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JAK éviupa
/ \.

JAK évlupa: HEPOC TNG OlKoyEVELAG TwV tyrosine kinases => eopevovtat

oto evbokuttdplo TuAUa (domains) Twv UTIOSOXEWV TWV KUTTAPOKLVWVY

Otav KUTTapoKiveG &
QAuUENTIKOI TTAPAYOVTEG
EVWVOVTAI JE TOUG
UTTOOOXEIG

gvepyoTroinon :
Signal Transducers & EvepyoTtroinon
Activators of YOVIDIOKIG EKQPAONG
Transcription

JAKs

PWOPOPIAIWVOVTal
(phosphorylated)

JAKs and STATs in immunity, immunodeficiency, and cancer. O’Shea J., Holland S. and Staudt L
N Eng J Med 368: 161-170.



JAK éviupa
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Evepyomolnuéveg Janus kinases (JAKs)

MNaifouv NMPOQTAPXIKO (pivotal) poAo

Ny - rch
in intracellular signaling C“nica| Cancer Resea
aro toug umtodoxelg KUT emLdAVELAG e poout Ao T s
tment of Myelo
CoR OO P First FDA ppproved TheraPy for the Trea
Ruxolitinib: The !

yla TTOAAEG KUTTOPOKIVEG

and Ronald Hoffman

12
432 CCR-11-3145 published June 20

John Mascarenhas
poi: 10.1158/1078-0

OXETIKEG e TNV taBoyeveLla tng PA

JAKs and STATs in immunity, immunodeficiency, and cancer. O’Shea J., Holland S. and Staudt L
N Eng J Med 368: 161-170.



JAK éviupa

< G3

4 kUupla JAK enzymes —> JAK 1, 2, 3, kot Tyk2 I
/ eY STAT
JAK1 ekdppdletal o JAK2 STAT A9

«  Kottapa Aepdkol & *  Ekdppdletal og MOANG KUTTOPQ B A A
*  AMa cvotipata (KNZ)

*  AvVaOoTEAAEL TO ONUA TNG

2XeTLlovTal e erythropoetin & growth
* B-aAvoida tou umtodoxEa hormones
owkoy IL-2
e AM\oug unodoxeic IFN-y, IL-6, *  EAELyXEL TNV MOpAywyn
10, 12, IL-23 epuBpwV atpoodatpiwv amnod

hematopoetic stem cells

JAKs and STATs in immunity, immunodeficiency, and cancer. O’Shea J., Holland S. and Staudt L
N Eng J Med 368: 161-170.
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4 kOpla JAK enzymes —JAK 1, 2, 3, and Tyk2

JAK3 Tyk2

* ekdppaletal kupiwg o *  JUMMETEXEL OTNV ONUOTOSOTNON
Aepdka KUTTOPO Alpha & beta- IFN

* Evwvetal kupilwg pe TNV y- ¢ OnwckotlL-6, 10, 12, 1L-23
aAuoida tou umodoxea HETAY WY
otwkoy IL-2 (IL-2, 4, 7,9, 15
and IL-21)

JAKs and STATs in immunity, immunodeficiency, and cancer. O’Shea J., Holland S. and Staudt L
N Eng J Med 368: 161-170.



JAK & baricitinib

: Cytqknnes: ()

Ertthektikn ko avaotpePiun avaotoAn JAK1 kat JAK2

N\,
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AvOGTOAN KUTTOPOKLVWV :

Janus kinasé heterocimes a0 _ ____________
. @l 2,23 i = fJAKZpossmlyrelaedE
« \graAfulocyte-macrophage colony stimulating factor 4 2 R e |
* |IFN-y pActivation  wl 4 — ~ G ,z_\.mmmz

L ANTANTANS

ANAITOAEIZ KINAZQN bbb & Transcription: survival, proffeation

small molecules

that inhibit intracellular transduction

Kuriya B, et al. Baricitinib in rheumatoid arthritis: evidence-to-date and clinical potential.
Ther Adv Musculoskelet Dis. 2017 Feb;9(2):37-44.
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" p o K A I V I Kq 6 E 6 o “ av a Selective Inhibition of JAK1 and JAK2 Is Efficacious in Rodent Models of Arthritis: Preclinical Characterization

of INCB028050

Jordan S. Fridman, Peggy A. Scherle, Robert Collins, Timothy C. Burn, Yanlong Li. Jun Li. Maryanne B. Covington, Beth Thomas, Paul Collier, Margaret F. Favata

Xiaoming Wen, Jack Shi. Ryan McGee, Patrick ). Haley, Stacey Shepard, James D. Rodgers. Swamy Yeleswaram, Greg Hollis. Robert C. Newton, Brian Metcalf
Steven M. Friedman and Kris d
J immunol May 1, 2010, 184 (9) 5298-5307; DOI: https://doi.org/10.4049/immunol.0902819

BeAtiwon o€ KAVLKA , LOTOAOYLKQA KOl aKTIVoypodLKA onpela TG vooou o nelpapatolwa (rat adjuvant

arthritis model) pe 860eLc tou INCB028050 => pepikn ) mapodikn avaotoAn JAK1/JAK2 (kat oyt JAK3)

Meilwon twv dAeyu Thl kot Th17 associated cytokine mRNA levels -> draining Aepdolidla Twv movTIKLwV

INCB028050 enionc amoteAsopatiko o€ multiple murine models of arthritis, xwplc eupripata KATAGTOANC TNG

XNUKAC avooiag p AAAeC atpatoloyikec AE

Fridman JS et al . The Journal of Immunology May 1, 2010, 184 (9) 5298-5307.
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baricitinib
¢ d o. n g I ‘ Pharmacokinetics/Pharmacodynamics

The pharmacokinetics, pharmacodynamics, and safety of

/ \ baricitinib, an oral JAK 1/2 inhibitor, in healthy volunteers

Jack G. Shi PhD, Xuejun Chen PhD, Fiona Lee MS, Thomas Emm BS, Peggy A. Scherle PhD,
Yvonne Lo MS, Naresh Punwani PhD, William V. Williams MD, Swamy Yeleswaram PhD

= baricitinib -> péylotn ouykévtpwon nAdopatog os 1.5 h

= dose linear and time invariant pharmacodynamics

= |low oral dose clearance of approximately 17 I/hr

* minimal systemic accumulation following repeat oral dosing

. Shi JG. The pharmacokinetics, pharmacodynamics, and safety of baricitinib, an oral JAK 1/2 inhibitor, in healthy volunteers.
J Clin Pharmacol. 2014 Dec;54(12):1354-61



paong i OF RHEUMATOLOGY

baricitinib ‘ AMERICAN COLLEGE
/ \ EDUCATION + TREATMENT + RESEARCH

127 pokpoxpovia , biologic-naive, evepyn RA mapd DMARD
oaywyn RA =>

placebo

4 mg

7 mg

10 mg

baricitinib & DMARDs

Greenwald M., Fidelus-Gort R., Levy R., et al. A randomized dose-ranging, placebo-controlled study of INCN028050, a selective
JAK1 and JAK2inhibitor in subjects with active rheumatoid arthritis. Arthritis Rheum 62(Suppl. 10): 2172.
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Clinical and epidemiological research

EXTENDED REPORT

Safety and efficacy of baricitinib at 24 weeks
in patients with rheumatoid arthritis who have
had an inadequate response to methotrexate
Edward C Keystone,' Peter C Taylor,” Edit Drescher,® Douglas E Schlichting,*

Scott D Beattie,* Pierre-Yves Berclaz,* Chin H Lee,* Rosanne K Fidelus-Gort,”
Monica E Luchi,” Terence P Rooney,* William L Macias,* Mark C Genovese®

301 tuxaomotOnkayv 2:1:1:1:1 to => 1 nuepnoiwg placebo 11 1, 2, 4 or 8 mg baricitinib yta 12 €B6.

2 NUOVTLKA
TEPLOCOTEPOL
ooBeveic oTLg
opadec (combined)
baricitinib 4 kaL 8
mg metuxoav ACR20
amokpLon tnv 121
€S (76% vs 41%,
p<0.001)

76

Noapopoia BeAtiwon :

41

ACR20 J
mPLACEBO mBARI

ACR50, ACR70

Ydeon (Disease Activity Score for
28-joint counts)

Clinical Disease Activity Index

Simplified Disease Activity Index

Ol aoBeveic umo 2, 4,
8 mg baricitinib
diatipnoav tn
BeAtiwon og OAeG TIC
EKBAOELC HEXPL TNV

24 €B6

Keystone EC et al. Safety and efficacy of baricitinib at 24 weeks in patients with rheumatoid arthritis who have had an inadequate
response to methotrexate. Ann Rheum Dis. 2015 Feb;74(2):333-40



N\ Baricitinib in patients with inadequate response
baricitinib or intolerance to conventional synthetic DMARDs:
<pé(0r]g 11 results from the RA-BUILD study

Table 1 HBaseline characteristics and disease activity™t

\ Flacebo (N=228) Barbeitindh 2 mg QD (N=229) Barbcitinib 4 mg QD (N=22T)
/ —— &1 (i3] 52 (12) 52N

Female, n %) 189 {&3) 184 {80) 187 (82)

S R st

Anticyclic citrullnated peptide positivet, n (%) 172 (75) 169 (714) 163 (72)

g—_ Rheumatodd factor posithee, n (%) 171 {75) 177 (17) 173 (7€)

= CX ) T Tes ) Ten e

684 bDMARD-naive patients pe PA kat miTSS units 19 (31) 26 (40) 24 {a0)
Eroion score 12 19) 16 {24) 15 {23)

Joint space narowing scoee T4 10 {18) a11g)

avemapkn anokplon o€ 21 csDMARDs: m':' et DNARES. 1 (4 oy P -
a Sty — S22

23 50 (22) E1 (27) B0 (28)

- placebo T T T " Py P

Suvclien joint count, of 28 10 (5 10 {6) 10 {5)

Tender joint count, of 68 24 (15) 24 (14) 24(14)

Tender joint count, of 28 M um 1

= baricitinib 2 mg Physician's Global Assessment] & (1) 64 017) B4 (18)
Patient’s Global Assessment] &0 (21) &2 (20) 80 (22)

Patient’s Assessment of Paint] 57 (23) &0 (21) 57 {22)
e HAO-01" 1.50 {060 1.51 {.E7) 1.55 §0.50)

= baricitinib 4 m§g /r]Ll High-semsitivity C-reactive protsin, magiLtt 18 (20) 18 (22) 14 (15)
Erytheocyte sedimentation rate, mmuhour 44 (25) 44 (23) an (24)

DASZS-CRP 55 (0.9) 5.6 (1.0) 5.6 {0.9)

DASZE-ESR 62 (1.0) 6.3 (1.0) 6.2 0.9)

simplifisd Diszase Activity Index ETNTFI] 38 013)

Baricitinib in patients with inadequate response or intolerance to conventional synthetic DMARDSs: results from the RA-BUILD study.
Dougados M, et al Ann Rheum Dis. 2017 Jan; 76(1):88-95.



N\ Baricitinib in patients with inadequate response
baricitinib or intolerance to conventional synthetic DMARDs:
<pé(or| C Il results from the RA-BUILD study

Maxime Dougados,1 Désirée van der Heigde,2 Ying-Chou Chen,? Maria Greenwald,*

/ \ Edit Drescher,” Jiajun Liu,® Scott Beattie,® Sarah Witt,® Inmaculada de la Torre,®
Carol Gaich,® Terence Rooney,® Douglas Schlichting,® Stephanie de Bono,®

Paul Emery’

ACR20 12w
mPLACEBO mBARI 4

Baricitinib in patients with inadequate response or intolerance to conventional synthetic DMARDSs: results from the RA-BUILD study.
Dougados M, et al Ann Rheum Dis. 2017 Jan;76(1):88-95.



e Baricitinib in patients with inadequate response
baricitinib or intolerance to conventional synthetic DMARDs:

(pé(crr]g n (NG) results from the RA-BUILD study

Maxime Dougados,’ Désirée van der Heigde,z Ying-Chou Chen,® Maria Greenwald,*

/ \ Edit Drescher,” Jiajun Liu,® Scott Beattie,® Sarah Witt,® Inmaculada de la Torre,®
Carol Gaich,® Terence Rooney,® Douglas Schlichting,® Stephanie de Bono,®

Paul Emery’
Aktwvoypadikn e€EAEN TNV €BS 24 nTav 0.8
HELWUEVN UE baricitinib o ox€on pe to placebo g’;
0,5
0,4
modified total Sharp score (mTSS) 0,3

0,2 0,15
« 0.33(2mg) 01
. 0

0.15 (4 mg) mTSS

* 0.70 (placebo) mPLACEBO mBARI 4mg

Baricitinib in patients with inadequate response or intolerance to conventional synthetic DMARDSs: results from the RA-BUILD study.
Dougados M, et al Ann Rheum Dis. 2017 Jan;76(1):88-95.
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paong lll (AE)

/ \ Edit Drescher,” Jiajun Liu,® Scott Beattie,® Sarah Witt,® Inmaculada de la Torre,®

AE ko ZoBapég AE (kat cofapec AoLwEELS)

ATOV TLOLPOMOLEG HETAEY TWV OUASWV * 1 006 -> non-melanoma skin cancer

Baricitinib in patients with inadequate response
or intolerance to conventional synthetic DMARDs:
results from the RA-BUILD study

Maxime Dougados,1 Désirée van der Heiéde,2 Ying-Chou Chen,? Maria Greenwald,*

Carol Gaich,® Terence Rooney,® Douglas Schlichting,® Stephanie de Bono,®
Paul Emery’

1 000 -> TB (baricitinib 4 mg)

(baricitinib 4 mg)
* 2 0avatol & 3 coBapa CVD (placebo)

Baricitinib in patients with inadequate response or intolerance to conventional synthetic DMARDSs: results from the RA-BUILD study.
Dougados M, et al Ann Rheum Dis. 2017 Jan;76(1):88-95.



The NEW ENGLAND JOURNAL of MEDICINE
baricitinib
atrotuyia BioAoyikoU e
__— N Baricitinib in Patients with Refractory
Rheumatoid Arthritis

527 006 pe avemapkn anokplon (DAS28-ESR 6,6) | AE og 2 1 TNFi } dAAo BloAoyiko (27% 23) , tuxatomoindnkav og 1:1:1, yia

24 B4
50

= baricitinib 2 mg o . o
40 ' The data suggest that baricitinib may be more efficacious than a TNF-inhibitor

30
20
10
0
ACR20 12 W
mPLACEBO m=BARI4

= baricitinib 4 mg

= placebo

Baricitinib in Patients with Refractory Rheumatoid Arthritis.
Genovese MC et al. N Engl J Med. (2016).



The NEW ENGLAND JOURNAL of MEDICINE
baricitinib
aTroTu)ia BioAoyikou
__— N Baricitinib in Patients with Refractory

Rheumatoid Arthritis
AE tnv 24" B4 Atav ubnAdtepeC via
To baricitinib
e 2-mgdose 71%
e 4-mgdose 77%
 placebo 64%

ORIGINAL ARTICLE

otnv 66on Twv 4-mg dose

e 2 nonmelanoma skin cancers

2 ooBapa CVD (Bav AEE)

Baricitinib in Patients with Refractory Rheumatoid Arthritis.
Genovese MC et al. N Engl J Med. (2016).



The NEW ENGLAND JOURNAL of MEDICINE
baricitinib
aTroTu)ia BioAoyikou
/ \

489
40i:10.1083/heumatalogy/Kex

[ ic use in
rior biologiC u
jcitinib pased on P \0
arf‘rczgtory rheumatmd arthritis
: rtman’,

er?, Cynthia E. Ka 1ag*
. Kremel 3 carlos Pantojas »
Mark C. Genoves°1, J°:‘ L‘iAX'les- Tara Carmack’, 2@ s

i il . Macias’,
pouglas E- schlichting ' Hans-Peter Tony°_’, william L
Josef S. Smolen

Response to P
patients with r

No significant interactions were observed for ACR20 by
* Age

*  Weight

e disease duration

* Seropositivity

e corticosteroid use

* number of prior bDMARDs

TNF inhibitors or non-TNF inhibitors

or a specific prior TNF inhibitor

Mark C Genovese, et al ; Response to baricitinib based on prior biologic use in patients with refractory rheumatoid arthritis,

Rheumatology, kex489
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ORIGINAL ARTICLE ‘

T'he NEW ENGLAND JOURNAL of MEDICINE

Baricitinib in Patients with Refractory
Rheumatoid Arthriti

Amouoia KALVLIKAG amokpLlong,
(uelwon DAS28 > 0.6 | CDAI >

u p

ARDs:
tolerance 10 conven'uona\ c'lsynthet\c DM
rés\?\ts from the RA-BUILD study

4
3 Maria Greenwald,
en,
' Desiree Va4 de Heide Ym\?\l Sthg\\lnrcngcu\ada de la Torre, ?

Maxime DougadOS Lin,® Scott Beattie,® Sarah 6 Stephanie de Bono,

Edit Drescher, Tl‘alué‘e Rooney.® Douglas Schlichting,

Carol Gatch eren

pPaul Fmer/

HULKPOTEPN TILBavoTNTA YL
XONAR €veyoTnTa VOOOU H
Udeon otic 12 1 24 €4

MeyaAUtepeg pelwoelc o DAS iy
CDAIl tnv 4 eB6=>

KaAUtepn KAWVLKA amokpLon

Kremer J., Dougados M., Genovese M., et al. Response to baricitinib at 4 weeks predicts response at 12 and 24 weeks in patients

with rheumatoid arthritis: results from two phase 3 studies. Arthritis Rheumatol 67(Suppl. 10): 1368-1370
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ARTHRITIS & RHEUMATOLOGY

Vol. 69, No. 3, March 2017, pp S06-517

DOI 10,1002/t 39953
© 2016 The Authors. Arthritis & Rh jogy published by Wiley P dicals, Inc.

baricitinib e T
paong lll (Vs MTX)

use is | and no modifi or adap are made.
\ Baricitinib, Methotrexate, or Combination in Patients
_—— With Rheumatoid Arthritis and No or Limited Prior
Disease-Modifying Antirheumatic Drug Treatment

588 06 (DAS28-ESR 6.6, RF 97%) Tuyatomouionkay (4:3:4) yia 52 B8 i N
80
=
= MTX monotherapy (once weekly) 60 ]

The data suggest that baricitinib may be more efficacious than a TNF-inhibitor

: I TN

= Yuvbuaouo baricitinib & MTX ACR20 24w

= baricitinib monotherapy (4 mg once daily)

EMTXmono ®=BARImMmono

Mapopola eupApata Kot Tov cuvouaoud

Baricitinib, methotrexate, or combination in patients with rheumatoid arthritis and no or limited prior disease-modifying antirheumatic drug treatment
Fleischmann R. Arthritis Rheumatol. 2017 Mar;69(3):506-517
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ARTHRITIS & RHEUMATOLOGY
Vol. 69, No. 3, March 2017, pp S06-517

DOL 101002 a1 39953
© 2016 The Authors. Arthritis & Rheumatology published by Wiley Periodicals, Inc
on behalf of the American College of Rheumatology. This is an open access article under

permits use and distribution in any medium, provided the onginal work is properly cited, the
use is non-commercial and no modifications or adaptatsons are made
paong lll (Vs MTX)
\ Baricitinib, Methotrexate, or Combination in Patients
/ With Rheumatoid Arthritis and No or Limited Prior

Disease-Modifying Antirheumatic Drug Treatment

588 000 (DAS28-ESR 6.6, RF 97%) tuxatomowOnkav (4:3:4) A ACR20 Response

100

Primary Endpoint

= MTX monotherapy (once weekly)

= baricitinib monotherapy (4 mg once daily)

% Patients

= Juvbuaouo baricitinib & MTX

—ir— MTX
—i— Baricitinib 4 mg
—O— Baricitinib 4 mg + MTX

0 2 4 B 12 16 20 24 32 40 52
Weeak

Baricitinib, methotrexate, or combination in patients with rheumatoid arthritis and no or limited prior disease-modifying antirheumatic drug treatment
Fleischmann R. Arthritis Rheumatol. 2017 Mar;69(3):506-517
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baricitinib ST
paong lll (Vs MTX)

\ Baricitinib, Methotrexate, or Combination in Patients
/ With Rheumatoid Arthritis and No or Limited Prior
Disease-Modifying Antirheumatic Drug Treatment

2€ oxeon pe MTX-monotherapy, onpavrkn BeAtiwon oe H aktwoypadikn €EALEN LELWONKE MEPLOGOTEPO KOl OTLE 2

* Evepyotnta vooou (SDAI remission) opadec uTo in baricitinib

*  Quowkn dpaoctnplotnta (HAQ DI)

vs MTX monotherapy

davnke otic 2 opadec uno baricitinib

oo tnv 1" B4

Baricitinib, methotrexate, or combination in patients with rheumatoid arthritis and no or limited prior disease-modifying antirheumatic drug treatment
Fleischmann R. Arthritis Rheumatol. 2017 Mar;69(3):506-517
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baricitinib S s )
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\ Baricitinib, Methotrexate, or Combination in Patients
_—— With Rheumatoid Arthritis and No or Limited Prior
Disease-Modifying Antirheumatic Drug Treatment

ZoBapég AE fitav MapOpoLEG peTagy NeomnAaoieg (kat nonmelanoma

skin cancer) :

= 1000 MTX

= 1 ao6 baricitinib monotherapy
= 4 000 pe baricitinib plus MTX

3 Oavarol ->
MTX monotherapy

Baricitinib, methotrexate, or combination in patients with rheumatoid arthritis and no or limited prior disease-modifying antirheumatic drug treatment
Fleischmann R. Arthritis Rheumatol. 2017 Mar;69(3):506-517

TWV Opadwv

e 10% (MTX)
8% (BARI)

* 8% (MTX & BARI)




ORICINAL ARTICLE RA-BEAM trial
baricitinib Baricitinib versus Placebo or Adalimumab in Rheumatoid
¢aong lll (Vs ADA) Arthritis

Peter C. Taylor, M.D., Ph.D., Edward C. Keystone, M.D., Désirée van der Heijde, M.D., Ph.D., Michael E. Weinblatt, M.D., Liliana del Carmen Morales, M.D.

/ \ aime Reyes Gonzaga, M.D., Sergey Yakushin, M.D., Taeko Ishii, M.D., Kahaku Emoto, M.D., Scott Beattie, Ph.D., Vipin Arora, Ph.D., Carol Gaich, Pharm.D.,
eta

52-eB6, -1307 aoO pe evepyo PA (DAS28-ESR 6,4) umtd MTX
Tuxaonotnenkav oe (3:3:2 ratio)

* placebo (switched to baricitinib after 24 weeks)

* 4 mg of baricitinib once daily

* 40 mg of adalimumab /2 w

ACR20 12W
PLACEB mBARI =ADA

Baricitinib versus Placebo or Adalimumab in Rheumatoid Arthritis. Peter C. Taylor,et al.
N Engl J Med 2017; 376:652-662.
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baricitinib Baricitinib versus Placebo or Adalimumab in Rheumatoid
paong lll (Vs ADA) Arthritis

Peter C. Taylor, M.D., Ph.D., Edward C. Keystone, M.D., Désirée van der Heijde, M.D., Ph.D., Michael E. Weinblatt, M.D., Liliana del Carmen Morales, M.D.,

/ \ Jaime Reyes Gonzaga, M.D., Sergey Yakushin, M.D., Taeko Ishii, M.D., Kahaku Emoto, M.D., Scott Beattie, Ph.D., Vipin Arora, Ph.D., Carol Gaich, Pharm.D.,

etal

A ACR20 Response B DAS28-CRP
Primary
end point
80 i b Baricitinib
= - + ++
70+
60+ Adalimumab
50 |

Placebo

Patients (%5)
7
ge from Baseline

Ardri

The data suggest that baricitinib may be more efficacious than a TNF-inhibitor, g Adalimums?

++
Baricitinib ***
| | L | | | | I | I I |
024 & 12 16 20 24 28 32 40 52
12 w : P<0.001 Week

| | |
12 18 20 24 28 32 40 52
Week

Baricitinib versus Placebo or Adalimumab in Rheumatoid Arthritis. Peter C. Taylor, et al.
N Engl J Med 2017; 376:652-662.
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RA-BEAM trial

baricitinib
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’ ; Adalimumab in Rheumatoid
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Baricitinib versus Placebo or Adalimumab in Rheumatoid
Arthritis

AvaotoAn aktwoypadkng eEEAENG (MTSS) tnv 24 €6

Le baricitinib versus placebo

(mean change from baseline, 0.41 vs. 0.90; P<0.001)

Baricitinib versus Placebo or Adalimumab in Rheumatoid Arthritis. Peter C. Taylor,., et al.
N Engl J Med 2017; 376:652-662.
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AE Dbaricitinib - adalimumab — placebo

TICLE

Baricitinib versus Placebo or Adalimumab in Rheumatoid
Arthritis

Kopkivog oe 5 aoB (2 pe baricitinib kat 3 uno placebo)

AE (ko Aopwéerg) : 21.8% 20% 17.8% (24w) Oavatot : 5 aob (1 PL, 2 BARI, 1 ADA, ! Resc)

ZoBapécg AE : 5% 2% 5%

Awakomn aywyng AE : 5% 2% 3%
ZoBapeg AoLpwEeLG: 1% o OAeC TIC OPAOEC

Baricitinib (Vs ADA) oxetiotnke (mapodika) pe
* Meilwon ouvdetepodpilwv (-1.230+90 Vs -1.500+110)
* AuU¢&non creatinine (0.086 Vs 0.048 mg/d|)

|  LDL (18 vs 8 mg/dl)

EZ : 2% o ADA kot BARI

* CK(67vs 18 IU/l)

Baricitinib versus Placebo or Adalimumab in Rheumatoid Arthritis. Peter C. Taylor,., et al.
N Engl J Med 2017; 376:652-662.
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ABSTRACT NUMBER: 1821

Dose Reduction of Baricitinib in Patients with Rheumatoid
Arthritis Achieving Sustained Disease Control: Results of a
Prospective Study

Tsutomu Takeuchi®, Mark C. Genovese?, Boulos Haracui®, Zhanguo Li4 Li Xie®, Rena
Klart, Ana Pinto Correiz®, Susan Otawa®, Pedro Lopez-Romerco?, Inmaculada de |a Torres,
Terence P. Rooney® and Josef 5, Smolend, TKeio University school of Medicine, Tokyo,
Japan, 2stanford University Medical Center, Palo Alto, CA, 3institut de Rhumatologie de
Mantreal, Montreal, QC, Canada, 4Peking University Pecple's Hospital, Beijing, China, 2Eli
Lilly and Company, Indianapclis, IN, fQuintiles IMS Holdings, Inc., Durham, NC, "Eurcpe
Research Center, Eli Lilly and Company, Madrid, Spain, SMeadical University of Vienna,
Vienna, Austria
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Meeting: 2017 ACR/ARHP Annual Meeting
Date of first publication: September 18, 2017

Keywords: Janus kinase (JAK) and rheumatoid arthritis (RA)
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\ ABSTRACT NUMBER: 1821
_—— Dose Reduction of Baricitinib in Patients with Rheumatoid

Arthritis Achieving Sustained Disease Control: Results of a

Prospective Study
AcB mou €hafav baricitinib 4 mg /nu ywa 15 OLneploootepol aoB nrtav os B€on va dtatnprioouvv tnv
HAVEC Kal TETUXAV oTaBepd XapnAnR evepy vooou XonAn eveyp n Udeon otig ooelg4 mgn 2 mg

N Udeon (CDAI score og 2 emiokéPelg / 3 UAvecg)
gnoavatuyatonolidnkav oe:

e Juvéxwon baricitinib 4 mg /nu

* Meilwon 66on¢ 2 mg/nu
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Rheumatoid arthritis

SHORT REPORT

Safety and efficacy of baricitinib
in elderly patients with
il rheumatoid arthritis

Musculoskeletal
Diseases

RMD
Open

Roy Fleischmann,' Jahangir Alam,? Vipin Arora,” John Bradley,?
Douglas E Schlichting,? David Muram,? Josef S Smolen®

ACR20

ACRS0 ACR70

*  YPnAotepo nocootd NAKIWUEVWV aveédepav AEs, SAEs kat

ooPapéc Aotpwéelc kat Stakoméeg (yia BARI & placebo)

*  AplOuntka meplocotepa oupPaparta pe baricitinib vs Placebo

Fleischmannr, et al. RMD Open 2017;3:e000546
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Rheumatoid arthritis

SHORT REPORT

Safety and efficacy of baricitinib
in elderly patients with
rheumatoid arthritis

RMD
Open

Rheumatic &
Musculoskeletal
Diseases

Roy Fleischmann,' Jahangir Alam,? Vipin Arora,” John Bradley,?
Douglas E Schlichting,? David Muram,? Josef S Smolen®

<50years >50and <65years >65years
Placebo  Baricitinib Placebo  Baricitinib Placebo Baricitinib
(n=254)  4mgnz259) (n=349) 4mg (n=319) (n=113L_ )
Patients with =1 adverse event 212 (83.59) 9 (88.4) 326 (93.4) 2
Discontinuation from study due to 6 (2.4) 6 (£ 14 (4.0) 18 (5™ 7 (672
adverse event or death”™
Discontinuation from study for any 21 (8.3) 14 (5.4) 31 (8.9) 28 (8.8) 19 (6.8) 17 (12.5)
reason
Deatht 0 0 2 (0.6) 1(0.3) 0 1(0.7)
Serious adverse event} 10 (3.9) 8 (3.1) 11 (3.2) 15 (4.7) 12 (10.6) 12 (8.8)
Serious infections 4 (1.6) 3(1.2) 5(1.4) 2 (0.6) 2(1.8) 4 (2.9)
Cardiac disorders 1(0.4) 0 1(0.3) 2 (0.6) 2(1.8) 2 (1.5)
Patients with =1 infection 89 (35.00 99(38.2) 86 (24.6) 125 (39.2) 38(33.6) 48(35.3)
Herpes zoster 0 2(0.8) 2 (0.6) 5 (1.6) 0 3(2.2)

AEs in baricitinib-treated patients that were similar to age-matched placebo

rrreroorirrrartr

rrevar-reviD Open 2017;3:e000546
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= NEA grtidoyn yla thv avTipetwrion tng PA

= MMpodavwc MPOKELTAL YLOL LVOCOTPOTIOTIOLNTLIKO appoko (AoLpwEELC)

= XNA, puehog [wbc, Hb, PLT], nAwia, Autidia, vautia (2,8%) , Ck, CRE
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= AMNOTEAEZMATIKO ! = Aev anawtel ouyxopniynon pe MTX

= Mo anoteAeopatiko Vs MTX ZITH MONOGOEPANEIA = taxvtnta paong (1 ef6=> kopt{ovn)
(Kavévag TNFi)
= M popd TV NUEPO per os

= Mo anoteAeopatikd anod TNFi (etdika yio BARI kot Oxt

= ‘Eykpion EMA (13/2/17
yia dAdoug JAK avaotoleic) YKpLon (13/2/17)
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