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BARICITINIB in Early arthritis in DMARD naive patients
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Baricitinib, Methotrexate, or Combination in Patients
With Rheumatoid Arthritis and No or Limited Prior
Disease-Modiftving Antirheumatic Drug Treatment

Roy Fleischmann.! Michael Schiff.” Désirde van der l—leijde,3 Cesar Ramos-Remus.?

R Alberto Spindler,s Marina Stanislav.® Cristiano A. F. Zerbini.” Sirel Gurbu=z.® Christina Dickson,®
heumatology

Stephanie de Bono.® Douglas Schlichting.® Scott Beattie.®™ Wen-Ling Kuo.® Terence Rooney.,™
William Macias.” and Tsutomu Takeuchi®

2017 Mar;69(3):506-517

A phase Il study to evaluate baricitinib as monotherapy or combined with methotrexate (MTX)

compared to MTX monotherapy

A ACRZI0 Response C SDAI CDAI
— Frimary Endpodt . Week 24 Week 52
N = 588 = [
Early disease : 0,2 years E ; -
- £ %= 3
RF positivity: 96% 22 g N
0 Q‘ w 18 Q
N \ sh
i c 0 " = ) ] B
anti-ccp pos: 90% R \ :"‘é _ N
0 s0al coajl S0l e
Erosions: 66% ... [ R
[N B
B DAS2E D HAQ-DI MCID
. Week 24 'H:I'_-&nkﬁz . i Weak 24 Weak 52
:r-: na - i ;j z - :?
BEGIN - - 4 - B
o 53
XOPIT % i N % e |
NPOHI 0¥ MENH = § < w0
GEPANEIA X 1
ME DMARD % 20 -
*ExToc syK. ivdaing g\ "
5 o | | | | L
N ZB-CRFP DASIE-ESR =02F =03 =022 =03
-mmnm.m | [] madeitini 4 ma [ sasicitinis 4 mg = M1
=



BARICITINIB in DMARD &
MTX IR RA PATIENTS (BIOLOGIC NAIVE)
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Baricitinib versus Placebo or Adalimumab
in Rheumatoid Arthritis

Peter <. Taylor, PMiiD., Ph.D., Edward C. Keystomne, WM.,
Déesirdge wvan der Heijde, MDD ., Ph.D., Michael E. Weinblatt, ..,
Liliamna del Carrmen Morales, M. D., Jairmme Reyes Gonzaga, M.,
Sergey Yakushin, M.D., Taceko Ishii. M.D., Kahaku Ermoto,. WM. D,
Scott Beattie, Ph.D., Wipin Arcora, Ph.D., Carcol Gaich, Pharrm.D.,

Terence Rooney, M.D., Douglas Schlichting., R.MN., Ph.D._,
Williarm L. Macias, M.D., Ph.D., Stephanie de Bono, M.D., Ph.D.,

and Yoshiya Tamnaka, M.D., Ph.D. N Engl) Med 2017;376:652-62.

A global, phase lll trial with 1307 RA patients moderate to severe RA, unresponsive
to csDMARS and bDMARDs on_background of methotrexate
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Baricitinib versus Placebo or Adalimumab
in Rheumatoid Arthritis
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Baricitinib versus Placebo or Adalimumab
in Rheumatoid Arthrits
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N Engl ] Med 2017;376:652-62.
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Baricitinib in patients with inadequate response

ﬁRﬂﬁ'SD“ﬁl tic Di or intolerance to conventional synthetic DMARDSs:
bkakbddisdaas results from the RA-BUILD study 2017 76: 88-95

Maxime Dougados,’ Désirée van der Hei!;-::he,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”

A phase Il study of baricitinib in 684 RA patients with moderately to severely active RA who
were refractory to or intolerant of csDMARDs (placebo, BARI 4mg QD. BARI 2mg QD)
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or intolerance to conventional synthetic DMARDSs:
results from the RA-BUILD study
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EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological
disease-modifying antirheumatic drugs: 2016 update

Josef S Smolen,' 2 Robert Landewé, > Johannes Bijlsma,E' Gerd Burmester,®
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Mario Cardiel,'” Bernard Combe,'® Maurizio Cutolo,'® ¥wonne wvan Eijk-Hustings, *"
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Tofacitinib or Adalitmumab versus Placebo
in Rheumatoid Arxrthritis

kA ., Roywy Fleischrrmarnm, hM_D,

Cohen, MDD, Eun Bong Lee, M., Ph. D, Juamn A Garcia Meijide, M D,

ML, Sarka Forejtowa, MDD, Samwuwel H. Zwillich, D,

Drawid Gruben, Ph. .., Tamas Konce, M_Dr., Gene W Wallenstein, Ph.oD_,
Srirarm Krishrmnaswarmi, Ph.D_, Johmn . Bradley, D,

arnd Bethanie Wilkinsomn, Ph_.»_, for the ©ORAL Standard Inwvestigators=

M Engl J Med. 2012 Aug 9;387(6):308-19. doi: 10.1056/MEJMoa1112072.

Rornald F. varn YWollenhowven,
Stamnley
Sylke Wagner,

Phase 3 study 717 patients who were receiving stable doses of methotrexate were randomly assigned to 5 mg of tofacitinib twice daily, 10
mg of tofacitinib twice daily, 40 mg of adalimumab once every 2 weeks, or placebo
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Baricitinib in biologic DMARDS —IR patients

RIRA A RA
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1. Fleischmann R et al. Arthritis Rheumatol 2017;69:506-17 3. Dougados M. et al. Ann Rheum Dis 2017;76:88-95

2. Taylor PC, et al. N Engl J Med 2017;376:652-62 4. Genovese MC, et al. N Engl J Med 2016;374:1243-52



Baricitinib in Patients with Refractory
Rheumatoid Arthritis

Mark C. Genovese, M.D., Joel Kremer, M.D., Omid Zamani, M.D.,
Charles Ludivico, M.D., Marek Krogulec, M.D., Li Xie, M.S.,
Scott D. Beattie, Ph.D., Alisa E. Koch, M.D., Tracy E. Cardille, M .S,
Terence P. Rooney, M.D., Williarm L. Macias, M.D., Ph.D.,
Stephanie de Bono, M.D., Ph.D., Douglas E. Schlichting, M.S.,
and Josef S. Smolen, M.D.

N Engl ] Med 2016;374:1243-52.

A phase Il study involving 527 patients with an inadequate response to
or unacceptable side effects associated with one or more tumor necrosis factor inhibitors
other biologic DMARDs, or both

Placebo QD (N=176)
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Baseline Characteristics

BEACON

TNFi IR

Placebo Baricitinib 2 mg Baricitinib 4 mg
(N=176) (N=174) (N=177)
Mean (SD) age, years 56 (11) 55 (1) 56 (11)
Female 145 (82) 137 (79) 149 (84)
Mean (SD) duration of RA, years 14 (10) 14 (8) 14 (9)
ACPA positive (*ULN = 10 U/mL) 125(71) 124 (71) 119 (67)
RF positive (*ULN = 14 IU/mL) 130 (74) 128 (74) 128 (72)
Concomitant corticosteroid use 116 (66) 92 (53) 96 (54)
Mean (SD) corticosteroid dose, mg/day 7(3) 6 (3) 7(3)
Concomitant MTX use 143 (81) 141 (81) 150 (85)
Mean (SD) MTX dose, mg/week 16 (5) 16 (5) 17 (11)
# of concomitant csDMARDs: One 160 (91) 156 (20) 151 (85)
Two 16 (9) 15(9) 24 (14)
z Three 0 2(1) 1(<1)
# of prior BOMARDs: One 81 (46) 69 (40) 71 (40)
Two 47 (27) 55 (32) 58 (33)
z Three 47 (27) 50 (29) 45 (25)
TNFi: One 104 (59) 102 (59) 104 (59)
Two 50 (28) 60 (35) 52 (29)
non-TNFi : One 37 (21) 45 (26) 43 (24)
Two 15 (9) 14 (8) 14 (8)
z Three 10 (6) 11 (6) 10 (8)

Data desplayed are n (%) pabents unless otherwise stated. 959 patients were screened 1o randomize 527 patients in the
following regions. US & Canada (44%), Europo (30%), Central & South Amenca (10%), Asia (6%), Rost of Workd (10%)
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Prior bDMARDs
Placebo Baricitinib 2mg  Baricitinib 4 mg
(N=176) (N=174) (N=177)
TNFi bDMARDs 173 (98) 174 (100) 174 (98)
Etanercept 107 (61) 90 (52) 100 (57)
Adalimumab 78 (44) 85 (49) 71 (40)
Infliximab 44 (25) 51(29) 56 (32)
Golimumab 21(12) 16 (9) 21(12)
Certolizumab 17 (10) 19(11) 17 (10)
Non-TNFi bDMARDs 62 (35) 70 (40) 67 (38)
Abatacept 37 (21) 34 (20) 36 (20)
Tocilizumab 36 (21) 36 (21) 30 (17)
Rituximab 23 (13) 33(19) 34 (19)
Anakinra 2(1) 3(2) 2(1)

Non-approved agents

19 (11)

13 (8)

16 (9)
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Baricitinib in Patients with Refractory
Rheumatoid Arthritis

Mark C. Genovese, M.D., Joel Kremer, M.D., Omid Zamani, M.D.,
Charles Ludivico, M.D., Marek Krogulec, M.D., Li Xie, M.S._,
Scott D. Beattie, Ph.D., Alisa E. Koch, M.D., Tracy E. Cardille, M.S.,
Terence P. Rooney, M.D., Williarm L. Macias, M.D., Ph.D.,
Stephanie de Bono, M.D., Ph.D., Douglas E. Schlichting, M.S.,
and Josef S. Smolen, M.D.

N Engl ) Med 2016;374:1243-52.
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Response to baricitinib based on prior biologic use in

Ppatients with refractory rheumatoid arthritis

Mark C. Genovese1, dJoel WL Kremer2, Cynthia E. I(ar‘tmans,
Douglas E. Schlichting®, Li Xie®, Tara Carmack®, Carlos Pantojas®,
duan Sanche =z Bursons, Hans-Peter Tonyﬁ, Williarm L. Maciass,
Terence P. Rooney® and Josef S. Smolen”

<> Baricitinib 2 mg

Baricitinib Baricitinib

Rheumatology (Oxford). 2018 ;57900-908

Odds Ratio with 95% CI for

Interaction

B Baricitinib 4 mg Placebo 2 myg 4 mg baricitinib vs. placebo p-value
Owverall Population
2 myg 19176 {11) 410174 (24) —a—A MA
4 mg 18/176 (11) 49177 (28) —- MA
Neo. of Prior bDMARDs
=3 18128 (14) 327124 (28B) P
23 1147 (2) /50 (18)
=3 18/129 (14) 404132 (30) —a—
=3 1147 (2) as (20
MNo. of Prior TMFi
1 16104 (15) 250102 (25) H——
=2 36G (4) 16IT2Z [22)
1 16M104 (15) 340104 (33) —a—
=2 365 (4) 14/70 (20)
Prior THFi Treatment
ETH, yes al107 (&) 2390 (26) I < | 0167
ETHN, no 10/69 (14) 168/84 (21) I L ! :
ETHN, yas 07 (&) 27100 (27) I i ] 0a7e
ETM, no 10/62 (14) Z2/TT (29) I u | '
ADA, yes SITR (B} 19/85 (22) } o | 0272
ADM, no 14/88 (14) 2IEG (25) ; < | )
ADA, yes 578 (6) 14/71 (20) ; = | 0.813
ADA, no 14/98 (14) a5/106 (33) I - ! :
IMFLEX, yes 644 (14) B/51 (16) I <> | 0123
IMFLIX, no 13132 (109 3123 (27) f < | )
INFLIX, yas 644 (14) 20056 (36) } - ! 0.793
INFLEX, no 13/132 (10) 290121 (24) } = i )
No. of Non-TNFi | N |
o 13/99 (13} 24794 (26) I L 1
21 BIT4 (8) 17080 (21) f < | 0.670
o 13/93 (13) 30/96 (31) I = ! 0.881
=1 6/74 (8) 18/78 (23) ; - | )
Mo, of TNFi Among Non-THFi Naive
1 11569 (16) 161 (26) | < |
=2 2130 (7) B33 (24)
1 11/69 (18) 24/63 (38) } - |
=7 2/30 (7) 6/33 {18)
I T T T T T 1
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-~ e

Favors Placebo
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EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological
disease-modifying antirheumatic drugs: 2016 update
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1. Fleischmann et al. Arthritis Rheumatol 201567 (suppl10).1360-61
2. Taylor et al. Arthritis Rheumatol 2015,67(suppl10).3928

3. Dougados et al. Ann Rheum Dis 2015,74(S2) 79

4. Genovese etal. N Eng J Med 2016.374(13):1243-52

One additional phase 3 study, RA-BALANCE (MTX-IR to
support development in China), 1s ongoing and remains blinded
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Effects of baricitinmib on radiographic
PrProgression of structural joint dammage
at 1 year in patients with rheumatoid
arthritis annd an inmnadequate response
to conventional synthetic disease-
modifying antirhheumatic drugs

Desirée van der Heijde,! Maxime Dougados.”~ ¥ing-Chou Chen,?
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2. Taylor PC, et al. N Engrs Med 2017,376:652-62
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60 FUHMETEYOvVTEC ARV BEpaTTein UTTORABA0U Pe MTX T2 ahGkhnpr 11 SIGEKEIT THC UERETNC.
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OP0248 Serious infection and associated risk factors in patients with
moderate to severe rheumatoid arthritis treated with baricitinib
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moderate to severe rheumatoid arthritis treated with baricitinib
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Time Periods (weeks) Overall 0-24 2448 48-72 72-96 >96
IR/100 Patient Years 29 3.6 33 32 1.4 18
All Patients 3492 3492 3079 2532 1888 1125
With Events 150 54 a2 33 10 11
Patient Years 5133 1522 1268 1027 695 621
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BEACON

EPMH2 ZQ2THPA2 TNFi IR

Weeks 0-24
Placebo Baricitinib 2mg  Baricitinib 4 mg
(N=176) (N=174) (N=177)
Zoster cases, n (%) 2(1) 2(1) 7(4)
Recovered or resolved 2 2 7
Complicated clinical course 0 0 0
ICH-defined SAE 1 0 1
Study drug: Temporarily interrupted 0 0 2
Permanently discontinued 2 2 3
Continued during event 0 0 2
Concomitant corticosteroid use 2 1 3
Prior zoster 0 1 1
Vaccination (prior to entry or during screening) 0 0 0
Prior bDMARD:
Within 3 months of Week 0 1 0 1
23 bDMARD or non-approved agents 0 1 @
22 bDMARD or non-approved agents 0 2

Data displayed are n patients, unless otherwise stated

No complications including visceral involvement, ocular involvement, nerve palsy, or dissemination (distnbution beyond the
pnmary or adjacenl dermatomes) were seen. Resolution stalus incorporales available LTE dala The prolocol required
permanent discontinuation of study drug If a zoster AE occurred
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o1 o1 AoBeveig | 3492 3492 3132 2774 v 1921 1361
Me ZupBavra 212 59 46 41 25 18 23
Ao@evo-Etn 6385 1527 1335 M77 972 775 799

Data on file, Eli Lilly and Company



ALLOTOAOVLKEC EEETAOELC

Mikp€C TapOSIKEC

f HUELWOELG TNC HEonc HB, .
Awpoodaipivn TOPOLOLEC L€ EKEWVEC TOU Oubetepodpla

ELKOVIKOU dappAKOU

Nepdokuttapa - Mapodikn apxikh avgnon AlpomnetaAia

Aebopéva amo eEVOWUATWON LEAETWY KOL OTIO UELOVWUEVEG UEAETEC LE TEALKO ONUELO ATTOTEAECUATIKOTNTAG

Data on file. Eli Lilly and Company
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Enédeiée
= KALWVLKA OXETLKEC MAPALETPOL EKBaONC
AT!OITEAE' - Avtamokpion ACR
opatikotTnTa LDA/Udeon

- AvootoAn Sdoutkng BAABNG apBpwoswv

& «To Olumiant evSeikvuta ylo tn Bepameia TG LETPLAC EWG ooBapnC EVEPYOUC PEUMATOELOOUC

apBpitidac o eviAlkeg aioBeveic TTOU €XOUV QVETTAPKI avtamokplon r ducaveéia o evan
TLEPLOOCOTEPQ TPOTIOTIOLNTLKA TNC VOOOU avTIppeLaTIKA dappaka (Disease-Modifying Anti-Rheumatic
Drugs, DMARDs). To Olumiant pmopei va xpnotpomnotnBel wg povoBeparmneio | o€ cuvOUACUO e
pnebotpetatn.»

Konwon
Movog

» Y& 6Aoug toug MANBuopoU¢ acBevwy pe PA
, Tiou eixav Adfel StadopeTikn tponyoUuEVN
Acdaleia Bepameia yla tn PA

« EkBeon ~3.500 aoBevwv yla €we KoL 5 €tn

1. Taylor PC, et al. N EnglJ Med 2017;376:652-62 3. Genovese MC, et al. N Engl J Med 2016;374:1243-52
2. Dougados M. et al. Ann Rheum Dis 2017,76:88-95 4. Fleischmann R et al. Arthritis Rheumatol 2017;69:506-17
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RHEUMATOLOGY

News ltem

doi:10.1093/rheumatology/kex245

FDA issues concerns about optimal baricitinib doses
for the treatment of moderate-to-severe rheumatoid
arthritis and delays drug approval

In a recent study, baricitinib 4 mg was compared with pla-
cebo or adalimumab in methotrexate-resistant RA pa-
tients (Taylor P. et al. Baricitinib versus Placebo or
Adalimumab in Rheumatoid Arthritis N Engl J Med 2017;
376:652-662). In another study, baricitinib 4 and 2 mg was
compared with placebo in DMARD-resistant RA patients
(Dougados M. et al. Baricitinib in patients with inadequate
response or intolerance to conventional synthetic
DMARDs: results from the RA-BUILD study. Ann Rheum

Dis 2017; 76:88-95). In both studies, baricitinib 4 mg was
found superior in reaching an ACR 20 response, at the
cost of limited infectious side effects. However, significant
clinical results were also observed at the 2mg dose,
which might be the reason for the FDA concerns about
optimal dosing described in the link here:
http://www.prnewswire.com/news-releases/us-fda-
issues-complete-response-letter-for-baricitinib-
300439816.html.
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Baowka Xapaktnplotikal>

A1T6 TOUu oTépaTOG XOopNnyoupevog avaoToAéag JAK1/JAK 2 ue
avaoTpEéWiun dSpdont>
+ ECaipeTikn dpaoTIKOTATA KAl EKAEKTIKOTATA YIa TIG KIvaoeg JAKL kal JAK2

+  XapnAoTEPN dPACTIKAOTNTA YIA TIG KIVAOEG JAK3 } TYK2 Ot S;O
n “ABI“ wARR \Irl’rlel |v ll HB AN} ' B’ Y“FH“I\B\I n II\B’ |
aAAnAemdpaoeigt®

+ Houviotwpevn d6on cival 4 mg QD. MNa kdtroloug acBeveic utropei va ivai N

A\

H MMOAPIZITINIMMNH givaw avitepn and tig cuviBetg

Oeparneieg

+ MTX og AocO¢eveig TTou Agv £€xouv AdBel NMponyoupuevn

O¢epartreia pe MTX

+ Ogelog TapatnpiBbnke Non atrd Tnv 11 Bdopada PeTa TNV Evapén TnNg
Bepartreiag

Ne@pikn kGBapon?!

+ To 64% atrekkpiveTal apeTARANTO OTA OUPQ MT[aplGLTLVip.T[r]

1. Shi JG et al. J Clin Pharmacol. 2014;54:1354-61

2. 0’Shea JJ et al. Annu Rev Med 2015;66:311-28

3. Zhang X et al. Arthritis Rheumatol. 2015; 67 (suppl 10). Abstract
485

4. Norman P. Expert Opin Investig Drugs. 2014;23:1067-77

5. Olumiant SPC



