR (mm/h) (N = 289) 12.1 12.3 17.0 17.7 0.0162* - ELlVOlL avepPyolL
HAQ score (N = 289) 0.9 0.6 15 0.7 <0.0001% - €Xouv XapnAotepn mototnta {wNG
Steroids (N = 292) 36.7% 66 51.8% 58 0.011" ’ ’
Pain sensory qualifiers score (/100) 12.6 11.7 30.8 18.6 <0.0001* - sxouv KataeAltp rl
W=1272) ) - £XOUV AYXOG
Pain emotional qualifiers score (/100)  14.2 19.0 41.8 24.5 <0.0001°
(N=273)
Anxiety score (HAD) (N = 287) 18 43 94 4.6 0.0039*
Depression score (HAD) (N = 288) 5.1 39 7.2 3.6 <0.0001%
Pain interference on (0-10)
Mood (N = 289) 24 23 4.6 2.6 <0.0001%
Walk (N = 288) 2.5 23 6.1 2.4 <0.0001*
Work (N =290) 32 23 6.7 2.0 <0.0001%
Relationship (N = 290) 1.6 2.0 2.9 2.7 <0.0001*
Sleep (N = 290) 2.1 24 54 3.2 <0.0001*
Enjoyment of life (N = 290) 1.8 22 34 3.0 <0.0001%
Beck depression inventory (N = 291) 5.8 5.7 8.2 713 0.0100*

JAKa-GR-00162-E | June 2023 Vergne-Salle P et al. Eur J Pain. 2020



>> Neuropathic and nociceptive pain

2T1¢ pAeyHOVWOELC apBpLTdEC CUVUTIAPXOUV CUXVA VEUPOTIOLONTLKOG Kot LOLOSEKTLKOG
TtOVO(G

lotk PAGBN

Neuponabntikog |I6L0OEKTIKOG e -
TIOVOC TIOVOG
BAABN veupwvwv
Metatponn tng epnelpiag Tou Mpokaheital and dpeon
TIOVOU PECA amod alAayEg oTny gvepyomoinon twv
guatcOnoio Twv VEUPLKWY nePLOEPLKWY UTIOSOXEWV TOU
0dwv Tou TOVOoU TIOVOU

DMARDs  Kuplwgotoxebouv atn pAeypovn T apBpwong
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>> JAK/STAT pathway cytokines and rheumatoid arthritis pain

Cytokines mediate RA pain in the following locations:
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JAK inhibitors and nociceptive pain signalling

JAK/STAT and nociceptive cytokine signalling in RA / N. Crispino & F. Ciccia

Fig. 1. Schema show-
ing the hypothesised
role of tofacitinib in
modulating inflamma-
tion and nociception.
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Shared Decision Making

Is shared decision Barriers:
making - Clinicians’ perceived patient preferences & knowledge regarding DMARDs
happening in
clinical
consultations?

- Disagreement in T2T practice:
physicians aiming for LDA and remission
patients aiming for QoL and pain

Designing Innovative Strategies to Foster Shared Decision Making
How can these

barriers be
overcome?

- Advances in decision aids
- Setting shared goals to foster SDM
- Identifying preference phenotypes

|AKa-GR-00162-E | June 2023 Burton et al Curr Opin Rheumatol. 2020 May ; 32(3): 273-278



Shared decision making

VA To eninedo CUUUETOXNG TOU aoBevouc otn cuvamnodoaon
D r - elval SltapopeTLkO yLa kaBe aoBevn
D - uropel va aAAagel kata tn SlapkeLa TG mapakoAouBnong

KOlL 0TNV MopEia TN vOoOU

BaolkOg mapAyovTac ival N EMKoVWvio PETaEL Tou aoBevouc Kal

‘lfﬂ TOU LaTtpoU Kal N avamtuén epniotoouvng.
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Thank You

Please complete
the evaluation form
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