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ANAwon cupPEPOVTWY

¢ o tn ouyKeKpLUEVN OMALa €xw AABeL TiHNTIKA apoBn amnod tnv Abbvie

¢ Ta televtaia 2 €Tn £xw AAPEL TLUNTLKA apoBn armno ti¢ etalpeiec Amgen, UCB, Pfizer, Genesis,
Novartis, Roche, Pharmaserve-Lilly



EloaywyLKa oToLXEla

* OplLoMOC UdEDONC: AoV CLa EVEPYOTNTAC TNE VOOOU
e Kataotaon, oxt aAAayn n petafoon

* MMpoBAcmel TNV KAAUTEPN KALWVIKN, AELTOUPYLKN Kot SOULKN €EEALEN TWV
dAeyuovwodwv apbpLtidwv

* [SeaTOC 0TOXOC OTLC KATELOBUVTNPLEC 0ONVYLEC

e Pevpatoeldnc apbpitda: Boolean, SDAI, CDAI, DAS 28 (?7?)
* ACovikn 2movduloapBpitidba: ASDAS ID

 Ywplaokn apBpitidba: DAPSA, PASDAS



JAK avaotoAeic otic pAeypovwdelc apOpitideg

o2 TTA
(upadacitinb,
tofacitinib)

1. Tofacitinib SmPC. Available at:
https://www.ema.europa.eu/en/documents/product-
information/tofacitinib-epar-product-information_en.pdf ; 2. Baricitinib
SmPC. Available at: https://www.ema.europa.eu/en/documents/product-
information/baricitinib-epar-product-information_en.pdf ; 3. Upadacitinib
SmPC. Available at: https://www.ema.europa.eu/en/documents/product-
information/upadacitinib-epar-product-information_en.pdf



KAwikég pedétec paonc lll, ouykpiong twv JAK avaoctoAéwv pe to adalimumab og
acOeveic pe PA kot avemapkn avranokpion otn MTX

Tofacitinib? Baricitinib? Upadacitinib3

Treatment-naive ORAL Start? RA-BEGIN? SELECT-EARLY?

ORAL Standard®

ORAL Scan RA-BEAM2

SELECT-COMPAREF®

SELECT-
MONOTHERAPY?2

ORAL Strategy?&°

SELECT-NEXT

csDMARD-IR RA-BUILD
ORAL Solo2/ Oral Sync

SELECT-BEYOND

bDMARD-IR RA-BEACON

aTrials with a monotherapy arm; bTrial with adalimumab arm without formal statistical
comparisons between adalimumab and tofacitinib; cTrials with statistical comparison of JAK

SELECT-CHOICE¢Y

inhibitor vs adalimumab in MTX-IR patients; dTrial with statistical comparison of JAK inhibitor 1. Tofacitinib SmPC. Available at: https://www.ema.europa.eu/en/documents/product-information/tofacitinib-epar-product-
vs abatacept in bDMARD-IR patients information_en.pdf ; 2. Baricitinib SmPC. Available at: https://www.ema.europa.eu/en/documents/product-information/baricitinib-
b/csDMARD, biologic/conventional synthetic drug modifying antirheumatic drugs; IR, epar-product-information_en.pdf; 3. Upadacitinib SmPC. Available at: https://www.ema.europa.eu/en/documents/product-

inadequate response; MTX, methotrexate information/upadacitinib-epar-product-information_en.pdf ; 4. Rubbert-Roth A, N EngJ Med 2020;383:1511-21



To Upadacitinib givait n mpwtn otoxeupévn Bepameia pe onpaviika vPnAotepa mocootad

Udeon¢ EvavtL tov adalimumab
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ORAL STRATEGY!

21

Patients (%)

DAS28-CRP <2.6

TOFA 5 mg BID mono (n=384)
B TOFA 5 mg BID + MTX (n=376)
B ADA + MTX (n=386)

No head-to-head trials
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RA BEAM?

% ok k

34 K%k

DAS28-CRP <2.6
1 PBO + MTX (n=488)
B BARI 4 mg QD + MTX (n=487)
B ADA + MTX (n=330)

SELECT-COMPARE3
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Patients (%)

DAS28-CRP < 2.6

= PBO + MTX (n=651)
™ UPA 15 mg QD + MTX (n=651)
B ADA + MTX (n=327)

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. Arthritis Rheum (2019) 71 pp1788-1800



Znpavtika vPnAotepa nocootd acBevwv otn peAEtn SELECT COMPARE nietuyov
Udeon pe to UPA vs ADA, aveédptnta arnd tov optopo tTnc Upeonc Tic efouddeg 12,
26,1 48,272,2 ko 1563

| ! |
| I | . .
80 1 DAS28-CRP <2.6 | CDAI =2.8 | SDAI =3.34 ' Boolean remission
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Week Week Week Week Week |Week Week Week Week Week iWeek Week Week Week Week | Week Week Week Week Week
12 26 48 72 156 i 12 26 48 72 156 | 12 26 48 72 156 i 12 26 48 72 156
| ! |
PBO + MTX (n=651) UPA 15 mg QD + MTX (n=651) ADA 40 mg (Q2W) + MTX (n=327)

Comparisons adjusted for multiplicity: [***] p<0.001 vs PBO
Comparisons unadjusted for multiplicity: ***p<0.001 vs PBO; #p<0.05; ##p<0.01; ###p<0.001 vs ADA

ADA, adalimumab; CDAI, Clinical Disease Activity Index; CRP, C-reactive protein; DAS28-CRP, Disease Activity Score with 28-joint count (C-
reactive protein); MTX, methotrexate; PBO, placebo; QD, once daily SDAI, Simple Disease Activity Index

1. Fleischmann R, et al. Arthritis Rheumatol 2019;71:1788-800;
2. FleischmannR, et al. EULAR 2020 abstract [THU0201]; 3. Data on file. AbbVie. ABVRRTI72755;
4. Fleischmann R, et al. Arthritis Rheumatol 2019;71:1788-800:Suppl!



Awatiipnon Vdeonc katd DAS28(CRP) <2.6, amnd tnv npwtn epdavion £€we tnv
teAevtaia eniokePn napakoAovOnonc pe UPA + MTX vs. ADA + MTX otn peA€tn

SELECT COMPARE

Proportion of patients Kaplan—Meier analysis of time to loss of
achieving DAS28(CRP) <2.6 DAS28(CRP) <2.6 after the first occurrence of
at anytime through 3 years N response’
100 o_ﬁ 100
g
80 *kk g 80
~ c
= 60 2 60
2 =
S 40 2 40 45
© o 33
2 o
20 S 20
AN
)]
0 3 0
0 12 24 36 48 60 72 84 96 108120132144 156
Weeks
¥ UPA 15 mg QD + MTX (n=651) ® UPA 15 mg QD + MTX
B ADA 40 mg EOW + MTX (n=327) ® ADA 40 mg EOW + 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
>20% improvements in TJC and SJC 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.

Sustained
remission:

Time in which the
response was first
achieved to the
earliest date at
which response
was lost at 2
continuous visits or
discontinuation of
study drug

Adapted from: Nash P, et al. ACR 2021. Poster 0837.
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OuLJAK avaotoAeic otn Oepameia tng a&ZmA

Patients

Treatment arms

Sample size, N

Primary endpoint

TOFA Study
Tofacitinib
(Phase 3)!

Majority bDMARD-naive;
~1/5 TNFi-IR

+ TOFA 5 mg BID for 48 weeks
» PBO for 16 weeks followed by
TOFA 5 mg BID for 32 weeks

269

ASAS20 at Week 16

SELECT-AXIS 1

Upadacitinib
(Phase 2/3)2

bDMARD-naive

* UPA 15 mg QD for 104 weeks
* PBO for 14 weeks followed by
UPA 15 mg QD for 90 weeks

187

ASAS40 at Week 14

SELECT-AXIS 2
Upadacitinib
(Phase 3)3

bDMARD-IR

* UPA 15 mg QD for 104 weeks
* PBO for 14 weeks followed by
UPA 15 mg QD for 90 weeks

420

ASAS40 at Week 14

Filgotinib phase 2 trial (TORTUGA)* met primary endpoint, but phase 3 program was not pursued

Tofactinib (TOFA) and Filgotinib (FILGO) do not have regulatory approval for non-radiographic axial

spondyloarthritis (nr-axSpA).

SELECT-AXIS 2
Upadacitinib
(GUESCE)E

Majority bDMARD-naive;
~1/3 bDMARD-IR

+ UPA 15 mg QD for 104 weeks
» PBO for 52 weeks followed by
UPA 15 mg QD for 52 weeks

314

ASAS40 at Week 14

ASDAS, Ankylosing Spondylitis Disease Activity Score; ASAS20/40, 20%/40% improvement in Assessment in Ankylosing Spondylitis
response criteria; b(DMARD, biologic disease-modifying anti-rheumatic drug; BID, twice a day; IR, inadequate response; JAK, Janus
kinase; MRI, magnetic resonance imaging; NSAID, non-steroidal anti-inflammatory drug; PBO, placebo; QD, once a day; SIJ, sacroiliac
joint; SPARCC, Spondyloarthritis Research Consortium of Canada; TNFi, tumour necrosis factor inhibitor; UPA, upadacitinib.

1. Deodhar A, et al. Ann Rheum Dis. 2021;annrheumdis-2020-219601;
2. van der Heijde D, et al. Lancet 2019;394:2108-2117;

3. van den Bosch EULAR 2022 OP0016;

4. van der Heijde D, et al. Lancet 2018;392:2378-2387
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*<0.01, ***p<0.001

ASAS20, 20% improvement in Assessment in Ankylosing Spondylitis response criteria; BID, twice a day;
bMARD, biologic disease-modifying antirheumatic drug; CRP, c-reactive protein; ID, inactive disease (<1.3); IR,
inadequate response; LDA, low disease activity (<2.1); TOFA, tofacitinib; TNFi, tumor necrosis factor inhibitor.

Tofacitinib vs. Placebo otnv AZ (16 £B6.)

Primary endpoint
(week 16)

Secondary endpoints
(week 16)

%k %k %k

%k %k %k

40,6 38,9

* %

ASAS20

6,8
" NN
ASAS40 ASDAS (CRP) LDA ASDAS (CRP) ID
" Placebo (N=136) [ TOFA 5 mg BID (N=133)
Adapted from:

1. Deodhar A, et al. Ann Rheum Dis. 2021; 80(8):1004-1013.



To Upadacitinib otnv a¢InA

SELECT-AXIS 11 SELECT-AXIS 2 Study 12 SELECT-AXIS 2 Study 23

SELECT-AXIS 1 SELECT-AXIS 2 SELECT-AXIS 2
Upadacitinib Upadacitinib Upadacitinib
bDMARD-naive AS bDMARD-IR AS nr-axSpA
Patients
(b DMARD-naive and bDMARD-IR)
* UPA 15 mg QD for 104 weeks e UPA 15 mg QD for 104 weeks * UPA 15 mg QD for 104 weeks
Treatment arms * PBO for 14 weeks followed by * PBO for 14 weeks followed by * PBO for 52 weeks followed by
UPA 15 mg QD for 90 weeks UPA 15 mg QD for 90 weeks UPA 15 mg QD for 52 weeks
Sample size, N 187 < 420 < 314 <
Primary endpoint ASAS40 at Week 14 ASAS40 at Week 14 ASAS40 at Week 14
Adapted from:

AS, ankylosing spondylitis; ASAS40, 240% improvement in Assessment of SpondyloArthritis
International Society; axSpA, axial spondyloarthritis; b, biologic; DMARD, disease-modifying
anti-rheumatic drug; IR, inadequate response; nr, non-radiographic; NSAID, non-steroidal
anti-inflammatory drug; PBO, placebo; QD, once daily; UPA, upadacitinib.

1. van der Heijde D, et al. Lancet 2019;394(10214):2108-2117.
2. Van der Heijde D, et al. EULAR 2022 Abstract No. 2518;
3. Doedhar A, et al. EULAR 2022 Abstract No. 2534.



Eniteuén avotnpwv delktwv evepyotntag vooou umno upadacitinib tic eBéopadec
14! ko 642 (NRI) oe bDMARD-naive aoBeveic pe AZ

100 | ASAS40 was the W Placebo (n=94) M UPA 15 mg QD (n=93) PBO/UPA 15 mg QD (n=94)
90 | | primary endpoint and
| | ASAS PR was a key

80 71,3

2o || ranked secondary > 69,9
[7,] .
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X A38.9
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10 -
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Week 14 Week 64 Week 14 Week 64 Week 14 Week 64 Week 14 Week 64
ASDAS Inactive Disease ASDAS Low Disease Activity ASAS PR ASAS40
(ASDAS <1.3) (ASDAS <2.1) partial remission

Comparisons not adjusted for multiplicity: nominal *** p<0.001 for UPA vs placebo.

ASAS, Assessment of SpondyloArthritis International Society; BASDAI, Bath Ankylosing Spondylitis Disease
Activity Index; ASDAS, Ankylosing Spondylitis Disease Activity Score;

NRI, non-responder imputation; PBO, placebo; PR, partial remission; QD, once daily; UPA, upadacitinib.

1. van der Heijde D et al. Lancet 2019;394(10214):2108-2117,
2. Deodhar A, et al. Arthritis Rheumatol. 2021 Jul 1. doi: 10.1002/art.41911



2NMOVTLKA TIEPLOCOTEPOL LCOEVELC METUXAV AUOTNPOUC HELKTEC EVEPYOTNTOC
vooou pe to UPA vs PBO o bDMARD-IR aoBeveic pe AZ tnv efédopada 14 (NRI)

ASAS40
primary endpoint
100 -
80 -
0
Q
'gGO - : [ %5%]
2 A27% 450
Q :
o i
x40 - |
20 - 18,0
0 .
ASAS40

Comparisons adjusted for multiplicity: [****] p<0.0001 for UPA vs PBO. ASAS, Assessment of

100

% Responders

80

ASAS PR

[****]

A14% [~ 18,0

4,0

ASAS PR
M PBO (n=209)

SpondyloArthritis International Society; ASAS40, 240% improvement in Assessment of

SpondyloArthritis International Society; ID, inactive disease; LDA, low disease activity; MI, major

improvement;

NRI, non-responder imputation; PBO, placebo; PR, partial remission; QD, once daily; UPA,

upadacitinib.
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UPA 15 mg QD (n=211)
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van der Heijde D et al. Ann Rheum Dis 2022



2NMOVTLKA TIEPLOCOTEPOL ACOEVELC HE N AKTVOAOYLKA ETUBERALWUEVN OEZTTA TLETUXOLV
owotnPouUg deikteg evepyotntac vooou pe to UPA vs PBO tnv eBdoudda 14 (NRI)

ASAS40 ASAS PR ASDAS ID
Primary endpoint
100 - y P 100 - 100 -
80 - 80 - 80 -
4 4 4
[ o c c
S A22% F-—---45,0 S S
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Q H Q Q
x40 - i 40 - € 40 -
X 5 X X
% |- 19,0
20 - 20 - Al;M 20 1 | A9% 14,0
8,0 5,0
. | . | | o |
ASAS40 ASAS PR ASDAS ID
M PBO (n=157) UPA 15 mg QD (n=156)

bDMARD-naive and bDMARD-IR population
Comparisons adjusted for multiplicity: [**] p<0.01, [****] p<0.0001 for UPA vs PBO. ASAS, Assessment of SpondyloArthritis

International Society;
ASAS40, 240% improvement in Assessment of SpondyloArthritis International Society; ASDAS, Ankylosing Spondylitis Disease
Activity Score; axSpA, axial spondyloarthritis; ID, inactive disease; LDA, low disease activity; nr, non-radiographic; NRI, non-responder

imputation; PBO, placebo; PR, partial remission; QD, once daily; UPA, upadacitinib.
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Deodhar A., et al. EULAR
2022 Oral presentation
OP0016



OuJAK avaotoAeic otn Oepancia tng WA

SELECT-PsA 24

bDMARD-IR

None

UPA 15 mg QD

Tofacitinibt:? Upadacitinib34
OPAL
SELECT-PsA 13
BROADEN!?
Population Non-bDMARD-IR TNF-IR Non-bDMARD-IR
Active comparator Adalimumab None Adalimumab
TTc?Fi\AfoTng BEII% TOFA 5 mg BID UPA 15 mg QD
& TOFA 10 mg BID UPA 30 mg QD
Dose Placebo

Placebo Placebo

ADA 40 mg EOW ADA 40 mg EOW

ACR20 vs PBO at ACR20 vs PBO at

10 endpoint month 3 & month 3 & ACR20 vs PBO at
P AHAQ-DI score AHAQ-DI score at Week 12
at month 3 month 3
Sample size n=422 n=395 n=1705

ACR20, American College of Rheumatology 20% improvement score; ADA, adalimumab;

b, biologic; DMARD, disease-modifying anti-rheumatic drug; EOW, every other week; IR, inadequate
response; OLE, open-label extension; PBO, placebo; PsA, psoriatic arthritis; QD, once daily; UPA,
upadacitinib; TNF, tumor necrosis factor

UPA 30 mg QD
Placebo

ACR20 vs PBO at
Week 12

n=642

1. Mease P, et al. N Engl J Med. 2017;377(16):1537-1550
2. Gladman et al. N Engl J Med 2017; 377:1525-1536

3. Mclnnes IB et al. N Engl J Med 2021;384(4):1227-1239;
4. Mease PJ et al. Ann Rheum Dis 2021;80:312-320.



To Tofacitinib ce bDMARD-naive ac0eveic pe WA

MDA avtanokpion éwg toug 12 uiveg (OPAL Broaden)!-2
100

80

(o))
o

Patients (%)

40
26.2/"‘ 39.6
37.4

20 25.5
0 &
Month 1 Month3 Month 6 Month 9 Month 12
—&— Tofacitinib 5 mg BID and csDMARD —a— Adalimumab 40 mg EOW + csDMARD Placebo + csDMARD

The data represent the complete set for analysis, the missing values being compensated as the
absence of response to treatment.

ADA, adalimumab; BID, 2 times per day, bDMARD, biOlOgiC disease—modifying anti-rheumatic drug; Adapted from: 1. Mease P, et al. N EngIJ Med. 2017377(16)1537-1550
csDMARD, conventional synthetic disease modifying antirheumatic drug; MDA, minimal disease 2. Mease P, et al. N Engl J Med. 2017;377(16):1537-1550 (Supplementary Data).
activity; OPAL, Oral Psoriatic Arthritis Trial; PsA, Psoriatic arthritis; EOW, every 2 weeks.



To Upadacitinib napovoiace aplOuntikég Stadopéc vs adalimumab otouc deiktec

DAPSA kat PASDAS tnv eBéopada 24 (NRI) otn peAétn SELECT PsA 1

DAPSA
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*
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X 30 S
wn (V2]
0 4+
C C
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o ©
o 11.0 10'0 o
5 10 ks
C [
o 2,1 s
put 0 put
S PBO UPA ADA PBO UPA ADA S
o (n=423) 15 mg (n=429) (n=423) 15 mg (n=429) o)
a (n=429) (n=429) a

LDA Remission

Comparisons not adjusted for multiplicity: *p<0.05 for UPA vs PBO.
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10

Remission and LDA were defined as DAPSA scores of <4/<14, and PASDAS scores of <1.9/<3.2, respectively. ADA, adalimumab; DAPSA,

Disease Activity in PsA; LDA, low disease activity; NRI, non-responder imputation; PASDAS, PsA Disease Activity Score; PBO, placebo;
PsA, psoriatic arthritis; UPA, upadacitinib.

PBO
(n=423)

45,5

UPA
15 mg
(n=429)

LDA

PASDAS

ADA
(n=429)

14.0

11.9

2,8

PBO UPA ADA
(n=423) 15 mg (n=429)
(n=429)
Remission

Mease P et al. Arthritis Rheumatol 2020;72(Suppl 10).



To Upadacitinib apiOuntika vpnAotepn avranokpion kotd MDA CUYKPLTIKA ME TO
ADA tnv efdopada 104

MDA avtanokpion £wg tnv eféopdda 104 (SELECT PSA 1)

50

Ll

Patients (%)

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 8 92 96 100 104

Study week

o—PBO + csDMARD —=—UPA 15 mg QD + csDMARD —e—ADA 40mg EOW + csDMARD

Data were analyzed using Cochran-Mantel-Haenszel tests with non-responder imputation and are shown as response rates with 95% Cls.

*p<0.05, **p<0.01, ***p<0.001, ****p<0.0001 UPA 15 versus ADA. nominal p-values are shown and were not multiplicity controlled. ACR70, > . o . .
70% improvement in American College of Rheumatology response criteria; ADA, adalimumab; bDMARD, biologic disease modifying Adapted from: 1. Mclnnes |, et al. Long-term Efficacy and Safety of Upadacitinib in Patients With
antirheumatic drug; Cl, confidence interval; csDMARD, conventional synthetic disease modifying antirheumatic drug; EOW, every other week; Psoriatic Arthritis: 2-Year Results From the Phase 3 SELECT-PsA 1 Study. In: European Congress of
MDA, Minimal disease activity; QD, once daily; UPA, upadacitinib.

Rheumatology (EULAR); 2022.



2> UUTIEPOALOMOTOL

e EmBupuntoc otoxoc N UPeon OXL LOVO OTLGC KALVLKEC LLEAETEC OAAAL KoL
oTnNV KABnUepLvn KALVIKA TTPAEN

* Ediktoc otoxoc otic pAeypovwdelc apBpitidec oe aoBeveic umo
Bepameia pe JAKi kat Wblaitepa e to upadacitinib, aveéaptnta amno tnv
nponynBesioca aywyn

e Avarmavinta pwthnuatTa

e Komwon, PRO’s
e ALapKeLa TNG VPeoNC
e OLunolounol aoBevelc tou Hev eMLTUYXAVOULV TNV LdEDON



