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2UYKPOUOCT ZUHPEPOVTWYV

Tiuntikn auoifn yia v mapouagiaan amoé v Lilly




Mapouaoiaon MeploTATIKOU

» [uvaika aoBevr)¢ 65 eTwV Pe 0pPOBETIKA dIABPWTIKN pEUPATOEIDN apbpiTIda atrd >15 £1n
> 2UvVvoOonpoTNTEG:
v YTToTpoTtriadovTta £TTEI000Ia £pTTNTa (WAOTHPA KAl ETTIXEIAIOU £pTTNTA

v Kapkivo¢ yaaTou 1Tpo 8eTiag

v 2 STEMI -

» Amrotuxia oe > MTX, LEF, certolizumab, golimumab, etanercept

» AE__oge > tocilizumab (ekkoATTwpatimida pe  dIATPNON-XEIPOUPYEIO), rituximab

(utoTpommalouceg TTveupovieg), abatacept, adalimumab, infliximab (aAAepyikd Gok)




NMNapouciaon lNepioTatikou (2)

Xopnynon Baricitinib 2 mg/ day

N

» ETmriteu¢n LDA

» Xwpic MACE, DVT 1} kakonBeia o€ didoTnua >5 €1wv xoprjynong Tou gpapuakou

> ETTei0001a  €TTIXEiAloU  €PTTNTA TTOU  QVTIMETWTTIOTAKAV ME  TTPOQUAAKTIKR  Xopnynon
OKUKAORBipNnG yia 6 pRveg




EUROPEAN ALLIANCE
OF ASSOCIATIONS
FOR RHEUMATOLOGY

EULAR recommendations for the management of eular
rheumatoid arthritis with synthetic and biological
disease-modifying antirheumatic drugs: 2022 update

8. If the treatment target is not achieve o B p C : . Efficacy: 1a; Efficacy: A; 9.1+1.1 92
bDMARD should be added; JAK-inhibitors may be considered, hut pertlnent nsk far:tnrs must hE' tﬂken into ac-:uunt Safety: 1b  Safety: B

9.  bDMARDs and tsDMARDs* should be combined with a csDMARD; in patients who cannot use csDMARDs as Efficacy: 1a  Efficacy: A 9.2+09 9%
comedication, IL-6 pathway inhibitors and tsDMARDs* may have some advantages compared with other bDMARDs.

10. If a bDMARD or tsDMARD™ has failed, treatment with another bDMARD or a tsDMARD* " should be considered: if Efficacy: Efficacy: AF'D; 9.3+0.8 98
one TNF or IL-6 receptor inhibitor therapy has failed, patients may receive an agent with another mode of action ora 1a/*5/**3;  Safety: B; IL-

second TNF-/ IL-6R-inhibitor*™. safety: 1b  6R-inhibition:
C
11.  After glucocorticoids have been discontinued and a patient is in sustained remission, dose reduction of DMARDs 1b A 9.3+1.1 89

(bDMARDs/tsDMARDs* and/or csDMARDs) may be considered.
*The following risk factors for cardiovascular events and malignancies must be considered when intending to prescribe a JAK-inhibitor: Age over 65 years, history of current
or past smoking, other cardiovascular risk factors (such as diabetes, obesity, hypertension), other risk factors for malignancy (current or previous history of malignancy other
than successfully treated non-melanoma skin cancer), risk factors for thromboembolic events (history of myocardial infarction or heart failure, cancer, inherited blood clotting
disorders or a history of blood clots, as well as patients taking combined hormonal contraceptives or hormone replacement therapy, undergoing major surgery or immaobile).
bDMARDs, biological disease-modifying antirheumatic drug; cs/tsDMARDs, conventional synthetictargeted synthetic disease-modifying antirheumatic drug; JAK, Janus kinase;
LoA, level of agreement; Lok, level of evidence; MTX, methotrexate; RA, rheumatoid arthritis; SoR, strength of recommendation.

Smolen 1S, et al. Ann Rheum Dis 2022:0:1-16. doi:10.1136/ard-2022-223356
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Bari 4 mg
MovoOepaTreia

Bari 4 mg + MTX

52 eBdopadeg
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Bari 4 mg + MTX Bari 4 mg Bari 4 mg

AIAPKEIA AOKIMHZX
52 eBdopadeg
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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.




AvwrepoTtnta Baricitinib vs. Adalimumab og MTX-IR AoOgveig
Avtatrokpion ACR20 kail Méon MetaBoAn DAS28-hsCRP (week12)

H Mrapioitivigmrn Em3Seikvuel ZTaTioTIKa ZnuavTika YynAotepa NocooTa AVTamrokpiong _ DAS28-hsCRP
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Taylor PC, et al. N Engl J Med. 2017;376(7):652-662.



Tayeia BeAtiwon o€ NMNévo kai Zwpatiki Asitoupyikéotnta o MTX-IR AoBeveig
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Taylor PC, et al. N Engl J Med. 2017;376(7):652-662.



Other JAKI vs. Adalimumab

Tofacitinib Upadacitinib Filgotinib

DAS2B(CRP) 3.2 DAS28(CRP) <2.6
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Proportion of patients with
SDAI <3.3

Baricitinib

H upeon kata SDAI diatnpndnke €wg 6,5 £Tn

NRI analysis

From Week 52, BARI treatment administered to all patients
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From Week 52, BARI treatment administered to all patients
>
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—=— BARI 4-mg (n=487)
—s— ADA (n=330)
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Time (Weeks)

Caporali R, et al. Rheumatology (Oxford) 2023.



AKTIVOAOYIKN €EEAIEN ME BAON TNV APXIKA aywyn HEXPI CUVOAIKA 5 €T

mTSS Erosion Score JSN
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B EAM
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0,5

0,0

LS Mean A From Baseline (SE)

Year Year

Ap1Ou6G aoBevwyv og KABE OKEAOG TNG MEAETNG
Year2 Year3 Year4 Years

PBO to Bari 4 mg 344 337 346 322
Bari 4 mg 361 363 353 330
ADA 40 mg to Bari 4 mg 248 243 242 218
@® PBOtoBari4 mg A ADA to Bari 4 mg B Bari4mg

van der Heijde D, et al. J Rheumatol. 2021



Avtatrokpion ACR Baricitinib vs. Placebo o€ bDMARD-IR AoBeveig
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Genovese MC, et al. N Engl J Med. 2016



H atrotreAeopaTtikOTnTa TOU Baricitinib ATav ave¢apTntn amo

apiOuo/ TuTtro

mponyouuevwy bDMARD

0 & Barizmg
n/N (%] B Bari4émg
toremoxeron ACR20 1 eBbunisa 12 S Bari2mg  Bari4mg e T et cooiner it
ZuvoAik6g MAnBuopog
2mg 481176 (27) 85/174 (49) — NA
4mg 48/176 (27) 98/177 (55) —a— NA
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avtratmmékpion ACR20 4 CDAI < 10, aveedptnTa atrd Tov apiOuo BEACON
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POST-HOC
ANALYSIS

Genovese M, et al. Rheumatology. 2018



AoocoAoyia Tou baricitinib

> 4 mg ama nuEPNCiwWG per 0s

> 2 Mg ATrag NUEPNTIWG CUVIOTATAI YIA ACBEVEIC PE Oc go
v_ uwnAGTEPO KivOuvo yia QAERIKG BpouBoEUBOAIKG ETTEICODIO I\ll
v’ ueidova avemmbuunTa kapdiayyelakd cuuBauaTa Kal Kakoneecia WM
v' yIa aoBevei¢ nAIKiag 65 ETWV Kal Avw y—'\'
v’ yIa 00BEVEIC PE I0TOPIKO XPOVIWV I UTTOTPOTTIAOUC WYV ACINWEEWV. 7
v yia aoBeveic pe Aqun ioxupwv OAT3 I\II\: | N\
N "H

> H 860N Twv 4 mg dmma nuepnoiwg YTTopEi va eEETAOTE VI A0BEVEIC TTOU }
QEV ETTITUYXAVOUV ETTAPKI EAEYXO TNC EVEPYOTNTAC TNC VOOOU PE pia déan 2
mg ATra¢ NUEPNTIWC.

MTTapICITIVIMTTN




Meiwon Adéong Baricitinib atré 4 mg og 2 mg og AcOBeveig pe
Alatnpoupevo ‘EAgyxo Tng Néoou

POST-HOC

ANAAYZH
M 2uvéxion Bari 4 mg
BEYOND (N=281)

.| R

RITRA RN
SEAMNM BUILD BEACON Meiwon d6ang o€ Bari 2 mg
(N=278)
AoBeveig TTou TréETUXAV dlatnpoupevn LDA ) Ogpeon ER5 0 ERSoudada 48

>15 pARveg utrd Baricitinib 4 mg

Takeuchi T, et al. Ann Rheum Dis. 2019




Alatipnon LDA & Ypeong éwg Kai 48" eBOoopada pe peiwon
o6ong 4mg > 2 mg baricitinib
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Most rescued patients could regain LDA or remission after rescue to
baricitinib 4 mg (66.7% 24 weeks after rescue in the DMARD-IR group) Takeuchi T, etal. Ann Rheum Dis. 2019




Baricitinib
AedopEVa KAIVIKNG euTTEIpiac oTn PeupaTtogion ApBpitidoa

ATTOTEAEOUATIKOTNTA




H aykéopia eptreipia pe JAKi otn Peuparoeidn ApOpitida
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Etriteudn Oepatreutikwy oToXwv U@eons / LDA Ttou Baricitinib
KOl OTNV KAIVIKE TTPOKTIKI)

E RABBIT Registry?! N7 UK LTHT cohort? | ?_ ORBIT cohort3
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1. MeiBner Y, et al. Poster presented at: DGRh 2018. Abstract 2. Fitton J, et al. Rheumatology. 2021 3. Hernandez BE, et al. Rheumatol Ther. 2022



ATtroteAeopaTtikoTnTa Baricitinib vs. anti-TNF oe cDMARD-IR aoBgveig:
MoAukevTpIKA avoIXT MEAETN N KATWTEPOTNTAGS (ACR50) — 12 efOouGdEeg

Table baseline characteristics

ACRS50 achievement at 12 weeks

_ TNFi Baricitinib p

55.2(13.4) 54.8 (12.0) 0.833 ;

m 68 [66.7%) 62 (63.9%) 0.796 PP analysis : | @ |
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M. O. Voshaar et al DOI: 10.1136/annrheumdis-2023-eular.4317 20 ® ™R
Van der Laar et al, ACR 2023, Abstract L0450 2.01 A Baricitinib
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Baricitinib MovoB@epartreia vs. Baricitinib + MTX
MNapouola atroTEAECUATIKOTNTA & TTAPAMOVH OgpaTreiag

i llpoorTTIK) LOVOKEVTPIKN LUEAETN TTAPATNENCNS

A - - LDA

++ Remission

DAS-28 ESR
w

Cumulative proportion in DAS-28 ESR remission @

2 .
0%
0 12 24 36 48 60 72 84 96
Time, weeks
mono 93 83 69 59 53 47 43 36 29 meno

combo

combo 46 40 34 26 23 19 16 15 14

100% 4

75% 1

50% 4

25% 1

p = 0.44
Log-rank
w=j=  MONO
= cOMbO
0 24 a8 72 9
Time, weeks
93 (5) 45 (28) 25 (38) 15 (42) 6 (44)
46 (3) 24 (16) 9(22) 5(24) 3(25)

Bayat S, et al. RMD Open 2022;



YWYnAOTEPO TTOCOOTO A0BeEVWY TTETUXE U@eEON ME Baricitinib vs.
b/tsDMARD

RA-BE-REAL: EupwTraikr) KoopTtn

[Mapd 10 yeyovog OTI ATav JeEyaAUTEPNS NAIKIAG Kal gixav JEYaAUTEPN OIAPKEIA TNG VOOOU KATA TNV £vAPEN, Ol A0BEVEIC
TTou éAaPav Beparreia e baricitinib ATav o mOAvE va eTTUXOUV UQEON OTTO TOUg acBeveig TTou EAaav BIOAOYIKO N
OTTOI00NTTOTE AAAO O€ Hia TTEPI0dO 12 unvwyv

XapaKTNPIOTIKA KATA TV

évapgnt
BARI b/tsDMARD d A A 1,2
oy e NooooTtd avramrékpiong CDAI oTtoug 6 kai 12 prjveg BARI
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@ 59 57 100 - "Yoeon (CDAI <2.8)
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— ., 80 A M LDA (CDAI £10)
= 70 - Y
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._j X 10 8.9 S 60 -
g _ ) I 50 -
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Z 1IN years 5 40 -
~§— < 30 -
[ — 20 .
48% 61% 104 5° 228 24,1 - 18,5 16,6
b/tsDMARDs- 0 -m m : :
HEIRAS 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. Rheumatol Ther 2023




NMapapovr oTn Bepatreia oToug 24 uARveg armo 1N HEAETN RA-BE-REAL
[TIBavoTnTa IAKOTINC TOU baricitinib Kal o1 CUYKPIoEIC ava BEPATTEUTIKI KATNyopia

rHR (95% Cl)

- vs KoopTn B ouvoAika —l— % 0.6 (0.5-0.7)
2€ JIO TIPAYHATIKA HEAETN, Ol A0BEeVEIG TTOU ZOVOAO TWV o icitinib - vs TNFi — % 0.5 (0.4-0.6)
E Aappdavouv BARI spgdvioav xaunAd moocooTd acfeviv - vs OMA — 0.6 (0.5-0.7)
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e Tﬂﬂ@@@@@@@ Sikoyav oTnv mponyoUpeveg  Baricitinib - vs TNFi — 0.6 (0.4-0.8)
| kooptn BARI @spatreiecs 000 vs OMA —— 0.6 (0.5-0.8)
e © o o O O 59.5% twvs560 | g vs KoopTtn B ouvoAika —l—% 0.6 (0.5-0.8)
wwwwﬁw@@w@ g?eﬁvwv Tou <65 £TWV Baricitinib - vs TNFi N 0.6 (0.5-0.8)
©oombitsDMARD | vs OMA — 0.6 (0.5-0.8)
(Teppavia: 39,4%, MaAAia: 20,6%, IToNia:17,8%, 7 vs Kooptn B ouvoAikG———8— 0.5(0.3-0.6)
Hvwpévo Baoikeio: 14,8%, lomravia: 7,4%) 265 eTwv Baricitinib - vs TNFi — % 0.4 (0.3-0.6)
--------- vs OMA — % 0.5 (0.4-0.7)
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Alten R, et al. Rheumatol Ther 2023
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Risk of Major Adverse Cardiovascular Events in Patients
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JAKI vs. TNFi

MeyaAUTEPNC NAIKIOC, ME HEYAAUTEPN OIAPKEIO VOOOU, UYNAOTEPO TTOCOOCTA TTPONYOUMEVNC

QTITOTUYIOC KAl TTI0 TTOAAEC oUVVOONPOTNTEC

n (%)

Overall patients

No. of treatment episodes 3058 3694
Treatment start before 2021 2457 (80.4) 3100 (83.9)
Time on treatment, months, mean (SD) 18.2 (14.3) 19.2 (15.3)
Age, years [mean (SD)] 60.2 (11.8) 57.7 (13.3)
Age (=65 years) 1023 (33.5) 1122 (30.4)
Male 721 (23.6) 962 (26.0)
Disease duration, years [mean (SD)] 12.5(9.5) 9.6 (8.7)
DAS28-ESR [mean (SD)] 42(1.4 43(1.4
Sum of CV comorbidities, [mean (SD)] 1.1(1.1) 1.0(1.1)
Hypertension 1456 (47.6) 1534 (41.5)
Coronary heart disease 251 (8.2) 257 (7.0)
History of stroke 72 (2.4) 81 (2.2)
Hyperlipoproteinemia 392 (12.8) 336 (9.1)
History of malignancy 137 (4.5) 138 (3.7)

Other

bDMARDs
3150
2793 (88.7)
16.5 (13.7)
60.4 (11.9)
1116 (35.4)
842 (26.7)
13.6 (9.7)
4.0 (1.5)
1.2 (1.2)
1484 (47.1)

310 (9.8)

91 (2.9)

461 (14.6)
190 (6.0)

csDMARDs

4301
3700 (86.0)
12.6 (13.6)
61.3 (12.3)
1722 (40.0)
1111 (25.8)
12.4 (9.8)
3.6 (1.4)
1.2 (1.2)
2126 (49.4)

423 (9.8)

124 (2.9)

535 (12.4)
282 (6.6)

CV risk patients

TNFi
1845 2010
1475 (80.0) 1675 (83.3)
18.4 (14.2)  18.6(14.8)
64.7 (8.9) 64.0 (9.0)
826 (44.8) 869 (43.2)
491 (26.6) 598 (29.8)
13.3 (9.8) 10.5 (9.5)
4.4 (1.4) 4.5 (1.3)
1.6 (1.1) 1.6 (1.1)
1357 (73.6) 1431 (71.2)
246 (13.3) 254 (12.6)
63 (3.4) 73 (3.6)
371 (20.1) 318 (15.8)
99 (5.4) 109 (5.4)

Other
bDMARDs

1866
1658 (88.9)
15.8 (13.2)
65.2 (8.8)
874 (46.8)
570 (30.6)
14.5 (10.1)
4.1 (1.5)
1.7 (1.2)
1390 (74.5)

299 (16.0)

85 (4.6)

443 (23.7)
140 (7.5)

csDMARDs

2643
2282 (86.3)
12.7 (13.7)
66.0 (9.1)
1372 (51.9)
764 (28.9)
13.3 (10.0)
3.7 (1.4)
1.7 (1.1)
2027 (76.7)

415 (15.7)

113 (4.3)

519 (19.6)
210 (8.0)
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2uxvornTta ep@aviong MACEs: JAKI vs. TNFit

Overall patients

CV risk patients

TNFi ) DCI\)/TZeRrDs csDMARDSs TNFi chl\)/ngs csDMARDs
No. of treatment episodes 3058 3694 3150 4301 1845 2010 1866 2643
Patient years of follow-up 5013.17 7264.00 4615.92 4326.58 3142.75 3985.58 2746.83 2712.17
g"na;rysis No. of events 34 45 35 41 29 a1 32 40
IR (95% CI) 0.68 0.62 0.76 0.95 0.92 1.03 1.17 1.48
(0.47-0.95) (0.45-0.83) (0.53-1.06) (0.68-1.29) | (0.62-1.33) (0.74-1.40) (0.80-1.65) (1.05-2.01)
No. of treatment episodes 721 962 842 1111 491 598 570 764
Patient years of follow-up 1226.08 1959.67 1223.17 1103.00 862.33 1234.08 815.00 733.42
Male No. of events 15 20 13 17 12 18 11 17
IR (95% Cl) 1.22 1.02 1.06 1.54 1.39 1.46 1.35 2.32
(0.69-2.02) (0.62-1.58) (0.57-1.82) (0.90-2.47) | (0.72-2.43) (0.86-2.31) (0.67-2.42) (1.35-3.71)
No. of treatment episodes 2337 2732 2308 3190 1354 1412 1296 1879
Patient years of follow-up 3787.08 5304.33 3392.75 3223.58 2280.42 2751.50 1931.83 1978.75
Female No. of events 19 25 22 24 17 23 21 23
IR (95% Cl) 0.50 0.47 0.65 0.75 0.75 0.84 1.09 1.16
(0.30-0.78) (0.31-0.70) (0.41-0.98) (0.48-1.11) | (0.43-1.19) (0.53-1.25) (0.67-1.66) (0.74-1.74)
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2uxvornta eppavions MACEs: Baricitinib vs. Tofacitinib vs. Upadacitinib

Overall patients

No. of treatment episodes
Patient years of follow-up

No. of events

1416
2460.17
12

Tofacitinib
1126 768
1836.92 750.67
18 4

CV risk patients

IR (95% CI) 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 R ) (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
No. of events 11 14 4

IR (95% Cl)

0.71 (0.36-1.28)

1.22 (0.67-2.05)

0.85 (0.23-2.18)

HR (95% CI)2

0.54
(0.24-1.22)

1.04
(0.48-2.23)

NR

Meissner Y, et al. RMD Open 2023;9:e003489.
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[MocooTd dIAKOTTAG BepaTtreEiag AOYW AVETTIOUUNTWY EVEPYEIWYV
TNFis vs. JAKIs vs. OMA

bDMARDs-OMA

nETA
= BARI .« = ADA 9% =TCZ
TOFA " C/P = ABA
» UPA . = GOLI SARI
s FILGO = INF = Unspecified
= Unspecified
Subgroup Treatments Discontinuations for AE Adjusted csHR (95% CI)
All patients
12,523 899 ! 1.00 (ref)
23,391 1387 —t— 1.00 (0.92-1.10)
10,999 870 —o—i 1.11 (1.01-1.23)

0,5 1

P o

Favors comparator Favors reference
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Ta TTooo00TA OIOKOTTAG YIA AVETTIOUMNTEG eVEPYEIES YIa TOUG TNFis Kal Toug
OMA évavTi Twv JAKis: RCT-Cohorts?

Subgroup Treatments Discontinuations for AE Adjusted csHR (95% CI)
RCT-duplicate cohort?
JAKi 4810 364 + 1.00 (ref)
8267 517 —— 0.99 (0.86—1.14)
OMA 4069 351 ——— 1.19 (1.03-1.39)
RCT-high CVD risk cohort? (=65 years with at least one CV risk factor)
JAKI 2087 193 ® 1.00 (ref)
3686 240 —— 0.79 (0.65-0.97)
OMA 1907 173 " 1.01 (0.82-1.25)
0,5 1

P »

>

Favors comparator Favors reference
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Ta TToo00Td d1aKOTT G Adyw AE Tou KGOe JAKI?

Subgroup Treatments Discontinuations for AE Adjusted csHR (95% CI)
Tofacitinib
5011 437 s 1.00 (ref)
23,391 1387 —o—i 0.81 (0.71-0.90)
10,999 870 —e— 0.91 (0.81-1.03)
Baricitinib
5379 358 ® 1.00 (ref)
23,391 1387 —a— 1.15(1.01-1.30)
10,999 870 —— 1.30 (1.14-1.48)
0:5 1

P o

Favors comparator Favors reference

+ O1 aoBeveig Trou éAaBav tofacitinib eixav repicooTepeg TOAVOTNTES Va SIAKOWOUV T BepaTtreia Adyw
AVETTIOUUNTWYV EVEPYEIWV OE CUYKPION HE eKEivoug TTou EAaBav TNFi.

> AuUTO dev TraparnpnOnke pe aAAa JAKI, av Kal atraiTeital TTpocoX AOyw TwV TTEPIOPIOUEVWY OEDONEVWV YIa
10 filgotinib kai To upadacitinib.
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2UMNTTEPAC AT

» AvwtepoTtnTta £vavti Tou Adalimumab

> Taxeia atroTEAECUATIKOTNTA OTN PAEYPOVN & TOV TTOVO

> KAIVIKN) U@eon TToU dlaTnpEiTal €W Kal 7 £€TN

» XauNAG TTo0000TA OKTIVOAOYIKNG £CEANICNC TNG VOOOU, dIATNPOUMEVA WG KAl 5 £€Tn
> looppOTTNUEVO & OTABEPO TTPOPIA oPEAOUC/ KIVOUVOU

» EueAicia otn doooAoyia 4 & 2 mg (| 1), EMTPETTEI TNV ECATOMIKEUON

» AuvatoTnta povobepartreiag
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* Erythropoietin ~ * Growth

* Thrombopoietin  hormone *|L-2 <IL-9
* GM-CSF *|L-3 *|L-4 <|L-15 eTypeland3 «IL-12
e |L-5 e|L-7 +#IL-21 interferons *|L-23

Baricitinib (RA)

* Upadacitinib (RA)

* Filgotinib (ankylosing A A A
spondylitis, psoriatic
arthritis)

Tofacitinib (RA, psoriatic L V. J y
arthritis, ulcerative colitis)

BMS-986165 (psoriasis)




