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2UYKPOUOT CUNPEPOVTWV

NMapouoca Trapouciaocn : TiUNTIKA apoifn atd Lilly yia Tnv ocuykekpigévn oMIAia

EKTTAIOEUTIKEG-EPEUVNTIKEG-OUUPBOUAEUTIKEC ETTIXOPNYNOEIC TNV TEAEUTAIA DIETIA!
UCB,Janssen, Lilly, AEnorasis, Genesis-Pharma, Pfizer, Abbvie,
Mylan, Novartis, GSK,



Mepiypappa opiAiag

e H emmiTeugn TWv BEPATTEUTIKWY OTOXWY OTNV KABNUEPIVI KAIVIKA TTPAEN

« O egmavatrpoodiopiouos Twv JAKI OTIC KATEUBUVTHPIEC 0dNYiES

« To Baricitinib otnv Peupatocidr) ApBpiTida

« Real-world dedopéva Tou Baricitinib otoug aoBeveic pe Peuparosidr) ApBpitida



210)X0I BepaTtreiag otn PA

‘EAEYX0OC TWV OonuEiwyY Kal
TWV CUUTITWPATWVE2

[MTpOANWN dopIKWY
v BAaBwvi?

4

’

MeyioToTroinon

) Xapn)\n OpaAoTroinon TnNg
UaKpo1TprGaoua @ [ EVEPYOTNTA -
NG TTOIOTNTAC 2y
e OUMMETOXNAS

KavoviKr) CUJUETOXN OTNV
epyaoial

HRQoL: health-related quality of life; LDA: low disease activity; RA: rheumatoid arthritis.
1. Smolen JS, et al. Ann Rheum Dis. 2020;79(6):685-699; 2. Solomon DH, et al. Arthritis Rheumatol. 2014;66(4):775-782; 3. Scott IC, et al. RMD Open. 2016;2:e000270.



MNarti xpe1alOpaoTe Kal AAAEG AUOCEIG;

222202 pas , . ~25%-40% TWV 00OEVWV . 50%-60% TwV acOeVWV dev
erQrQ/Q/Q MTTOPEI Va TTOPOUCIAfOUV ONUAVTIKN ETTITUYXAVOUV TOUG
EMITEUXOEI OTO BeATiwon pe TN povoBepaTreia Pe BEPATTEUTIKOUG OTOXOUG META TOV
40%-80% TWV MTX? TTPWTO KUKA0O DMARD!
aocBevwyv pe PA - 50%-80% TwV AoBeVWV
TTAPOUCIAlOUV ONUAVTIKN
2NMOVTIKO TTOCOOTO TWV BeAtiwon pe pia emmAoyn
000EVWIV TTAOPOPEVEI ME Bepartreiag bDmard peta atrd
KEVEPYO» VOOO QVETTAPKI avVTATIOKPION OTA
cDMARD?3
“Yoeon!s
33888 UTTOPEI vVa 2 X006V 10 50% TWV a0BeVWV- - O1 TNFi €xouv peyaAuTepn
ONONONONG , ! 1 ]
2D €TTITEUXOE] OTO LI?A /’ucpeor] OTNV TIPWIKN PA aTrOTaAaopngKomTa |
20%-50% Twov eav AdBouv Bepartreia ye MTX o€ o€ ouyxopnynon pe MTX :
07O OUVOUOOUO WE ~40%-50% Twv 00BEVWV
aoBevwyv pe PA YAUKOKOPTIKOEISHL emTUYXAGVoUuV LDA, n oTroia

diatnpeital yia éwg kail 3 étnt4

1. Aletaha D, et al. JAMA 2018;320. 2. Keystone EC, et al. RMD Open 2018;4(1):e000637. 3. Tanaka Y, et al.
Arthritis Res Ther. 2017;19:56. 4. Yilmaz-Oner S, et al. Clinical Rheumatology 2019;38:3033-3039.




H emriteun Twv OepatreuTiIKWV oTOXWYV OTNV EAAAdQ

n: 2491
Therapy n % 12% HDA

No therapy > 4% OEPATTEUTIKO
Corticosteroids only 74 3%
DMARD therapy 2323 93% 36% MDA IKOi GTOXOI

csDMARDs 2050 82%

bDMARDs 1036 42% 18% LDA
Corticosteroids 985 40%

Daily dose in mg, mean + 1 5.2+ 3.5(5)

S.D. (median)

Thomas K, Lazarini A, Kaltsonoudis E, Drosos AA, Papalopoulos I, Sidiropoulos P, et al. Multicenter Cross-sectional Study of Patients with Rheumatoid Arthritis in Greece: Results from a cohort of 2.491 patients. Mediterr J Rheumatol 2018; 29(1): 27-37.
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AVTATTIOKPION

AvgnapKr']q oe csDmards
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VOOOU

KaBuoTépnon
oTnv
KAIMAKWONG
TNG BepaTreiag

Mn o@aipikn

agloAdéynon g
vOoou

1. Taylor PC, et al. Rheumatol Int. 2016;36(5):685-695. 2. Montag K, et al. Intern Med J. 2011;41(6):450-455. 3. Aletaha D, Smolen JS. JAMA. 2018;320:1360-1372; 4. Bello AE, et al. Open Access Rheumatol. 2017;9:67-69.. 5 Aletaha D, et al. Ann Rheum Dis.
2019;78:1609-1615. 6 Tymms K, et al. Arthritis Care Res. 2014;66(2):190-196. 7. Danilla M, et al. Ann Rhuem Dis. 2018;77:281 8. Taylor PC, et al. Rheumatol. 2019;58(Supplement_1):i17-i26.



EULAR 2016

To «T1ag&id» Twv JAKI OTIG KAOTEUBUVTHPIEG OONYIEG

Phase Il

Prognostically unfavourable
factors present

EULAR 2019

Phase Il

such 35 RF/ACPA esp. at high keiels; high olszsse

Add a bDMARD*
(current pracrice)

or f
a Jak-inhibitor® _«

No

acHty; early jolnt oarage: fllure of 22 CSOMARDS

Failure for lack of
efficacy andlor
toxicity in phase

Poor prognostic factors present l Poor pro

(RF/ACPA, esp. at high levels;

high disease activity; early joint damage;

failure of 2 2 csDMARDs)

Xwpig TpoTiunon

Add a bDMARD®” ]

or
a JAK-inhibitor® J

chieve improvemeni

at3 monthsand

targetat6 months? |

current practice

would be to start a

bDMARD

Improved
at 3 months
and achieved target at
6 months?*

A¢loAéynon
KIvoUvou

Phase Il

Poor prognostic factors present l Poor pro.
(RE/ACPA, esp al hwgh levels
hoh isease achvily, evly JouN damaoge
failure of = 2 csDMARDs)
)
Add a bDMARD?,
Consder use of o
JAK-inhibitor
only afer nsk assessment*

HAkla > 65
KATIVIOMOL

s and achieved target at
CVD — mapayovteq 6 months?’
Cancer- mapayovteg Klvéuvou
VTE — napayovtec Kivduvou

Improved
at 3 months

Al

1. Smolen et al. Ann Rheum Dis 2017;76:960-977 2. Smolen et al. Ann Rheum Dis 2020;79:685-699 3. Smolen et al. Ann Rheum Dis 2023;82:3-18



H e1TiTEUEN TWV BEPATTEUTIKWYV OTOXWYV ME TOUG avaoTOAEig JAK

NMooooTd Avramokpionc ACR20

100
(Ko Tehikd onpcio: Bari 4 mg Swavm emowikod gopudmou)
80 4  (MsiZov Beutepedov Tehikd onjpsic: Bari £ my fwavn abalipoupaymng)
[ Mepioyn ypapripatoc | e
Ty
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#
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TOFAS mg BID + MTX : 299,
BARICITINIB —RA BEAM Emresyone un | '

Emimedy@nKke pn KarwrepoTnTa £.4% 10.6%

TOFA 5 mg BID i 5.5%

Asv sTITEOXBNKE PN KATWTEPOTATA
w 5 vs ADA ;
vs ADA 20 Y0 0 10

TOFACITINIB —ORAL STRATEGY

fvavT ADA = MTX

. - Asv EmMITEUYKBNKE PN KATWTEPOTNT -14.0h 0%

m Kipio TeAIkO anpsio S erior Non-lnferlor TOFA 5 mg BID E I,7%

’ " u p £vavTi TOFA 5 mg BID + MTX T L
48.3% | 0.8%
bl
50 Py

40
30
20
10
0

% aoBevov (NRI)

ACR20 ACR50 ACR70
PELIT I e WA P LPA iam ADA Epdopada 12
'gugu,nm, TEERSD0L, *¥p<0,05 7T ipsD,00, ' ps0,01, p=0,05 B PBO + MTX W ADA 40-mg UPA 15-mg

Q2W + MTX QD + MTX

UPADACITINIB- SELECT COMPARE

MTX, Metjotrexate; ADA. Adalimumab; BID, twice a day; ACR20, improvement of
20% according to American college of rheumatology criteria



To KAIVIKO TTpOypaupa Tou Baricitinib otnv Peuparosidn ApBpitida

J2L

(N=1305)

Treat.ment ATtroTuyia o€ ATrotuyia ot
naive MTX csDMARDs

Eik. pdpuako Eik. appako
HovolgpaTtreia
Bari 4 mg + MTX Bari 4 mg + MTX

AIAPKEIA AOKIMHZ AIAPKEIA AOKIMHZ

52 efdopddeg 52 eBSOpASES 24 eBSopASEC
MH ETKEKPIMENH ENAEIZH

ATrotuyia o€
TNF(i)

Eik. padpHako
Bari 2 mg

Bari 4 mg

AIAPKEIA AOKIMHZ
24 eBdopadeg

J3L

(N=2877)*

w3

BEYOND

Makpoxpovia
oedopéva

AIAPKEIA AOKIMHZ
7 €tn

“AcBeveig pe PA mou evtdyxBnkav and Odon 3 (BEGIN, BEAM, BUILD, BEACON, BALANCE) kat ®don 2 (JADA). Ada: adaAwoupdunn, Bari: praptottvipnn, csDMARD: GUpPBATIKO CUVOETIKO TPOTIOTOLNTIKO TNG VOCOU QVTLPPEULATIKO GAppaKo, IR: avemapkwg avtanokplBeis,
MTX: pebotpedtn, PA: peupatoeldng apbpitida, TNFi: avaoTtoAéag Tou mapdyovTa VEKPWonG Tou oykou.1. Fleischmann R, et al. Arthritis Rheumatol. 2017;69(3):506-517. 2. Taylor PC, et al. N Engl J Med. 2017;376(7):652-662. 3. Dougados M, et al. Ann Rheum Dis.
2017;76(1):88-95. 4. Genovese MC, et al. N Engl J Med. 2016;374(13):1243-1252. 5. Li Z, et al. Ann Rheum Dis. 2018;77(Suppl 2):969. 6. Keystone EC, et al. Ann Rheum Dis. 2015;74(2):333-340.



H U@eon kal n xapnAn evepyoTnTa ye 1o Baricitinib

« Emiteugn Twyv BgpatreuTikwy otéXwv (LDA/REM) Tnv Bdopdada 12 Tayeia emiteuén Twv m
OspATTEUTIKWY OTOXWV BEA M

60 1 XapnAR Evepyétnta Néoou 60 1 “Yoeon

DAS28-hsCRP <3,2, DAS28-ESR <3,2, SDAI <11, CDAI <10 DAS28-hsCRP <2,6, DAS28-ESR <2,6, SDAI <3,3, CDAI <2,8
50 - 50 -
3. ++
= *kk + 2
2 o
> £ 40 -
.g .5
> >
o @
< e 30 1
xX ; Fkk

DAS28-hsCRP DAS28-ESR SDAI CDAI DAS28-hsCRP DAS28-ESR SDAI CDAI

Eik. pappaxo (N=488) M Ada(N=330) I Bari 4 mg (N=487)
Twn P évavtl EwkovikoU Qapudkou: *** p<0,001 ** p<0,01 * p<0,05 | Twn P évavtl Ada: +++ p<0,001 ++ p<0,01 + p<0,05

“OMot oL acBeveig mou Siékodav tn cUMUETOXN Toug otn Sokiun fi SLtékodav oploTika tn Beparteia opifovtav wg KN OVTAOKPLOEVTEG artd TO XPOVLKO ONUELO TNG SLAKOTIAG KoL LETA.

Ada: adoApoupaunn, Bari: prapiottvipmn, CDAL: kKAwikog Seiktng evepyotntag vooou, DAS28-hsCRP: BaBpoloyia evepydtntag vooou oe 28 apBpwoelg pe Bdon tn C-avtibpwoa mpwteivn uPnAng Eualcenomq DAS28-ESR: BaBpoloyia evepydtntag vooou oe 28 apBpwoelg pe Bdon tov
pubuod kabilnong epubpokuttdpwy, IR: avemoapkwg avtanokplBeig, LDA: xapunAn evepyotnta vooou, MTX: peBotpegatn, NRI: anddoon Tung un avrarnokplBevrog, SDAI: amAonownpévog Selktng evepydTnTag vooou.

1. Taylor PC, et al. N Engl J Med. 2017;376(7):652-662.



H Upeon kail n xapnAn evepyornTta pe 1o Baricitinib

« ETmiTeugn Twyv Bepatreutikwy otoXwv (LDA/REM) TnVv ¢fdopada 12 ko 24

BEACON
0 - ) ] ] o - ) TNFi-IR
XaunAn Evepyoérnra Nécou Yopeon
DAS28-hsCRP, DAS28-ESR <3,2, SDAI <11, CDAI =10 DAS28-hsCRP, DAS28-ESR <2,6, SDAI <3,3, CDAI <2,8
50 A 50 A
. EBSopada 12 . EBSopdda 12 I ERSoudada 12
EBSouada 24 EBSouada 24 EBSopada 24
s 40 . 40 - Béop Bdou Bdop
E E *kk
3 £
DY *k%k >
~§ .§ 30 i
w w
; 2
< <
o\° O\o 20 .
DAS28-hsCRP DAS28-ESR SDAI CDAI DAS28-hsCRP DAS28-ESR SDAI CDAI

B Bari 4 mg (N=177)

I e dapuaro (N=176) B Bari 2 mg (N=174)
T P évavtl Etkovikol Qapudkou: ¥** p<0,001 ** p<0,01

“OMot oL aoBeveig mou Siékodav

Eosteap o B v Taxeia eTiTEUEN TWV BEPATTEUTIKWYV OTOXWV OE «OUOKOAOUG» OCOEVEIG

1. Genovese MC, et al. N Engl J Med



ETtriteuén OepatreuTiIKWyV oTOXWYV O€ BAB0G XpoOvou

CDAIl 2.8 CDAI €10
100~ 100~
g S
ﬂ 804 2 80—
= v
O 60+ S 60-
E (&)
_— o=
E 40 S 40-
2 @
g 20- S 20+
S 5
* 0 ") vl 3® N 0 T T 1
W24 W52 Sk Year7 W24 W52 Year3® Year7c¢
Entry to Year 3 Year 7 Entry to Year 3 Year 7
RA-BEYOND ¢ RA-BEYOND ¢
197 158 61 --@®-- BARI 2-mg (RA-BUILD) © 197 158 61
191 107 48 —— BARI 4-mg (RA-BUILD) ¢ 191 107 48
414 224 64 —— BARI 4-mg (RA-BEAM) ¢ 414 224 64

CaporaliR, et al. Poster presented at EULAR 2022, POS0701



H avaoToAn TG akTIVOAOYIKNG £§EAIENG

mTSS Erosion Score JSN
B EA M
) 2,0 - 15 -
o
£
O
o 10 - BEYOND
4]
e
e
L i
< 0,5
[
@
=
) 0,0
-
Year
Ap1Ou6G aoBevwyv og KABE OKEAOG TNG MEAETNG
Year 2 Year 3 Year 4 Year 5

PBO to Bari4 mg 344 337 346 322

Bari 4 mg 361 363 353 330

ADA 40 mg to Bari4 mg 248 243 242 218
P-value vs PBO: *** p<0.001 ** p<0.01 * p<0.05 @ PBO to Bari 4 mg A ADA to Bari 4 mg B Bari4amg

¢ ADA: adalimumab; Bari: baricitinib; JSN: joint space narrowing LS: least squares; mTSS: modified total Sharp score; PBO: placebo; SE: standard error.
van der Heijde D, et al. J Rheumatol. 2021; doi:10.3899/jrheum.210346 (Ahead of print).



Meiwon Tng 660ong o€ acOeVEIC TTOU TTETUXOV TOV OTOXO BepaTtreiag

« Ailatipnon LDA "Ewg kai Tnv Eoouada 48

100

80

60

40

20

% AcBevwv
(NRI yia BgpaTreia Sidowong R diakoTtrn BepaTreiag)

4 41 38

2/3 aoBevwyv diatnpouv

ETTITEUEN TWV OTOXWV Kal

oTav pEIWBEi n déon

44

33

ERdoudda 12

ERSopGda 24 ERSopGSa 48

Meiwan,800ns o€ Bari 2 mg (N5278)oq 2Uvéxion ot d6on-Bari 4 mg (N=281)

. LDA

“Yopeon . LDA “Yoeon

Ty P évavti ouvéyiong oe 66on Bari 4 mg: *** p<0,001 ** p<0,01
Bari: pmaptottwvipmnn, CDAI: KAwikog Agiktng Evepyotntag Nocou, csDMARD: cupBaTikG GUVOETIKO TPOTIOTOLNTLKO TNG VOOOU QVTLPPEU LATLKO PpAapuako, IR: avemapkwe avtanokpldeig, LDA: xaunAn evepyotnta vooou, MTX:
peBotpegatn, NRI: artodoon Tiung pun avtamnokpldévrog, TNFi: avaoTtoAéag mapdyovtag VEKPWGNG TOU OYKoU.

1. Takeuchi T, et al. Ann Rheum Dis. 2019 Feb;78(2):171-178.

Méon BaBuoAoyia CDAI

7.0

6.0

5.5

5.0

4.5

4.0

3.5

3.0

POST-HOC
RIRARA

B EA M BEUILD BEACON

“Evapén 12 24 36 48

EBSopddeg petd TV aAAayn

—— Meiwon d6ong o€ Bari 2 mg >uvéxion oe déon Bari 4 mg

Huepounvia atmokoTrig dedouévwy: ZeTTEUPpIog 2016



MNati OpWS XPeIalONAOTE OEOOMEVA TOU KTTPAYMATIKOU» KOOHOU ?

RCT RWE



RCT=randomized controlled trial.

1. Nallamothu BK, et al. Circulation. 2008;118(12):1294-1303. 2.
Sherman RE, et al. N Engl J Med. 2016;375(23):2293-2297.

3. Nikiphorou E, et al. Nat Rev Rheumatol. 2017;13(8):503-510.
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Nnyég twv RWD

Chart
reviews

Patient
and
population
health
surveys

Electronic ;
el Pragmatic

: linical
medical Cm a(I:sa
records

RWD sources
mentioned in
this deck

Registries

Supplements

to traditional
RCTs

EMR=electronic medical record; RCT=randomized controlled trial; RWD=real-world data.
1. Katkade VB, et al. J Multidiscip Healthc. 2018;11:295-304. 2. IQVIA. Using Real-World Data for Outcomes Research and Comparative Effectiveness Studies. https://www.igvia.com/-
[media/library/presentations/using-realworld-data-for-outcomes-research-and-comparative-effectiveness-studies.pdf?la=en. Accessed July 30, 2021.



https://www.iqvia.com/-/media/library/presentations/using-realworld-data-for-outcomes-research-and-comparative-effectiveness-studies.pdf?la=en
https://www.iqvia.com/-/media/library/presentations/using-realworld-data-for-outcomes-research-and-comparative-effectiveness-studies.pdf?la=en
https://www.iqvia.com/-/media/library/presentations/using-realworld-data-for-outcomes-research-and-comparative-effectiveness-studies.pdf?la=en
https://www.iqvia.com/-/media/library/presentations/using-realworld-data-for-outcomes-research-and-comparative-effectiveness-studies.pdf?la=en
https://www.iqvia.com/-/media/library/presentations/using-realworld-data-for-outcomes-research-and-comparative-effectiveness-studies.pdf?la=en
https://www.iqvia.com/-/media/library/presentations/using-realworld-data-for-outcomes-research-and-comparative-effectiveness-studies.pdf?la=en
https://www.iqvia.com/-/media/library/presentations/using-realworld-data-for-outcomes-research-and-comparative-effectiveness-studies.pdf?la=en
https://www.iqvia.com/-/media/library/presentations/using-realworld-data-for-outcomes-research-and-comparative-effectiveness-studies.pdf?la=en
https://www.iqvia.com/-/media/library/presentations/using-realworld-data-for-outcomes-research-and-comparative-effectiveness-studies.pdf?la=en
https://www.iqvia.com/-/media/library/presentations/using-realworld-data-for-outcomes-research-and-comparative-effectiveness-studies.pdf?la=en
https://www.iqvia.com/-/media/library/presentations/using-realworld-data-for-outcomes-research-and-comparative-effectiveness-studies.pdf?la=en
https://www.iqvia.com/-/media/library/presentations/using-realworld-data-for-outcomes-research-and-comparative-effectiveness-studies.pdf?la=en
https://www.iqvia.com/-/media/library/presentations/using-realworld-data-for-outcomes-research-and-comparative-effectiveness-studies.pdf?la=en
https://www.iqvia.com/-/media/library/presentations/using-realworld-data-for-outcomes-research-and-comparative-effectiveness-studies.pdf?la=en
https://www.iqvia.com/-/media/library/presentations/using-realworld-data-for-outcomes-research-and-comparative-effectiveness-studies.pdf?la=en
https://www.iqvia.com/-/media/library/presentations/using-realworld-data-for-outcomes-research-and-comparative-effectiveness-studies.pdf?la=en
https://www.iqvia.com/-/media/library/presentations/using-realworld-data-for-outcomes-research-and-comparative-effectiveness-studies.pdf?la=en
https://www.iqvia.com/-/media/library/presentations/using-realworld-data-for-outcomes-research-and-comparative-effectiveness-studies.pdf?la=en
https://www.iqvia.com/-/media/library/presentations/using-realworld-data-for-outcomes-research-and-comparative-effectiveness-studies.pdf?la=en
https://www.iqvia.com/-/media/library/presentations/using-realworld-data-for-outcomes-research-and-comparative-effectiveness-studies.pdf?la=en
https://www.iqvia.com/-/media/library/presentations/using-realworld-data-for-outcomes-research-and-comparative-effectiveness-studies.pdf?la=en

NMAcovekTApOTO KOl peloveKTAMOTa RCTs & RWD

Emiotnpovika loxvpa
dedopéva yla
OLTLOTEAECLOLTLKOTNTA
Ko Bpaxuxpovia
aocpaiela
MeBoboloyika aptia
*[1poomTIKr LEAETN

*KaBoplopéva e€apxng
KQTAANKTIKA onueia

*Oupada eAéyyou

RS 1

Neploplopog otn
YEViKEUON TWV
OLIIOTEAECUATWV

SlapopeTika KAWVIKA TAaiola
TIPOKTLKA Kol NOLKA opLa
BpaxuxpOvieg LEAETEG

AuoTtnpo MPWTOKOAAO Tou Oev
avtavakAd tnv anodacn Tou
LaTPOU 1 TNV YVWHN ToU
aoBevoug

“Placebo”response kat
volunteer bias

Fevikevon
OLIIOTEAECUATWV
AlapopeTikd KAWVIKA TAaiola
AcBeveic amo olo to daoua
TN¢ vooou/ cuvvoonpoTnTwy
AvtovakAaon tng
KAWLKAG
TUPOLYLOTLKOTNTOG
Ertidoyn tatpou-aoBevwy
AvadeLén onaviwv
ocuuBapatTwyv
Makpoxpovia tapakoAouBbnon
MowiAopopodia acOsvwv

TThis is an overview of the general strengths and limitations of real-world data sources, which may vary with each specific real-world data source type.

RCT=randomized controlled trial.

1. Katkade VB, et al. J Multidiscip Healthc. 2018:11:295-304. 2. Camm AJ, et al. Open Heart. 2018:5(1):e000788.

o _——

Enmwotnpovika
HELWMEVNG LoXVOG
6edopéva:

YU nAog kivduvog biases
Kivbuvoc eAAumoug
kataypadng

MBavn EANAelPn opadag
eAEéyxou

Aduvapio cuykpLonG opadwv
000evwVv AOYW OVOLOLOYEVELOG

Mapayovteg KivdUvou/£kBeong
uropel va aAAa&ouv otn
Slapkela mapakoAolBnong



O Taykéouiog XapTtng Tou Baricitinib otn Peuparoeidi ApOpitida

~ BSRBR-RA! | DANBIOS #H ARTISS §§ A CWERS
LTHT? ! RABBIT4 : i FIRST14
University Hospital TBCRI5

3 » 'i,
Southampton . 4 . Nagasaki Prefecture

7 ? b S o : \ : cohort16
N R Japan PMSY/

| ~ Amiens cohort?® o
CORRONA-RA Tr 3 - =
: 5> SCQM-RA8L o
(POWER)?20 | w /T .

CORRONA- ORBIT10
PASS?1

Daegu Catholic
Italian hospital cohorts11.12 N ‘ Unive?sity Medical
Reglondalta(gmlnlzitratlve N\ v Center cohort18
atabase )

1. Edwards CJ, et al. Rheumatology. 2021;60(Supplement_1):Abstract 033. 2. Fitton J, et al. Rheumatology. 2021;60(9):4048-4054. 3. Lwin MN, et al. Rheumatology. 2021;60(Supplement_1):Abstract 010. 4. Schafer M, et al. RMD Open. 2020;6(3):¢001290. 5. Egeberg A, et al. Semin Arthritis
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NMwg xopnyeitai To Baricitinib otnv Ka@nuepivly KAIVIKA pag TTpdagn ;

, . . . N2 .
i_i ItaAkn) avadpopkn peA€tnt ﬁ Swiss SCQM-RA Cohort? - UK BSRBR-RA Registry?
® ® X
HAwia Awdpkela vooou HAwia AwdpKeLla vooou Awdpkela vooou

59.2 years

ZuvduaoTikn MovoBeparneia
Oeparneia Total 31% MovoBepaneia MovoBepaneia
69% cohort 59% 39%
ZUVOUOOTIKA Total ZuvduaoTIKN Total
N=445 Bepaneia cohort Bepaneia cohort
, 41% 61%
MovobBeparneia
ZuvduaoTikA 33%
Beparmeia
N=273 N=409

67%

N=283

« >30% rwv aocBsvwyv mporiunénke ro Baricitinib wg¢ povoBeparrreia

* Data are presented as mean + standard deviation or n.

bDMARD=biologic Disease-modifying Anti-rheumatic Drug; itish Society for Biologics Register; n=Number of Patients in the Specified Category; N=Number of Patients in the Analysis Population; RA=Rheumatoid Arthritis; SCQM=Swiss Clinical Quality Management.

1. Perrone V, et al. Int J Environ Res Public Health. 2021;18(11):5679. 2. Gilbert B, et al. wmsmemnos onssmnsns. 3. Edwards CJ, et al. Rheumatology. 2021;60(Supplement_1):Abstract 033.



MeyaAutepn TTapapovn otnv Bepartreia og oxéon pe TNFI kan Tofacitinib

I;_: 2oundikn opdda ARTIS
KauTtruAeg Kaplan-Meier (unadjusted)
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— Baricitinib (N=1420)
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— TNFi (N=6036) Tofacitinib (316)
Abatacept (N=1050) — IL-6 inhibitor (849)
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2Adjusted for sex, age, and treatment line.

bDMARD=biologic Disease-modifying Anti-rheumatic Drug; Cl=Confidence Interval; HR=Hazard Ratio; IL=Interleukin; N=Number of Patients in the Analysis Population; Ref=Reference; TNFi=Tumor Necrosis Fac

Barbulescu A, et al. Rheumatology (Oxford). 2022; doi:10.1093/rheumatology/keac068 (Ahead of print).
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AlakKoTTH) TG BepaTtreiag

hazard ratios?
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Abatacept %
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Baricitinib (Ref) .
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HR (95% CI)
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HR (95% CI)
1.51 (1.28, 1.79)

1.51 (1.34, 1.69)
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1.30 (1.18, 1.42)

0.71 (0.62, 0.81)
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ETTiTEUEN TWV BEPATTEUTIKWY OTOXWV KAl OTNV KABNUEPIVI KAIVIKA HOG TTPASN

E RABBIT Registry? ST UK LTHT cohort? i T ORBIT cohort?
3pnvn Avratrokpion oTh i mlm AvTatrokpion 6 pnvwy oTn i _ 12unvn avTatroKpIon OTN
fOepartreia i fOgpartreia ! BepaTreia
I RA-BEACON BARI 4-mg LDA I LTHT LDA
RA-BEACON BARI 4-mg Udeon | LTHT Odeon i ORBIT LDA/ Gibeon
I RABBIT LDA
100 - RABBIT Udeon i 100 - i 100 -
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DAS28-ESR SDAI CDAI : DAS28-CRP : DAS28- SDAI CDAI
LDA <3.2 <11 <10 : <3.2 : ESR
Remission <2.6 <3.3 <2.8 : <2.6 :

O1 oT16X0I TNG UPECNG KAl TNG XOAMNANG EVEPYOTNTAG TNG VOOOU ETTITEUXONKAV OCUXVOTEPA OE TTPAYHATIKEG OUVOARKEG
og ouykpion pe To RA-BEACON

BARI=Baricitinib; CDAI=Clinical Disease Activity Index; DAS28-CRP=Disease Activity Score Based on 28 Joints-C-Reactive Protein; DAS28-ESR=Disease Activity Score Based on 28 Joints-Erythrocyte Sedimentation Rate; LDA=Low Disease Activity; LTHT=Leeds Teaching Hospitals NHS Trust; N=Number of Patients
in the Analysis Population; n=Number of Patients in the Specified Category; RABBIT=Rheumatoide Arthritis: Beobachtung der Biologika-Therapie Registry; RCT=randomized clinical trial; SDAI=Simplified Disease Activity Index.
1. MeilnerY, et al. Poster presented at: DGRh 2018. Abstract RA.34. 2. Fitton J, et al. Rheumatology. 2021;60(9):4048-4054. 3. Hernandez BE, et al. Rheumatol Ther. 2022;9(2):589-608.



MeyaAuTepn TIBavoTnTa UPEONG O oXEon ME b/tsDmards

RA-BE-REAL: EupwTraikr) KoopTtn

[Mapd 10 yeyovog o1 ATav JEYaAUTEPNS NAIKIAG Kal gixav JEYaAUTEPN OIAPKEIA TNG VOOOU KATA TNV £VAPEN, Ol A0BEVEIC
TTou éAapav BeparTreia pe Baricitinib ATav o moavo va TTUXoUV UQEan a1t Toug acBeveic TTou EAaav BIOAOYIKO N
OTTOI00ATTOTE AAAO O€ HIa TTEPiIodO 12 pnvwv?

XapaKTNPIOTIKA KATA TNV
évapgn'

ey PIeDNARD MooooTd avramékpiong CDAI otoug 6 kai 12 pfvegl? 5,
n= n=
[ LDA (CDAI =10)
@ 59 57 100 - "Yoeon (CDAI £2.8)
Age, years 90 1 b/tsDMARD
., 80 - B LDA (CDAI <10)
= A "Yoeon (CDAI 2.8)
X 10 8.9 S 60 -
Disease duration, g 30
years S 40
< 30 -
48% 61% ig i 8.5 o5 5 " 8.9
— 7 : ' 18,5 16,6
b/tsDMARDs- 0 -m m
LES Baseline 6 months 12 months Baseline 6 months 12 months
(N=461) (N=250) (N=263) (N=527) (N=276) (N=314)

BARI=Baricitinib; bDMARD=biologic Disease-modifying Anti-rheumatic Drug; CDAI=Clinical Disease Activity Index; LDA=Low Disease Activity; N=Number of Patients in the Analysis Population; tsDMARD=targeted synthetic Disease-modifying Anti-
rheumatic Drug. Alten R, et al. Poster presented at EULAR 2022. Poster POS0666. 2. Burmester G et al. Arthritis Rheumatol. 2021;73(suppl 10):1223.



ETTiTEUEN TWV «KATOANKTIKWY CNUEIWV» Kal EKTOG RCT

O Pragmatic trial, 199 acOeveic pe PA :
« 102-TNFi , 97 —Baricitinib
o Aedopéva 12 oopAdwYV

DAS28 remission

100
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80 (p<0.001) at 12 weeks.
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Difference between proportions (Baricitinib - TNFi) 0

baricitinib TNFi
M baricitinib & TNFi

DOI: 10.1136/annrheumdis-2023-eular.4317DOI: 10.1136/annrheumdis-2023-eular.4317




NMapouola atroTeEAECHATIKOTNTA Kol o€ MovoBeparTreia

* MMpooTrTIKA TrTapakoAoudnon 3 eTwv
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mono 93 83 69 59 53 47 43 36 29 mono 93 (5) 45 (28) 25 (38) 15 (42) 6 (44)
combo 46 40 34 26 23 19 16 15 14 combo 46 (3) 24 (16) 9 (22) S (24) 3(25)

Bayat S, et al. RMD Open 2022;8:e002674. doi:10.1136/rmdopen-2022-002674



«MpaypaTikn» pEiwon TTOVOoU

2nMavTiKi geiwon Tou mévou ( VAS-Pain) ave§dptnta amrd Tnv mrponyoupevn xpaon bDmard i Tnv
ouyxopnynon pe MTX

O1 repIioooTEPOI 0OBEVEIG €ixav onUAVTIKA HEiwon Tou TTévou VAS trpwipa

.j ITaAIK) TTPOOTITIKI) MEAETN: VAS gKTipnon Tou Trévou

100 - .-
bDMARD-naive bDMARD-IR

. . BARI 4 mg
g 80 - Me MTX Xwpig MTX Me MTX Xwpig MTX B olus MTX
3
3 60 - 63 65 BARI 4 mg
E no MTX
= *
c S
~8 * * * 37 32
= 20 2 2 25 24

0

BL 3M 6M  12M BL 3M 6M  12M BL 3M 6M  12M BL 3M 6M  12M

BARI=Baricitinib; bDMARD=biologic Disease-modifying Anti-rheumatic Drug; BL=Baseline; IR=Inadequate Responder; M=Month; MTX=Methotrexate; VAS=Visual Analog Scale.

Guidelli GM, et al. Clin Exp Rheumatol. 2021;39(4):868-873.



M0 EUKOAN pEIWON TNG KOPTICOVNG

* ZNMAVTIKA HEiwon TNG KoPTI{OVNG ATTO VWPIG aVESAPTNTA ATTO TNV TTPONYOUMEVN XPARON
bDmard i Tnv cuyxopnynon pe MTX
.j ITOAIKA TTPOOTITIKA MEAETN: nUEPAOIa OO TTPEDdVICOAOVNG
8 - OAol o1 acBeveic bDMARD-naive bDMARD-IR
§ Me MTX Xwpic MTX Me MTX Xwpic MTX
E
3
% *% *
2 **

*

BL 3M 6M 12M BL 3M ©6M 12M BL 3M ©6M 12M BL 3M 6M 12M BL 3M 6M 12M

g BAR! 4 mg BARI 4 mg
*p<.01 versus BL; **p<.0001 versus BL. plus MTX no MTX

BAR=Baricitinib; bDMARD=biologic Disease-modifying Anti-rheumatic Drug; BL=Baseline; IR=Inadequate Responder; M=Month; MTX=Methotrexate; n=Number of Patients in the Specified Category.

Guidelli GM, et al. Clin Exp Rheumatol. 2021;39(4):868-873.



BeATiwon Twv PROS Kal o€ TTPAYMATIKEG OUVONKEG

PGA PatGA Pain VAS
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(n=471)(n=301)  (n=537)(n=342) (n=496)(n=316)  (n=556)(n=365) (n=497)(n=320)  (n=558)(n=365)
BARI b/tsDMARDs BARI b/tsDMARDs BARI b/tsDMARDs

aMCID for PatGA on a scale of 0-10 cm is 1 cm; ®MCID for Pain VAS on a scale of 0-100 mm is 20 mm when assessing pain across the severity spectrum

BARI=Baricitinib; BL=Baseline; bDMARD=biologic Disease-modifying Anti-rheumatic Drug; M=Month; MCID=Minimal Clinically Important Difference; PatGA=Patient's Global Assessment; PGA=Physician’s Global Assessment; PRO=Patient-
reported Outcome; SD=Standard Deviation; tsDMARD=targeted synthetic Disease-modifying Anti-rheumatic Drug; VAS=Visual Analog Scale.

Alten R, et al. Poster presented at EULAR 2022. Poster POS0666.



Agdopéva aoc@aAeiag otnv Peuparogidn ApOpiTida

alR avd 100 aoc0evo-£€Tn OTNV HAKPOXPOVIA KaTaypa@n Tou baricitinib (N=3770)21;
2oBapég Aopwieic  '‘Eptrng ZwoThp MACE DVT/PE KakonOsigg, TAnv NMSC

2.6 3.0 0.5 0.5 0.9
(n=372) (n=422) (n=73) (n=73) (n=139)

- a AoBeveig pe ouyxvoTnTa TTOU EKQPAZETaI OXNMATIKG atreikovifovtag 100 aoBeveig Bepatreudpevoug yia 1 £T0G.

a IR avd 100 aoBevo-£Tn avagepopeva o aoBeveic pe PA:

1.5-7.0° 1.0-1.53 0.1-2.44 0.3-0.87 0.8-2.3b38

DVT: ev Tw BdaBel @AeBIkn BpouBwaon, DVT/PE: ev Tw Ba6el pAeBikr) BpopBwaon A/kal Tveupovikr euBoAn,IR: TooooTtd emimrwong avd 100 acBevo-£Tn (0 xpdvog €kBeang TTePIKOTITETAI KOTA TO oUPBAv), MACE: peifov avemmBuunTto kapdiayyelakd emeicddio, NMSC:
uN MEAQVWHATIKOG KapKivog Tou &épuatog, PE: Tveupovikn euRoAr, PA: peupartoeidng. apbpitida
3Rates in patients treated with 21 dose of baricitinib across 9 completed randomized, controlled trials and 1 ongoing long-term extension; 3770 patients received baricitinib for 13,148 patient-years of exposure (median exposure: 4.2 years; maximum
exposure: 8.4 years); ®In patients treated with biologic disease-modifying antirheumatic drugs. IR: incidence rate; MACE: major adverse cardiovascular event; NMSC: nonmelanoma skin cancer; RA: rheumatoid arthritis; VTE: venous thromboembolism. 1.
Taylor P, et al. Arthritis Rheumatol. 2021;73 (Suppl 10); 2. Thomas K, et al. Mediterr ] Rheumatol. 2020;31(Suppl 1):129-136; 3. Winthrop KL, et al. Arthritis and Rheumatology. 2014; 66: 2675-2684; 4. Lauper K, et al. Arthritis Care Res (Hoboken).
2018;70(12):1756-1763; 5. Cooksey R, et al. Sem Arthritis Rheum. 2018;48:367-373; 6. de Thurah A, et al. RMD Open. 2020;6:e001113; 7. Taylor P, et al. Arthritis Rheumatol. 2019;71(7):1042-1055; 8. Kim SC, et al. Semin Arthritis Rheum. 2019;49:222-228.



Agdopeva aocpaAeiag otnv PeupgaTtogidn ApOBpitida

ApI1OUOG KATAYEYPAMMEVWYV CUNBAVTWYV IR cupBavtwyv evdia@épovtog ava 100 PYE o€
evola@EpovTog o€ aoBeveic ava opdda Kivouvou aoBeveig ava opada Kivduvou
B RA, at-riska (N=2619, 69%) ™ RA, low-risk® (N=1151, 31%)
400 4
N=3770
PYE=14,744
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S 200 3 2
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< 100
0
ZoBapég OvnoipéTnTa aTroé KakoRBele ZoBapég OvnoipuéTNTa ATrd
Aolpwéeig OAeg TIg auTieg Noeies Aolpwéeig OAgg TIG auTieg
Total 85 0.92
At-riska 71° | 130¢ | 69 | 297 | 83 070 | 1.23 | oes | 295 | 0.78
Low-risk® | 2 | 9 | 4 | 75 | 2 005 | 0.20 | o000 | 13 | 0.04

2At-risk defined as aged 265 years or with 21 of the following risk factors: ASCVD; diabetes mellitus; hypertension; current or past smoking; HDL <40 mg/dL; BMI 230 kg/m?; poor mobility; history of malignancy. PLow-risk defined as aged <65 years with no risk factors. ...

ASCVD atherosclerotlc cardlovascular disease; BMI=body mass index; HDL=high-density [ipOPrOteiN; s s mosson wiesamsp s cusomseons sere e e

Taylor PC, et al. Adv Ther. 2023. https://doi.org/10.1007/s12325-023-02445-w.



Agdopeéva aoc@AAEIag Kal o€ AAAOUG «TTANOUCHOUG» aoBevwy

MACE VTE
RA AD AA SLE RA AD AA SLE
Baricitinib: 0.5 0.09 0.1 0.5 0.49 0.09 0.0 0.5
Disease population: 0.27-3.2 0.15-0.63 NA 0.93-0.99 0.33-0.79 0.18-0.24 0.09 0.52-1.85
Malignancy excluding NMSC
gnancy 9 NMSC

RA AD AA SLE RA AD AA SLE

Baricitinib: 0.9 0.22 0.1 0.5 0.3 0.26 0.1 0.0
0.36-2.32 0.12-0.85 0.37-0.43 NA 0.2/0.422 0.04-1.12 <0.01 NA

Disease population:

& Represents the number of people affected by the particular event in a disease population of 100 people treated with baricitinib for one year.
3Disease population includes a population treated with DMARDs (malignancy excluding NMSC) and a data for tocilizumab from randomised controlled trials (NMSC).
AA, alopecia areata; AD, atopic dermatitis; IR, incidence rate; NMSC, non-melanoma skin cancer; NA, IR not identified in the literature; PY, patient years; RA, rheumatoid arthritis; SLE, systemic lupus erythematosus.

Bieber T, Feist E, Irvine AD, Harigai M, Haladyj E, Ball S, Deberdt W, Issa M, Grond S, Taylor PC.
A Review of Safety Outcomes from Clinical Trials of Baricitinib in Rheumatology, Dermatology and COVID-19. Adv Ther. 2022 Nov;39(11):4910-4960. doi: 10.1007/s12325-022-02281-4. Epub 2022 Sep 5. PMID: 36063279; PMCID: PMC9443639.
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Lines of baricitinib therapy
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 H mapapgovn Tou Baricitinib Arav

HEYQ )\l'JTapr] o€ O'Xéorl HE TO bDmards Fig. 2 Proportion of patients reporting the line of therapy in the included studies

Hernandez-Cruz, B., Kiltz, U., Avouac, J. et al. Systematic Literature Review of Real-World Evidence on Baricitinib for the Treatment of Rheumatoid Arthritis. Rheumatol Ther (2023)



The Baricitinib experience

* [loAuTTANGr dedopéva 1600 atrd TO KAIVIKO TTPOYPaUa aAAd Kal atrd dedopéva TG KABNUEPIVAS KAIVIKAC
TPAgNg

[MepioooTeEPO atroTeEAeoUATIKO aTTO TO adalimumab kai eTTiTeugn Twv BEPATTEUTIKWY OTOXWV TTOU OIATNPEITAI O€
BaBoc¢ xpovou

» EueAiCia kal ecaTtopikeuon o€ dlaPopPETIKOUS aoBeveic ( d6on 4mg Kail 2 mg, JovoBepartreia)

* ATTaVTIA OTIC AVAYKEC TWV ACBEVWV YIA TAXEIA ATTOTEAECUATIKOTATA OTN PAEYUOVN, TOV TTOVO Kal TNV
MEIWON TWV KOPTIKOOTEPOEIDWY, HE EAEYXO TNG vOoou T2T

* Makpoxpovia acPAaAeia he 1I00pPOTTNUEVO & OTABEPO TTPOPIA 0OPEAOUC/KIVOUVO
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