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e 67 ETWV g RA atrd 15 €Tiag

Aywyn: 12,5mg MTX/w + Filicine 5mg/w + 7,5 mg/d Prednisone + Tocilizumab

AtroTuyia o€ 2 anti-TNF

Ypeon ) xapnAn evepyornta

['priyopn dpdaaon kai BeATiwon

TTOVOU

DAS 28: 4,52
HAQ 1,2

MéTpia evepyoTnTa VOO OU

MEIWON KOPTIKOOTEPOEIDWV

TTapapovh oTnyV Bepartreia
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‘ Wec B To Baricitinib gival avwtepo Tou Adalimumab og aoBeveig pe MTX-IR
NooooTd Avratrokpiong ACR20 DAS28-hsCRP
BEAM
100 - 0 ;
(Kupio 1eAiké onueio: Bari 4 mg évavTi €IKOVIKOU GapuaKou)
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ERdouada

I E. gappako (N=488) [ Ada(N=330) [ Bari 4 mg (N=487)

Tiun P évavti Eikovikou ®apudkou: *** p<0,001 ** p<0,01 * p<0,05 | Tiun P évavm Ada: +++ p<0,001 ++ p<0,01 + p<0,05

Taylor PC, et al. N Engl J Med. 2017;376(7):652-662
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NMoévocg kai Asitoupyikdétnta utrdé BARICITINIB o€ ao0eveig pe MTX-IR
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ERSoudada EBSoudda

B Ei. gapuako (N=488) [ Ada (N=330) I Bari 4 mg (N=487)

Tiun P évavt Eikovikou ®apudkou: *** p<0,001 ** p<0,01 * p<0,05 | TiuA P évavti Ada: +++ p<0,001 ++ p<0,01 + p=<0,05

Taxeia BeAtiwon MNévou kait HAQ atrd Tnv 2-4 week
g
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NRI analysis Completer analysis
100- From Week 52, BARI treatment administered to all patients 100- From Week 52, BARI treatment administered to all patients
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o i —&— BARI 4-mg (n=487) AT i —s— BARI 4-mg (n=487)
0 ! —a— ADA (n=330) 0 ! —a— ADA (n=330)
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 52 100 148 196 244 292 340 0 52 100 148 196 244 292 340
Time (Weeks) Time (Weeks)

AlaTipnon ATTOTEAECHATIKOTNTOG £WG 6.5 €TNn

1. cCaporali R, etal. Efficacy of baricitinib in patients with moderate-to-severe rheumatoid arthritis up to 6.5 years of treatment: Results of a long-term study. Rheumatology (Oxford) 2023.



-A ) NaveAinvio
24 ©epivé Zupnéoio
[ ' MUOOKEAETIKIIG

°
& Yyeiag
X AiaSpacTikn cuZfitnon
..........
N Bkt mapmmiasren

BeAtiwon HAQ-DI

www.epemy.g

NRI analysis Completer analysis
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{ =71  To BARI oxeTileTal pe peiwon xpRong oTeposidwv TNV KAIVIKA TTPAEn

ij ITOAIKA TTPOOTITIKA MEAETN: nUEPAOIa OO TTPEDdVICOAOVNG

2ZNUAVTIKA MEIWON TNG 0O0NG OTEPOEIdWYV TTAPATNPNONKE TTPWIMA O aoBeveic TTou AdupBavay baricitinib,
avecapTnTa ATTO TNV TTPonyouuevn eutreipia pe bDMARD, pe 1 xwpic Tautdoxpovn xoprpynon MTX

s 1 OAol o1 aoBeveig bDMARD-naive bDMARD-IR

Me MTX Xwpig MTX Me MTX Xwpig¢ MTX
| (n=446)

51 5.4

**
*%*

3.3
*% 3.0

1.9 **
1.2

MpedviloAdvn (mg/day)

0.7
BL 3M ©6M 12M BL 3M 6M 12M BL 3M ©6M 12M BL 3M ©6M 12M BL 3M ©6M 12M‘

] BARI 4 mg BARI 4 mg
plus MTX no MTX

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



Risk of major adverse cardiovascular events in patients with
rheumatoid arthritis treated with conventional synthetic, biologic and
targeted synthetic disease-modifying antirheumatic drugs:
observational data from the German RABBIT register 3

RMD
Open

Rheumatic &
Musculoskeletal
Diseases

Overall patients

CV risk patients
Other

csDMARDs TNFi csDMARDs

bDMARDs bDMARDs

No. of treatment episodes 3058 3694 3150 4301 1845 2010 1866 2643
Treatment start before 2021 2457 (80.4) 3100 (83.9) 2793 (88.7) 3700 (86.0) 1475 (80.0) 1675 (83.3) 1658 (88.9) 2282 (86.3)
Time on treatment, months, mean (SD)  18.2 (14.3) 19.2 (15.3) 16.5 (13.7) 12.6 (13.6) 18.4 (14.2) 18.6 (14.8) 15.8 (13.2) 12.7 (13.7)
Age, years [mean (SD)] 60.2 (11.8) 57.7 (13.3) 60.4 (11.9) 61.3 (12.3) 64.7 (8.9) 64.0 (9.0) 65.2 (8.8) 66.0 (9.1)
Age (265 years) 1023 (33.5)  1122(30.4)  1116(35.4) 1722 (40.0) | 826 (44.8) 869 (43.2) 874 (46.8) 1372 (51.9)
Male 721 (23.6) 962 (26.0) 842 (26.7) 1111 (25.8) 491 (26.6) 598 (29.8) 570 (30.6) 764 (28.9)
Disease duration, years [mean (SD)] 12.5(9.5) 9.6 (8.7) 13.6 (9.7) 12.4 (9.8) 13.3(9.8) 10.5(9.5) 14.5(10.1) 13.3(10.0)
DAS28-ESR [mean (SD)] 4.2 (1.4) 4.3(1.4) 4.0 (1.5) 3.6 (1.4) 4.4 (1.4) 45 (1.3) 4.1 (1.5) 3.7 (1.4)
Sum of CV comorbidities, [mean (SD)] 1.1(1.2) 1.0(1.2) 1.2 (1.2) 1.2 (1.2) 1.6 (1.1) 1.6 (1.1) 1.7 (1.2) 1.7 (1.1)
Hypertension 1456 (47.6) 1534 (41.5) 1484 (47.1) 2126 (49.4) | 1357 (73.6) 1431 (71.2) 1390 (74.5) 2027 (76.7)
Coronary heart disease 251 (8.2) 257 (7.0) 310 (9.8) 423 (9.8) 246 (13.3) 254 (12.6) 299 (16.0) 415 (15.7)
History of stroke 72 (2.4) 81 (2.2) 91 (2.9) 124 (2.9) 63 (3.4) 73 (3.6) 85 (4.6) 113 (4.3)
Hyperlipoproteinemia 392 (12.8) 336 (9.1) 461 (14.6) 535 (12.4) 371 (20.1) 318 (15.8) 443 (23.7) 519 (19.6)
History of malignancy 137 (4.5) 138 (3.7) 190 (6.0) 282 (6.6) 99 (5.4) 109 (5.4) 140 (7.5) 210 (8.0)

https://doi.org/10.1136/rmdopen-2023-003489



AT1ro Ta Tpia JAKIs, Baricitinib eredeige Ta XapnAoTEpA TTOCOOTA
ETTITITWONG KAl OXETIKOU Kivouvou yia MACEs

Tofacitinib Upadacitinib

No. of treatment episodes 1416 1126 768
Patient years of follow-up 2460.17 1836.92 750.67
Overall patients No. of events 12 18 4
IR (95% ClI) 0.49 (0.25-0.85) 0.98 (0.58-1.55) 0.53 (0.15-1.36)
0.58 1.36
(0] a
AR (€S (), (0.26-1.26) (0.70-2.63) NR
No. of treatment episodes 862 671 459
Patient years of follow-up 1543.25 1145.75 469.50
CV risk patients No. of events 11 14 4
IR (95% ClI) 0.71 (0.36-1.28) 1.22 (0.67-2.05) 0.85 (0.23-2.18)
0.54 1.04
0 a
HR (95% CI) (0.24-1.22) (0.48-2.23) NR

German RABBIT register. RMD Open 2023;9:¢003489
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12,5mg MTX/w + Filicine 5mg/w + 7,5 mg/d Prednisone+ ToCid&umab

évapé¢n Bari 4mg/d

DAS 28: 4,52
HAQ 1,4

MéTpia evepyoTnTa VOO OU

XaunAn evepyoTnTa vooou
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67 £TWV

EmriTeugn otoOXWYV

. . *  OUVTOEIOUXO0G
v’ XaUNAn evepyotnTa * Tayia 3 eyyovwv

v' Meiwon o¢ prednisone 2,5mg/d

v Mapapovh otn Bepartreia Petd atmd 1 £T0¢ aywyng Mapia

INOA bl

O1 ak6AouBol TTapdyovTeg KIVOUVOU Yia KapdIayyEIaKA CUMBApATA Kol KOKONBEIEG TTPETTEI va

Aappavovral utTrown otav oxediadere va eTIAESeTe Evav JAKI:

. nAikia avw Twv 65 eTWV

VUV 1] TTPWNV KATIVIOTAG tb Baricitinib 2mg/d
GAAol KapdIayyEIOKOi TTOPAYOVTEG KIVOUVOU

GAAol TTapdyovTeG KIVOUVOU Yia KaKoR0g1a

TTAPAYOVTEG KIVOUVOU yia OpopuBogBOoAIKA eTTEICODIA




‘ . 2. KAIVIKN TTEQITTTWON
Anpoypa@Ika oTolXEia EAévn 47 gTwv
EAANVIKAC KaTaywyng

NoonAeguTtpla, untépa 2 Taidiwv
Karmrviopa (+), aAKOOA(-)

BMI: 27

ATOMIKO AVAUVNOTIKO N. Hashimoto

O1koyeVEIOKO 1I0TOPIKO (-)
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Aywyn: 12,5mg MTX/w + Filicine 5mg/w

inj etanercept 50mg/week

v dlakoTr) MTX = Tpavoauivaoaiyio

* “Yopeon n XaunAn evepyortnta

« Tayeia Evapgn dpdong
PAPMAKEUTIKNG AYWYNG

DAS 28: 4,82
HAQ 1
MéTpia evepyoTnTa VOO OU

« Tayeia BeATiwon TTOvou



EUROPEAN ALLIANCE
OF ASSOCIATIONS
FOR RHEUMATOLOGY
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EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological
disease-modifying antirheumatic drugs: 2022 update

bDMARDs and tsDMARDs should be combined with a csDMARD; if you cannot use csDMARDs,
you may be offered IL-6 inhibitors or tsDMARDs.****
All bDMARDs and tsDMARDs work better when combined with methotrextate than when taken on their

own. If you cannot use methotrexate or other csDMARDs, you might be offered a type of biologic called
an IL-6-receptor inhibitor (IL-6-Ri), or a group of tsDMARDSs called JAK inhibitors. If these are not taken
with csDMARDs they get better results than other drug types.. This recommendation is unchanged from

the previous version.




Comparative Cost per Response for 4 Clinical Endpoints
_Ao o with Tocilizumab Monotherapy vs Adalimumab
: Monotherapy in a Head-to-Head Randomized Double-
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Yyzia
:m;jw Blind Superiority Trial (ADACTA) in Patients with
Rheumatoid Arthritis
[] 325 pts RA “8 6U0avggiq MTX Table 1 Mean hospitalization costs over 24 weeks
TCZ ADA
(n = 163) (» = 162)
® 1: 1 TCZ VS ADA No. of patients hospitalized 5 5
No. of AEs requiring hospitalization 6 8
Total hospital days 32 43
100 0 Total costs of hospitalization, $* 78,496.00 105,479.00
W Mean cost per patient, $* 484.50 651.10
lTCZ ADA adalimumab. AE adverse event. TCZ tocilizumab
80.0 1 £=00038 DADA $250,000 - $244,174
— aTCZ
- % OADA
X | g $200,000 -
9 001 pegom ;
G P=0.0023 2 $150,000 - $143,136
T 400-
o 2 $100,000 $92,244
17.9% g $56,253
20.0 - S | 345,868 $51,887
10.5% E $50,000 . sza,127|7 $38,720
$0 + T : ;
0.0 - . T DAS28 <2.6 ACR20 ACR50 ACR70
DAS28 < 2.6 ACR20 ACRS0 ACR70
ADACTA a significantly higher proportion with TCZ monotherapy achieved v A'V°T§P£§ VO'O'I])\SISQ
DAS28< 2.6, ACR20/50/70 at 24 weeks vs ADA monotherapy v" MikpdTtepo k6oTOG

Rheumatol Ther (2020) 7:165-171 https://doi.org/10.1007/s40744-019-00191-



YWYnNAOTEPO TTOCOOTO 00OEVWYV TTETUXE UPeoNn ME Baricitinib Eévavti Twv
tsDMARD

RA-BE-REAL: EupwTraikfi KoopTn

[Mapd TNV peyaAuTePN NAIKia Kal TNV HEYOAUTEPN d1dpKEIa VOoou, ol aoBeveic TTou EAaBav BARI riTav 1o méavé va
EMTUXOUV UQEON atTd Toug aoBeveic Tou EAapav BioAoyiKé ) oTToIodNTTOTE AANO O€ PIa TTEPiodo 12 pnvwv

XapaKTNPIOTIKA KATA TNV

évapén?! , , .
BARI  b/tsDMARD NMoocooTtd avramokpiong CDAI otoug 6 kal 12 pveg
(n=510) (n=563) EAI\_I?)!A (CDAI £10)
@ 59 57 188 i “Ypeon (CDAI £2.8)
Age, years 80 1 b/tsDMARD
o 107 M LDA (CDAI £10)
= c 60 A "Ypeon (CDAI £2.8)
X 10 8.9 S 5.
Disease duration, g 40 ~
years S 30 A
48% 61% 10 { o - 241 “ 18,5 16,6
= o LS EE 11

b/tsDMARDs-naive

Baseline 6 months 12 months Baseline 6 months 12 months
(N=461) (N=250) (N=263) (N=527) (N=276) (N=314)

Alten R, et al. Poster presented at EULAR 2022. Poster POS0666. 2. Burmester G et al. Arthritis Rheumatol. 2021;73(suppl 10):1223
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\‘ =" BeATiwoeig Twv PROs TTapdAAnAa PJE TNV EVEPYOTNTA TNG VOOOU OTOUG 12N VEG
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PGA, Mean (SD)
A S

N
1

PGA

BL  12M
(n=471)(n=301)

BARI

BL  12M
(n=537) (n=342)
b/tsDMARDs

RA-BE-REAL koopTh

PatGA Pain VAS
10- 100-
— 8- 8 80-
o 7)
< c
g 6- g 60—
- )
4- 40-
% g
© £
o o & 20~
0 0
BL 12M BL  12M BL 12M BL 12M
(n=496)(n=316)  (n=556)(n=365) (n=497)(n=320)  (n=558)(n=365)
BARI b/tsDMARDs BARI b/tsDMARDs

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




[Napopola ATTOTEAECTHATIKOTNTA KAl TTOpapovi JE Baricitinib vs ouvduaoTIKAG
BepaTtreiag

i [TPOOTITIKA MEAETN TTAPATAPNONG EVOG KEVTPOU aTTd TN [eppavia

H €¢€Aign TG péan niung Tou DAS28CRP kai eTTiTEUEN UPEONS NE AUVOUACONO | JovolepaTrEia

A TTA B 100% -
«++ Remission =
[=]
4~ mono 2 p=0.44
41 . £
¢ combo s Log-rank
o 75%
7]
|
o I_r-‘—
o N
(5] i+
S | s Teeeeo b b .3
& £ 50%1
< o 5
S |k t
(=N
o
5
o 25%
=
2 E = MONO
| =
E == combo
o
0%
0 12 24 36 48 60 72 84 96 0 24 . 48 72 96
Time, weeks Time, weeks
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) 5 (24) 3 (25)

Bayat S, et al. RMD Open 2022;8:€002674. doi:10.1136/rmdopen-2022-002674
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- ; EAévn
Etriteuén otoxwyv
47 €TV
* NoonAeuTpia o
 MnTtépa 2 TTaIdIWYV ¥
v' "Yopeon oT1o £10G A/
ol

ey

v Taxeia évapén dpdaong

v' Taxeia BeAtiwon TTOVou Kal AEITOUPYIKOTNTAG

Y1ré Bari 4mg/d




‘ —_ 3. KAIvIkKA TTEpITTTLWON

Anuoypa@ika oToIXEia

Avdpeag 38 eTwv

EAANVIKAC KaTayWwYNS
Tpamedikdg UTTAAANAOG, ABANTHG
Kamviopa (-) aAKoOA(-)

BMI: 25

ATOHIKO AVONVNOTIKO

NIA amo 14 sTwv

OIKOYEVEIOKO 1I0TOPIKO (-)

dl
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e 14 TRV 0“ NIA

local injection of glucocorticoids
[MepioTaoiakn xprion M2ZA®

‘Hmma evepydTnTa VOO OU




Case Timeline

ETEICO6010 OAlyoapOpiTIdag

) MTX
16 eTwVv 15mg/week Néo e1rei06810
+ AlokoTTiy oAlyoap0piTidag
Filicine 5mg/w Ocparreiag
2000 (W)
2008 2018
DAS28=1,9

Emravévapién
MTX 15mg/week
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< PO

T 20mg MTX /w + per os prednisone

DAS 28: 5,42 DAS 28: 4,72
TKE=38 HAQ 1
VAS=60/100 METpia evepyoTnNTaA VOOOU

YWnAR evepyotTnta vooou
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¢ OgpATTEUTIKOI OTOXOI

= Ypeon
= TOaxeia BeAtiwon TTOVOU

=  BeATiwon AsitoupyikoTnTOog v 1paTTedIKOC UTTAAANAOC

v . , . o
= Trapapovr) oTnv Bepatreia EPAOITEXVNG OBANTAG OPAdAG BOAEI

= ATtropuyr] dOopIkwy BAaBwv

* 1N VOOOG O&V EAEyXETAI IKAVOTTOINTIKA ME Xopriynon MTX 20 mg/w

»  XpNAdZel KAIpAdkwaon TG aywyns




TNF-o. Receptor

| METG TNV atroTu)ia Tng MTX
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i A TNF
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\ N Jakis vs TNFi otnv KaBnuepivi KAIVIKN TTPOKTIKA

BARICITINIB VERSUS TNF-INHIBITORS IN PATIENTS
WITH ACTIVE RHEUMATOID ARTHRITIS AND AN
INADEQUATE RESPONSE TO CSDMARDS: 12 WEEKS
RESULTS OF A PRAGMATIC, MULTICENTER, OPEN
LABEL, NONINFERIORITY TRIAL

DAS28-ESR DAS28-CRP CDAI
1001 & %
90 A LDA=e
80 4 I W Remission < {n = 2300} (n=2349)

(n=178) (=113 (n=59) l =2
70 4 &T. .n=2asf ' . (n=93) o (n=58)

7 (= 250)
68 i i

% of Patients

Conclusion: Baricitinib was found to be non-inferior and superior to TNFi in
terms of ACR50 response at 12 weeks in real-world csDMARD refractory RA
patients. Analysis of secondary endpoints, disease activity across other meas-
urement points, PROMSs, radiology, safety and costs is currently ongoing.

ACR50 achievement at 12 weeks

ITT_population

Complete cases

012 0.00
Difference between proportions (Baricitinib - TNFi)

DAS28 remission
100

80

a
v

60
40
20

H baricitinio mTNFi
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mTSS Erosion Score JSN

BEYOND

3.0 - @ PaD o Bari 4 mg A ADA to Bari 4 mg B Baiy g,
1,5 -
1,0 -

0,5

0,0

LS Mean A From Baseline (SE)

Year
Ap1Ou6G aoBevwyv og KABE OKEAOG TNG MEAETNG
Year2 Year3 Year4 Year5

el o860 0.001 0o PBO to Bari 4 mg 344 337 346 322

_ :*** S . *%* S i * .

b<0.05 i i Bari 4 mg 361 363 353 330
ADA 40 mg to Bari 4 mg 248 243 242 218

KaBuoTtépnon €EEAIENG akTIVOAOYIKWYV BAaBwv

van der Hei'|de et all J Rheumatol. 2021; doi:10.3899/'|rheum.210346
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3. KAIVIKE TTEQITITWOTN 2 £€TN META AuEpa

AvopEag

Etriteuén otoxwyv

v Yoeon

v' Taxeia BeATiwon TTOVou Kal AEITOUPYIKOTNTAG

v Atrouyr douikKwy BAaBwyv

v Mapauovn otnv Bepartreia ) _
Y16 Bari 4mg/d + 10mg MTX/w
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"[ see Arthur's arthritus is
acting up again."




