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2UYKPOUON 2ZUHPEPOVTWYV

TiuNTIKA apoiIfn yia auTth TNV odiAia

ApOIBEC KATA TN TTPpOoNyouuEvVn DIETIA VIO EPEUVNTIKOUG, OUMPBOUAEUTIKOUG
KAl EKTTAIOEUTIKOUG OKOTTOUG ATTO TIG KATWOI ETAIPEIEC:
Roche, UCB, Novartis, MSD, Pfizer, Abbvie, Elpen, Vianex, Amgen




NMAPOY2IAZH MEPIZTATIKOY #1

AHMOI'PA®IKA ZTOIXEIA

+ © 74 eTtov, 58 Kg, 162 cm [

o

* Kamrviopa (-), AAKOOGA (-)
* OIKIoKd, 1 TTONdI

* Katoikog ABRvag



APXIKH ENIZKEWH

To 2015 n acBevng TTPOOHABE PE YVWOTO ICTOPIKO
opoBeTikAg PA (RF: 300 U/ml, anti-CCP: 162.5
U/ml) diayvwopévng To 2008

‘Ewg TOV 10/2014 AduBave LEF 20mg/d (diakotriy
AGYW TPIXOTTTWONG)

Ao Tov 1/2015 évapén MTX 10mg/w kai CS
5mg/d

ATOHIKO AVAMVNOTIKO OCTEOTTWPWONG




APXIKH ElNIZKEWH

H acOevig epoavile apOpitida yovaTtwy
auew, UdpapBpo AE yovartog, apBpiTida
MK® auew kai AE wuou

EvepyoTnta vooou

e TJC: 13, SJC: 8
e VAS: 90/100, HAQ: 2
e TKE: 48 mm/h, CRP: 10,6 mg/L (<5)

e DAS-28(TKE): 6.79 , DAS-28(CRP): 5.94

OEPAINEYTIKO ZXHMA
MTX 15mg/w + 7,5mg/d CS




EMNIZKEWYH META 6 MHNEZ
ME MTX

EvepyoTnta vooou

e TJC: 7,SJC: 2
e VAS: 60/100, HAQ: 1.3
e TKE: 30 mm/h, CRP: 6.3 mg/L(<5)

e DAS-28(TKE): 5.1 , DAS-28(CRP): 4.38




NMAPOYZIAZH MNEPIZTATIKOY #1

OEPATNEYTIKH ANMO®PAZH ?

« 2uvéxion MTX o€ ueyaAuTtepn d6on
* CS og yeyaAuTepn 060N
« 2uyxopnynon aAAouv csDMARD

* MpooBiRkn bDMARD (anti- TNF, IL- 6 inhibitor, Abatacept, Rituximab)

Smolen JS, Landewé R, Breedveld FC, et al. EULAR recommendations for the
management of rheumatoid arthritis with synthetic and biological
disease-modifying antirheumatic drugs: 2013 update. Ann Rheum Dis
2014,73:492-509.



NMAPOY2IAZH MEPIZTATIKOY #1

OEPAMNEYTIKH AMMO®AZH:

NMPOZOHKH ADA (40 mg/q2w)



EMNIZKEWYH META 6 MHNEZ
ME ADA

EvepyoTnta vooou

e TJC: 3,SJC: 2
e VAS: 30/100, HAQ: 0.38
e TKE: 20 mm/h, CRP: 3.2 mg/L(<5)

e DAS-28(TKE): 3.89 , DAS-28(CRP): 3.25

OEPAMNEYTIKO ZXHMA
ADA 40mg/g2w+ MTX 15mg/w (STOP CS)




H aoc0evAG TTAPENEIVE OE XAUNAR EVEQPYOTNTA
vooou yia 2,5 £€1n (3/2018) otrdte eTAVAABE e
EIKOVA £E0poNnG

EvepyoTnta vooou H]

e TJC: 5, SJC: 4
e VAS: 60/100, HAQ: 1.3
e TKE: 35 mm/h, CRP: 7.3 mg/L(<5)

e DAS-28(TKE): 5.17 , DAS-28(CRP): 4.37

H aoBevng tov 6/2017 €ixe €TeiocddIo £p1Tn {WOoTAPA ATTIAG BapuTnTAg yIa TO OTT0I0
EAQBE avTIIKA aywyr Kal CUVEXIOE TN Bepartreia TnNG



NMAPOY2IAZH MEPIZTATIKOY #1

OEPANEYTIKH AMO®AZH ?

* CS og yeyaAuTepn 060N

« AANAayn og aAAo bDMARD (anti- TNF, IL- 6 inhibitor, Abatacept, Rituximab)

Smolen JS, et al. Ann Rheum Dis 2017;76:960-977. doi:10.1136/annrheumdis-2016-
210715



NMAPOY2IAZH MEPIZTATIKOY #1

OEPAMNEYTIKH AMMO®AZH:
AAANATH 2E TOCILIZUMAB

KAI MTX 15mg/w



H aoc0evAG TTAPENEIVE OE XAUNAR EVEQPYOTNTA
vooou yia 3,5 £€1n (9/2021) otrdte eTaviABe e
EIKOVA £E0poNnG

EvepyoTnta vooou

e TJC: 7,SJC: 4
e VAS: 80/100, HAQ: 1.3
e TKE: 10 mm/h, CRP: 2.3 mg/L(<5)

e DAS-28(TKE): 4.78 , DAS-28(CRP): 4.53




NMAPOY2IAZH MEPIZTATIKOY #1

OEPANEYTIKH AMO®AZH ?

* CS og yeyaAuTepn 060N
* AAAayRy o aAAo bDMARD (anti- TNF, IL- 6 inhibitor, Abatacept, Rituximab)

* AAAayn o tsDMARD (JAKI)

Smolen JS, et al. Ann Rheum Dis 2020;0:1-15. doi:10.1136/annrheumdis-2019-216655



“@EAW PUOVO Eva PAPUOKO TTOU
Oa pe Bonbnoel kai Ba gival
QATPAAEG.”

2 NUEia KAEIOIA yia auTth TNV ouada

aocBevwv

* Makpoxpovia Upeon

o ZnTApATa aoPAAEIOC YIa TNV NAIGKNA
ouada

» ETidpaon Twv ocuvvoonpoTtATwy




NMAPOY2IAZH MEPIZTATIKOY #1

OEPAMNEYTIKH AMMO®AZH:
AAANATH 2E UPA 15 mg/d

KAI MTX 15mg/w



eular

fighting rheumatic & musculoskeletal
diseases together

EULAR recommendations for the management of
rheumatoid arthritis 4 2019 Update




Improved at 3 months Dose reduction/
and achieved target at interval increase in
6 months? sustained remission

0




Clinical Trial > Lancet. 2018 Jun 23;391(10139):2513-2524. doi: 10.1016/50140-6736(18)31116-4.
Epub 2018 Jun 18.

Safety and efficacy of upadacitinib in patients with
active rheumatoid arthritis refractory to biologic
disease-modifying anti-rheumatic drugs (SELECT-
BEYOND): a double-blind, randomised controlled

phase 3 trial

Mark C Genovese 1, Roy Fleischmann ¢, Bernard Combe 3, Stephen Hall 4, Andrea Rubbert-Roth 2,

Ying Zhang °, Yijie Zhou ®, Mohamed-Eslam F Mohamed ®, Sebastian Meerwein 7,

Aileen L Pangan ©



SELECT-BEYOND: Primary endpoints at Week 12 (NRI)

100 -
90 -
80 - KKk
70 - 64,6  xxx
60 -
50 -
40 -
30 -
20 -
10 -

0 A T
ACR20 DAS28 CRP £3.2
% PBO + csDMARD(s) (n=169) "~ UPA 15 mg QD + csDMARD(S) (n=164) 8 UPA 30 mg QD + csDMARD(s) (n=165)

*%*% *k%

433 42,4

Patients (%)

csDMARD, conventional synthetic disease-modifying anti-rheumatic drug
Full analysis set

***5<0.001 versus PBO + background csDMARD(s) Genovese MC et al. Lancet. 2018;391(10139):2513-2524.



SELECT-BEYOND: ACR20 responses at Week 12 by prior failed
bDMARDSs (NRI)

100 -

Patients (%)

Failed 1 MoA Failed 22 MoAs Lack of efficacy Lack of efficacy
and <2 bDMARDs and/or >3 bDMARDs for 21 bDMARD for anti-IL-6
% PBO + csDMARD(s) (n=169) "~ UPA 15 mg QD + csDMARD(S) (n=164) @ UPA 30 mg QD + csDMARD(s) (n=165)

csDMARD, conventional synthetic disease-modifying anti-rheumatic drug
Full analysis set; n-values apply to NRI data set only. Genovese MC et al. Lancet. 2018;391(10139):2513-2524.



SELECT-BEYOND: AEs of special interest (E/100PY) at Week 60

(2/6)
Serious infection
——
Opportunistic infection ﬁl ‘E
Herpes zoster
p—tp—rp
0 0.1 1 10 50
E/100PYs
UPA 15 mg + csDMARDs, N=236 (301.7 PYs)
UPA 30 mg + csDMARDs, N=240 (290.7 PYs)
Serious infection 3.0(1.4,5.7) 8.3 (5.3, 12.3)
Opportunistic infection 0.7 (0.1, 2.4) 1.6 (0.6, 3.5)
Herpes Zoster 4.6 (2.5,7.8) 7.5(5.0,10.9)

csDMARD, conventional synthetic disease-modifying antirheumatic drug. Safety analysis set Genovese MC et al. EULAR 2019. Poster no. THU0172.



SELECT-BEYOND: AEs of special interest (E/100PY) at Week 60

Malignancy (excl. NMSC)

NMSC

MACE (adjudicated)

VTE (adjudicated)

UPA 15 mg + csDMARDs, N=236 (301.7 PYs)
UPA 30 mg + csDMARDs, N=240 (290.7 PYs)

Malignancy (excl. NMSC)
NMSC
MACE (adjudicated)

(4/6)
=
4
4
0 0.1 1 10 50
E/100PYs
1.7 (0.5, 3.9) 1.0 (0.2, 3.0)
0.7 (0.1, 2.4) 1.4 (0.4, 3.5)
1.0 (0.2, 2.9) 0.3 (0, 1.9)
2.3 (0.9, 4.8) 0.7 (0.1, 2.5)

VTE (adjudicated)

csDMARD, conventional synthetic disease-modifying antirheumatic drug. Safety analysis set
Details in slide 50

Genovese MC et al. EULAR 2019. Poster no. THU0172.



EMNIZKEWYH META 3 MHNEZ
ENAP=HX UPA

EvepyoTnta vooou

e TJC: 4,S5JC: 2
e VAS: 40/100, HAQ: 1
e TKE: 15 mm/h, CRP: 3.3 mg/L(<5)

e DAS-28(TKE): 3.98 , DAS-28(CRP): 3.54

OEPAIEYTIKO ZXHMA
UPA 15mg/d + MTX 15mg/w




H aocBevi¢ TTapauEVEl O€ XAMNAR EVEPYOTNTA
VOOOU £wg onuepa (6/2022)

EvepyoTnta vooou

e TJC: 2,SJC: 2
e VAS: 30/100, HAQ: 1
e TKE: 12 mm/h, CRP: 2.6 mg/L(<5)

e DAS-28(TKE): 3.35 , DAS-28(CRP): 2.97

OEPAIEYTIKO ZXHMA
UPA 15mg/d + MTX 15mg/w




O(pa)\n atrd Ta JAKI :
MeyaAuTtepn BeATiwon o€
TTOVO/AeIToupyIkOTNTA 0 oX€on pe ADA
MeyaAUTEpa TTOOOOTA UPEONG KAl VIO
MEYaAUTEPO didoTnua vs ADA
[Mapopola ATTOTEAECHATIKOTNTA O€ JOVO )
ouvouaouévn Bepartreia
ANwn atré 10 oTOPA, aTTAf Bepartreia
KATAAANAN yia evepyo TTANBuoud Kai Tagidia

Zntmuara ac@algiac atro ta JAKI

» [lepioaoTepa nTMATA ACPAAEIOG
ECAITIOG TWV OUVVOCNPOTATWY KaIl TNG
NAIKIag




AHMOI'PA®IKA ZTOIXEIA

« © 48 geTWV, 66 Kg, 172 cm

* Katrviopa (-), AAKOOA (-)

* I51WTIKOG UTTAAANAOG, 2 TTaIdIG
» Kartoikog ABnRvag

* ATOMIKO avapuvnoTIKO: BupeoeldiTida Hashimoto




APXIKH ElNIZKEWH

H ac0evig TpooABe Tov 2/2020 pe
apOpitida MK® duow
AlayvwoTtnke opoapvnTik PA

EvepyoTnta vooou

e TJC: 16, SJC: 12
e VAS: 90/100, HAQ: 2
e TKE: 65 mm/h, CRP: 8,2 mg/L (<5)

e DAS-28(TKE): 7.4 , DAS-28(CRP): 6.23

OEPAINEYTIKO ZXHMA
MTX 15mg/w + 7,5mg/d CS




EMNIZKEWYH META 6 MHNEZ
ME MTX

EvepyoTnta vooou

e TJC: 6,SJC: 4
e VAS: 60/100, HAQ: 1.3
e TKE: 38 mm/h, CRP: 4.3 mg/L(<5)

e DAS-28(TKE): 5.33 , DAS-28(CRP): 4.32

OEPAIMNEYTIKO ZXHMA
MTX 20mg/wt +5mg/d CS l




EMNIZKEWYH META 6 MHNEZ

EvepyoTnta vooou

e TJC: 2,SJC: 1
e VAS: 30/100, HAQ: 1
e TKE: 15 mm/h, CRP: 1.8 mg/L(<5)

e DAS-28(TKE): 3.39 , DAS-28(CRP): 2.49

OEPAMNEYTIKO ZXHMA
MTX 20mg/w (STOP CS)




H aocBeviAC TTAPENEIVE OE XAUNANR EVEPYOTNTA
vooou £wg Kal Tov 11/2021 otroTte eTTavABE e
EIKOVA £E0poNnG

EvepyoTnta vooou

e TJC: 8,SJC: 6
e VAS: 90/100, HAQ: 1.3
e TKE: 51 mm/h, CRP: 7.3 mg/L(<5)

e DAS-28(TKE): 6.3 , DAS-28(CRP): 5.25




OEPATNEYTIKH ANMO®PAZH ?

« Zuvéxion MTX o€ peyaAutepn d6on

* CS og yeyaAuTepn 060N

« Zuyxopnynon aAAou csDMARD

* MpooOnkn bDMARD (anti- TNF, IL- 6 inhibitor, Abatacept, Rituximab)

- MpooBrikn tsDMARD (JAKI)

Smolen JS, et al. Ann Rheum Dis 2020;0:1-15. doi:10.1136/annrheumdis-2019-216655



“Aev BEAW N agbBevela pou va
Teplopigel Tn wn pou .”

2 NUEia KAEIOIA yia auTth TNV ouada

aocBevwv

* Makpoxpovia Upeon

* EA&TTWON TOU TTOVOU Kal dlaTtAPNon TNG
AEITOUPYIKOTNTOG

* OEgPATTEUTIKI aywyr] To duvaTtov TTIo
aTTAn




NMAPOYZIAZH MNEPIZTATIKOY #2

OEPAMEYTIKH ANO®AZH:
MPOZOHKH UPA 15 mg/d

EAAATQ2H MTX 15 mg/w



eular

fighting rheumatic & musculoskeletal
diseases together

EULAR recommendations for the management of
rheumatoid arthritis 4 2019 Update




Change to or add a second csDMARD

Add a bDMARD or a Leflunomide, sulfasalazine alone or
JAK inhibitor csDMARD combination (plus glucocorticoids)

Improved at 3 months Dose reduction/
and achieved target at interval increase in
6 months? sustained remission




RMD
Open

Rheumatic &
Musculoskeletal
Diseases

ORIGINAL RESEARCH

Long-term safety and efficacy of
upadacitinib or adalimumab in patients
with rheumatoid arthritis: results
through 3 years from the SELECT-
COMPARE study

Roy Fleischmann @ ," Eduardo Mysler,” Louis Bessette,® Charles G Peterfy,*
Patrick Durez @& ,° Yoshiya Tanaka 5 Jerzy Swierkot,” Nasser Khan,®
Xianwei Bu,? Yihan Li,? In-Ho Song®



SELECT-COMPARE: Primary endpoints at Week 12 (NRI)

100 -
80 -
£ 60 -
2
o
2
20 -
0
ACR20 DAS28-CRP <2.6
B PBO + MTX (n=651) BUPA15mgQD+ MTX (n=651)

Full analysis set

Comparisons adjusted for multiplicity "**1p<0.001 vs PBO

Fleischmann R, et al. Arthritis Rheumatol 2019;71:1788-800
NRI, Non-responders imputation



SELECT-COMPARE:
Prespecified comparisons for superiority of UPA vs ADA at Week 12 (NRI)

100 - -40 - i -1,0 -
o T 32,1 o
80 - k= £ -038 - [##]
o -30 K9]
@ (g0)
. o o
X 60 - [###] e -25 c
+— y— S
o o 20 )
£ : 2
a 2 .15 e
(@] (@]
& -10 s
o Q
20 - S S
-5
0 - 0

ACR50 Pain HAQ-DI

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

Full analysis set
Comparisons adjusted for multiplicity: I"**1p<0.001 vs PBO; **1p<0.01, [*##1p<0.001 vs ADA . .
Comparisons unadjusted for multiplicity: Nominal **p<0.001 vs PBO Fleischmann R, et al. Arthritis Rheum 2019;71:1788-800



SELECT-COMPARE:
Patients reporting PRO scores > normative values at Week 12

100 -

(o)}
o

Patients (%)

i
o

20

HAQ-DI <0.25 FACIT-F 243.6 RA-WIS <10 SF-36 PCS 250.0 SF-36 MCS 250.0

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

Comparisons unadjusted for multiplicity: ““p<0.01 vs PBO; #¥p<0.05 for UPA vs ADA Strand V, et al. Rheumatology (Oxford) 2021. [ePub ahead of print]



SELECT-COMPARE: Overview of TEAEs over 156 weeks?

E/100 PY (95% Cl)

Any AE

SAE

AE leading to D/C of study drug

Death?

W UPA15mgQD+MTX A ADA 40 mg EOW + MTX
n=579 (947.8 PY)

n=1417 (2795.8 PY)

Safety analysis set (data cut-off December 26, 2018)

o
—k—

0,0

5,0

10,0

15,0

20,0

=i

214.9 (209.5, 220.4)

& 234.2 (224.6, 244.2)

10.9 (9.7, 12.2)
14.1 (11.8, 16.7)
5.1 (4.3, 6.0)
7.5 (5.9, 9.4)
0.6 (0.3, 0.9)

0.9 (0.4, 1.8)

200,0

250,0

E/100 PY (95% Cl)

[ TEAE rates were generally similar in the UPA and ADA arms over 156 weeks ]

aExposure adjusted incidence rates (EAIR) are reported for death; exposure adjusted event rates (EAER) are reported for the remaining events. PDeaths (includes non-
treatment-emergent deaths) with UPA: 2 deaths (undetermined/unknown), 1 cardiac failure, 1 sudden death, 1 arteriosclerosis coronary artery, 1 meningitis Listeria, 1
acute respiratory distress syndrome, and 1 lung carcinoma cell type unspecified Stage IV; ADA: 1 left ventricular failure, 1 craniocerebral injury, 1 colon cancer, 1 mixed

connective tissue disease, 1 lung squamous cell carcinoma Stage IV, and 1 undetermined death

Cl, confidence interval; E/100 PY, events per 100 patient-years

Fleischmann R, et al. EULAR 2021;Poster POSO087



SELECT-COMPARE: Infections over 156 weeks

E/100 PY (95% Cl)

i ' 3.0 (2.4, 3.7)
Serious infection
& : 3.5 (2.4, 4.9)
—{— 0.4(0.2,0.7)
Opportunistic infection?
it 0.2 (0.0, 0.8)
B ‘ 3.1(2.5,3.8)
Herpes zosterP
% ' 1.3(0.7, 2.2)
0,0 1,0 2,0 3,0 4,0 5,0 6,0

E/100 PY (95% Cl)
I UPA15mgQD+MTX A ADA 40 mg EOW + MTX
n=1417 (2795.8 PY) n=579 (947.8 PY)

Rates of serious and opportunistic infection were similar in the UPA and ADA
arms, although herpes zoster rates were increased with UPA versus ADA

Safety analysis set (data cut-off: December 26, 2018)
aUPA: 4 oral candidiasis, 4 esophageal candidiasis, 1 bronchopulmonary aspergillosis, 1 fungal pharyngitis, 1 herpes zoster disseminated, 1 meningitis Listeria, and 1

oral fungal infection; ADA: 3 oral candidiasis. "Majority of cases on UPA were non-serious and involved 1 or 2 dermatomes Fleischmann R, et al. EULAR 2021;Poster POS0087



SELECT-COMPARE:
CPK elevation, lymphopenia, and hepatic disorder over 156 weeks

E/100 PY (95% CI)

—{— 4.7 (4.0, 5.6)
CPK elevation?®
—h— 1.7 (1.0, 2.7)
—_—— 2.6 (2.0, 3.2)
Lymphopenia
—h— 1.1(0.5,1.9)
] 13.9 (12.6, 15.4)
Hepatic disorder®
& 9.4 (7.5,11.6)
0,0 2,0 4,0 6,0 8,0 10,0 12,0 14,0 16,0 18,0
W UPA15mgQD +MTX A ADA 40 mg EOW + MTX E/100 PY (95% Cl)

n=1417 (2795.8 PY) n=579 (947.8 PY)

Over 156 weeks, CPK elevation, lymphopenia, and hepatic disorder
were reported at higher rates with UPA compared with ADA

Safety analysis set (data cut-off: December 26, 2018)

aMajority were mild or moderate, asymptomatic, and transient. PMajority based on ALT/AST elevations

CPK, creatine phosphokinase Fleischmann R, et al. EULAR 2021;Poster POSO087



SELECT-COMPARE: Malignancy, MACE, and VTE over 156 weeks

| ' 0.6 (0.4, 1.0)

Any malignancy C - - ' 0.7 (0.3, 1.5)
(excluding NMSC)? . * . 0.8(0.3, 1.6)

@ ‘ 1.1(0.3,2.7)

0.4(0.2,0.7)
0.4(0.1,1.1)
0.1(0.0, 0.6)
O ' 0.5(0.1, 1.9)

» B

MACE (adjudicated)b
(adj ) —)

0.1,0.6)
0.2,1.2)
0.0,0.7)
0.2, 2.4)

0.3(
0.5
VTE (adjudicated)® ! 1 (
0.2 (
0.8 (

0,0 0,5 1,0 1,5 2,0 2,5 3,0
I UPA15mgQD+MTX A ADA 40 mg EOW + MTX
n=1417 (2795.8 PY) n=579 (947.8 PY) E/100 PY (95% ClI)

@ Continuous UPA 15 mg QD + MTX @ Continuous ADA 40 mg EOW + MTX Over 156 weeks, incidence rates of malignancy, MACE, and VTE were comparable for UPA
n=338 (994.1PY) N=168 (373.0 PY) and ADA, including in patients receiving continuous UPA or ADA without rescue or switch

Safety analysis set (data cut-off: December 26, 2018)

aUPA: 1 laryngeal cancer, 1 endometrial adenocarcinoma, 1 malignant melanoma, 1 gastric adenocarcinoma, and 1 adenocarcinoma of colon; ADA: 1 malignant
melanoma, 1 metastatic colon cancer, 1 malignant lung neoplasm, and 1 metastatic colon cancer. PIncludes CV death, non-fatal MI, and non-fatal stroke; UPA: 1 non-
fatal stroke, 3 non-fatal Ml, and 1 CV death; ADA: 2 non-fatal strokes and 1 CV death. CUPA: 1 DVT, 2 PE, and 1 DVT and PE; ADA: 4 PE and 1 DVT

CV, cardiovascular; Ml, myocardial infarction

Fleischmann R, et al. EULAR 2021;Poster POSO087



UPA 15 mg + MTX vs ADA + MTX benefit—risk analysis

(MTX-IR patients)

Favors ADA Favors UPA 15 mg .
Benefit
ACR20 —

ACR50

ACR70

CDAI LDA

CDAICR

DAS28-CRP <3.2

DAS28-CRP <2.6

HAQ-DI change from BL £-0.22

@ Week 12 -0.50
€ Week48

0.30 0.00 0.30
Difference in proportion (95% Cl)

Favors ADA Favors UPA 15 mg

Serious infection
Herpes zoster

Malignancies (excl. NMSC)

L 2

L 4
L 4

1
!
|
|

2
MACE —
VTE . ¢
&  Week 14 0.10 0.05 0.00 -0.05

€ \Week48

E, event; HZ, herpes zoster; PY, patient-year

Difference in proportion (95% Cl)

|
-0.10

UPA 15 mg + MTX achieved greater
ACR20/50/70 response rates and
DAS28-CRP, CDAI remission and CDAI
LDA rates compared with those treated
with ADA + MTX at Week 12, which
were maintained at Week 4812

There was an increased rate of HZ with
UPA 15 mg + MTX compared with ADA
+ MTX, but the rate of serious
infection, malignancies (excluding
NMSC), MACEs, and VTEs were similar
between UPA 15 mg and ADA
treatment groups?

1. Fleischmann R, et al. Arthritis Rheumatol 2019;71:1788-800;
2. Conaghan PG, et al. Drug Saf 2021; https://doi.org/10.1007/s40264-020-01036-w




Putting benefit-risk of UPA vs ADA into clinical context

Based on the NNT and NNH from a post-hoc analysis of SELECT-COMPARE at 156 weeks:

Among a hypothetical cohort of 100 MTX-IR patients with RA, treatment with UPA + MTX instead of ADA + MTX is expected to lead to

Efficacy outcome Fewer patients with UPA vs ADA  More patients with UPA vs ADA

DAS28-CRP LDA (£3.2)2
DAS28-CRP remission (<2.6)2
CDAI LDA (=10)2

ﬁ CDAI remission (<2.8)32
Week

156 Li7s

Serious infection
Malignancies (excl. NMSC)
MACE

VTE

Incremental number of patients achieving efficacy and safety outcomes were based on the NNT and NNH point
estimates, respectively, for treatment with UPA instead of ADA. @Statistically significant difference for UPA vs ADA
ADA, adalimumab; CDAI, Clinical Disease Activity Index; DAS28, 28-joint Disease Activity Score; HZ, herpes zoster;
IR, inadequate response; LDA, low disease activity; MACE, major adverse cardiovascular event; MTX, methotrexate;
NNT, number needed to treat; NMSC, non-melanoma skin cancer; NNH, number needed to harm; UPA, upadacitinib;
\/TE venniic throembhonambnliem
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No difference in number of UPA and ADA
patients achieving an outcome
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Incremental
patient reaching
efficacy measure

o

Incremental
patient
experiencing
safety outcome

Adapted from: Conaghan P, et al. Rheumatol Ther. 2021;9(1):191-206.

This is based on one clinical trial, SELECT-COMPARE. Clinical trials are

conducted under rigorous protocols that may not accurately

capture real-world practices and may not be generalizable to other populations



O(pa)\n atrd Ta JAKI :
MeyaAuTtepn BeATiwon o€
TTOVO/AeIToupyIkOTNTA 0 oX€on pe ADA
MeyaAUTEpa TTOOOOTA UPEONG KAl VIO
MEYaAUTEPO didoTnua vs ADA
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e 2NMAVTIKO VA EVNUEPWVOUUE YIa TO
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KIvOUVOUG




EMNIZKEWYH META 6 MHNEZ

EvepyoTnta vooou

e TJC: 2,SJC: 2
e VAS: 20/100, HAQ: 1
e TKE: 12 mm/h, CRP: 2.7 mg/L(<5)

e DAS-28(TKE): 3.21 , DAS-28(CRP): 2.83

OEPAMEYTIKO IXHMA
UPA 15mg/d (STOP MTX)




Clinical Tnal > Lancet. 2019 Jun 8;393(10188):2303-2311. doi: 10.1016/50140-6736(19)30419-2.
Epub 2019 May 23.

Upadacitinib as monotherapy in patients with active

rheumatoid arthritis and inadequate response to
methotrexate (SELECT-MONOTHERAPY): a

randomised, placebo-controlled, double-blind phase
3 study

Josef S Smolen ', Aileen L Pangan £, Paul Emery 3, William Rigby #, Yoshiya Tanaka *,
Juan Ignacio Vargas ®, Ying Zhang , Nemanja Damjanov 7, Alan Friedman ¢, Ahmed A Othman 2,
Heidi S Camp 2, Stanley Cohen ®



SELECT-MONOTHERAPY:
Primary endpoints (ACR20 and DAS28-CRP <3.2) at Week 14 (NRI)

100 -
71
68
X -
? 60 [*H %] 53
5 45
©
o 40 +
20 -
0 T
ACR20 DAS28-CRP <3.2
B cMTX (n=216) m UPA 15 mg QD (n=217) B UPA 30 mg QD (n=215)

Full analysis set

Comparisons adjusted for multiplicity: ***1p<0.0001 vs cMTX Smolen JS, et al. Lancet 2019;393:2303-11



SELECT-MONOTHERAPY: Overview of TEAEs over 84 weeks

E/100 PY (95% Cl)

O : 18.5 (14.6, 23.1)

SAE

* = 16.9 (13.2, 21.3)

' - i
AE leading to D/C of 7.8 (5.4, 11.0)
study drug : ¢ = 9.9 (7.1, 13.3)

H— 0.7 (0.1, 2.1)
Death?
——

0.7 (0.1, 2.1)

0,0 5,0 10,0 15,0 20,0 25,0
E/100 PY (95% Cl)
"8 UPA 15 mg QD (N=318; PY=421.5) @ UPA 30 mg QD (N=311; PY=425.9)

Data cut-off: February 5, 2019
6 deaths occurred, including 1 NTE death; UPA 15 mg, 1 hemorrhagic stroke, 1 sudden cardiac death, 1 congestive cardiomyopathy (NTE); UPA 30 mg, 1 myocardial infarction, 1 cardiorespiratory arrest, and 1 spinal compression fracture .
Cl, confidence interval; D/C,gdlscommuatlon; E/100 Ps, events per 100 patient-years; NTE, non-treatment-emergent; SAE, serious AE Sm0|e n JS; et a l . E U LAR 2020/ POSter TH U 02 13



SELECT-MONOTHERAPY: Infections over 84 weeks

E/100 PY (95% Cl)

R ! 4.7 (2.9,7.3)
Serious infection
¢ : 4.2 (2.5, 6.7)
- ’ 0.7 (0.1, 2.1)
Opportunistic infection
¢ = 1.9 (0.8, 3.7)
L ' 4.3 (2.5,6.7)
Herpes zoster
¢ , 7.0 (4.8, 10.1)
0,0 2,0 4,0 6,0 8,0 10,0 12,0

E/100 PY (95% Cl)
B8 UPA 15 mg QD (N=318; PY=421.5) @ UPA 30 mg QD (N=311; PY=425.9)

Data cut-off: February 5, 2019 Smolen JS, et al. EULAR 2020;Poster THU0213



SELECT-MONOTHERAPY: Hepatic disorder and malignancy over 84 weeks

E/100 PY (95% Cl)

- ! 8.8 (6.2, 12.1)
Hepatic disorder?
¢ : 12.2 (9.1, 16.0)
——
Malignancy excluding 1.2(0.4,2.8)
b
NMSC —— 0.9 (0.3, 2.4)
| 0
NMSC
-— 0.2 (0.0, 1.3)
0,0 2,0 4,0 6,0 8,0 10,0 12,0 14,0 16,0 18,0

E/100 PY (95% Cl)
B8 UPA 15 mg QD (N=318; PY=421.5) @ UPA 30 mg QD (N=311; PY=425.9)

Data cut-off: February 5, 2019
aMost events were hepatic enzyme elevations and no Hy’s Law cases were identified
b10 malignancies occurred across both dose groups (5 in each); 5 were breast cancer and 2 were colorectal

cancer

NMSC, non-melanoma skin cancer Smolen JS, et al. EULAR 2020;Poster THU0213



SELECT-MONOTHERAPY: MACE and VTE over 84 weeks

E/100 PY (95% Cl)

O ' 0.5 (0.1, 1.7)
MACE?
O ' 1.2 (0.4, 2.7)
= ' 0.9 (0.3, 2.4)
VTEP
* , 0.2 (0.0, 1.3)
0,0 0,5 1,0 1,5 2,0 2,5 3,0
E/100 PY (95% Cl)
8 UPA 15 mg QD (N=318; PY=421.5) €9 UPA 30 mg QD (N=311; PY=425.9)
Data cut-off: February 5, 2019
3UPA 15 mg, 2 CV deaths (1 hemorrhagic stroke and 1 sudden cardiac death); UPA 30 mg, 2 non-fatal myocardial

infarctions,

2 non-fatal strokes, and 1 CV death (myocardial infarction)

bReported in 5 patients: UPA 15 mg, 2 PE and 2 DVT; UPA 30 mg, 1 DVT

CV, cardiovascular Smolen JS, et al. EULAR 2020;Poster THU0213



H aocBevi¢ TTapauEVEl O€ XAMNAR EVEPYOTNTA
VOOOU £wg onuepa (6/2022)

EvepyoTnta vooou

e TJC: 2,SJC: 2
e VAS: 20/100, HAQ: 1
e TKE: 10 mm/h, CRP: 1.9 mg/L(<5)

e DAS-28(TKE): 3.08 , DAS-28(CRP): 2.68

OEPAMEYTIKO IXHMA
UPA 15mg/d




The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Cardiovascular and Cancer Risk
with Tofacitinib in Rheumatoid Arthritis

Steven R. Ytterberg, M.D., Deepak L. Bhatt, M.D., M.P.H,,

Ted R. Mikuls, M.D., M.5.P.H., Gary G. Koch, Ph.D., Roy Fleischmann, M.D.,
Jose L. Rivas, M.D., Rebecca Germino, Ph.D., Sujatha Menon, Ph.D.,
Yanhui Sun, Ph.D., Cunshan Wang, Ph.D., Andrea B. Shapiro, M.D.,

Keith S. Kanik, M.D., and Carol A. Connell, R.N., Ph.D.,
for the ORAL Surveillance Investigators*

N EMGL | MED 386;4 MNEJM.ORG JANUARY 27, 2022



EULAR RECCOMENDATIONS 2022_RA

H 6éon twv JAK inhibitors otov O€patreuTiKO aAyopIBuo TTapapEVEl AUETABANTN
Kal TTPETTEI va AaudavovTtal uttTogiv we TTPWTNG YPOMMNAG OEpaTtTeia META AVETTAPKI)
avtTatrokpion ota cCSDMARDsS, woTt600 ocuvageic TTapayovTeG KIvOUvou Ba TTpETTEl va
AauBavovrtar  umowilv. O1  TTapOKATW TTapAyovTeEG KIVOUVOU Yia  Kapdlayyelaka
oudBapaTta Kol KakonBeleg TpETTel va  Aaufavovtal uttogilv otav  BEAouue  va
xopnynooupe €va JAK inhibitor

ar

Final Set of Rec =706 M
1 ~ e Recommendativii= = = TR |
= | — I hieved wit
* H A > 6 5 Hecommendations 68 =200 ___——— | [= T o preatment target is not 3¢
I KI a £T : I the treatment targetis not achieved with 8. e first <sDMARD strategy, when poor
the first csDMARD strategy, when poor prognostic factors are present, 3 bDMARD

ic factors are present, 3 bDMARD

be added (A); JAK-
or 3 tsDMARD should be added. (A) whould

inhibitors may be considered, but pertinent
risk factors* must be taken into account.

(e

i ) ’ [ ’ lowing ri for cardi lar events
« Kapdiayyelakoi TTapayovTeg Kivouvou (0ev OleukpividovTal) Tl e e
o prescribe a JAK-inhibitor: Age over 65 years,
history of current or past smoking, other

* [TapayovTeg KIVOUVOU Yyia kakonBeia (dev dieukpividovTal) e

« Kamviopa r} I0TOPIKO KATTVIOUATOG

* [TapayovTeg KivOUvou yia BpoupoeuoAn (dev dicukpividoviralJes:




To UPA og d6on 15mg/d cival atroTeAEOUATIKO KAl Aa0@PAAEG

‘EdeICe neyaAUTEPN BEATIWON OTOV TTOVO Kal T AEITOUPYIKOTNTA
OUYKPITIKA e To ADA

H avwtepdTNTa TOU dlatnpiOnke otabepr] yia 3 €Tn TOUAAXIOTOV
Ta atroteAéopaTta ATav TTapouoIa Kal oTalepd pe | Xwpic MTX

EtTiong mapoduola kal otafepd o€ acBeveic pe rponyouuevn xprion bDMARDsS
KOl O€ naive

Na AapBaveral uttoyiv To TTPOPIA Tou aoBevr (vooruaTta, TTapAayovTEC KivOUVOoU)
oTnVv €mAoyn evog JAKI



EuxapioTw Yyia TNV TTPOCOXN 00C...



