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Tsadfesniaugunoss (heumatoid arthritis: RA) iulsagfidnusutes (autoimmune disease) Aertpsivivad
lusguugliauiu wazieulasilunssuiunisdadayayias (signaling pathways) s9uwa Janus-associated kinases (JAKs)
TaqUuen baricitinib 0oNgUBEUSY JAKI uaz JAK2 WUU reversible aunaenfiuuziit fie 4 Sadndu Sulssmutuay 1
ads finsdnvimenaiinnarenisane fidnwiUsyansnauaraulasndevesen baricitinib LUy monotherapy Tu
HUae RA ﬁlu’LﬂEﬂsffméf’mguﬁﬂﬁﬁuLﬂ?ﬂUﬂ’ﬁ@ﬁLﬁﬂiﬂ (disease modifying anti-rheumatic drugs: DMARDs) finla
11AOULAY WUV add on therapy Iuéjﬁléﬁ’ methotrexate %38 DMARDs ¥iindu s2ufia8132¥mg (biological DMARDs)
wilinan1sdnuliiiesne Yseiliunan1sfinwinaieds TngUsslunadwsuan (primary endpoint) 91n3143UE
MOUALBIANLLNAT American College of Rheumatology $asaz 20 (ACR20) ludun vt 12 wie 24 drunadwsses
(secondary endpoint) LJun15Uszifiun1sisuveslsa (disease activity) Ineld Disease Activity Score 28 (DAS28)
wagn1sUseiiiuaussaninaesds lagly Health Assessment Questionnaire disability index (HAQ-DI) 71819115
Usgifiun1igynseuresioannmea1e¥ad (radiographic progression) Wan13Anwilagsaunudn 81 baricitinib 7
fuusznmilurng 4 Tadnd Tuazads Wnafininen MTX wieen adalimumab wiegwaen Ussavisnadulngjasy
Fudaustdansiil 1 wdnnsld dsdohroudaiunaiiuiiaiouiisutunmsinvisnsgu uazUszdnSuazgen
Tudawid 12 warnailardonsilunaonauiis 52 &t mmﬂaiﬁﬂmvmﬁﬁawwu loun syaudiadenunidalngila
(neutrophl s) ARaY Suﬂulﬂuusauﬂ low-density lipoprotein (LDL) Wiy szaueulesisiu alanine aminotransferase

¥
N

(ALT) Wiiniiu was creatinine Windu innnsandeiimaiumeladiuuunasiiau fasauddsaisy (herpes simplex)
LLazImgmm (herpes zoster)

AMdNALY: baricitinib, rheumatoid arthritis, Janus-associated kinases, JAKs, DMARDs
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Iimmaaﬂmmmmaam (rheumat0|d arthritis: RA) LﬂuiiﬂmaaﬂLawumlumwmmm (idio-athic |nﬂammatory
arthritis) mmiamauLiaﬁwmwawma (chronic synovitis) mamumiamawummmvauﬁ] Tusme  nsdnuauil
nelminn1svinatevenseaneau (cartilage) nzANTOUYD (subchondral bone) uaziiloioseute Ly qaﬁw (bursa)
warLduLou (tendon) foufiermsmatowndudnvasiduvedsail Fihedrumiaindidnuaznsadinivaienis
amawmmmuauﬂ shusne 1wy 14 soumds dn WeriuilauazUendniau (serositis) viaonidensniay (vasculitis)
sumafiuanudsssensinlsaiilawaznasaden (cardiovascular risk) Luaﬂmﬂﬂmmmaq RA uanIN3eadads
sumumsiniuTinunduds dsfiddyuasinasiliireideinld fo nsiiin cardiovascular risk mngfaelallésy
MISnTinzaLLazs NG a1anelviinteiingy (deformity) immaniw (functional disability) waziiunandesly
nmadedinneuiedunis n1s¥ne RA Tusfinaufetlagiu Usznaudenslierdusniauilalvafosesd (non-
steroidal anti-inflammatory drugs: NSAIDs) s'mﬁ’umﬂ%’mﬁ’mgm@aﬁﬂ%’u Lﬂﬁaumaﬁuﬁuiiﬂmmgw
(conventional disease modifying anti-rheumatic drugs: cDMARDs) lalA methotrexate (MTX), sulfasalazine (S52),
hydroxychloroquine (HCQ) wa¥ chloroquine (CQ) tunan®

RA daidulsagidunutes (autoimmune disease) wilandls insadostuwadlusyuugiiduiu wazieulwfly
signaling pathways {]f\]a;ﬁ’ummimmLﬁi’fﬂﬁﬂuﬂahmﬂﬁmimﬁ’mmﬁu ﬁﬂﬁﬁmiﬁ’mmEﬂﬂﬁju%fsi’mqéhugmam‘?i
U¥uidsunissiiulse (biologic disease modifying anti-rheumatic drugs: bDMARDS) wazenduasigviaden g
WRnfivfudsunssniulse (targeted synthetic disease modifying anti-rheumatic drugs: tsDMARDs) 11lgluns
Snwnlsadosniavgnnond lnsfinsAnuifivansdenisldonlunguilunarsdnuay Wu nsldibusien
(monotherapy) #3eldsaufiuen cDMARDs luseiilineuauss vieneuasslsiifiesnesios cODMARDs™

#290uen baricitinib Lusduaszsiaddusndniiviuuasunisduiulse gniianld¥nun RA sedu

Urunansaufegunse Tudlngifldenngy DMARDs uuen ageties 1 vila uddlinisnevauasliiiissnevsenusosn
Taile™

Baricitinib
RA @ulsagiidunuesydanilafiluseswarnulives Tanmnfidudou ferdosiuwadluszuugl
)
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W4
wiln I8 JAKL, JAK2, JAK3 uag tyrosine kinase (TYK2) toulaslindnilfiununlulsagfduauiesiifinissniay
$aude Besauds RA Tasioulust JAKs awgnuanguissiuitidlelelslati (cytokines) sausia growth factors dsfiannndn 40
wfinluduiumsunues mﬂﬁ?ul,aulsuﬁmmﬁ%ﬁﬂmuima%ﬂqﬂqwéiﬁiauﬁﬁzy 79 signal transducers and activators
of transcription (STAT) proteins vinllusiu STAT adsufinnnisadmmiusuriulslawardandignieluiandeaiiio
AIVANNITNOATHANLOULE (DNA transcription) va3duLiumung (gﬂﬁ P &9 JAK-STAT pathway Aslununlunis
MUANNIABUAUBIYESEULRAN A Ua1eNTTUILNST Taufen13Uanaws leukocytes wuuiidaatawnlelnlai
61 baricitinib 8anqn3EUSa JAKL uay JAK2 WU reversible 3ffunuwlumsinulsagidunuesiifinssnausa
5{'38[5]
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signaling proteins aneuiin waztoulwailu signaling pathways sauvistouleal Janus-associated kinases (JAKs) &



Cytokine T
Cytokine binding induces receptor ;

dimerization leading to phosphorylation
of receptor chains by JAKs

—
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STATs are recruited
to the phosphorylated
cytokine receptor

STATs are
phosphorylated ﬁ S
by JAKS leading PSS
to dimerization

Translocation to the nucleus
and activation of target
gene transcription

31]17'; 1: Janus kinase-signal transducer and activator of transcription (JAK-STAT) signaling pathvvay[S]

TuRoununius a.a. 2017 81 baricitinib lasun1seydiRainanninglsy (European Union: EU) dwsuteudld
$nwn RA seduUunanavdeguuse Tugfluafilden DMARDs sudreghstdes 1 vlin wdlsinmsnevausdiifisamendo
nusee il Inge1ald baricitinib liigadfsmTeldsmiu MTX? Jagiuiinarsnsfnwidnufsssansnauay
Auvaonfeueden baricitinib Tugvae RA Alsitagld DMARDs viialasnneu wagdild MTX wie cDMARDs viindu
99 bDMARDs wilinanisinwlsiifisswevenusioslaild viliAseuaulalunsmumuissunssuiiferdosiu
UsgAvSuauazaudaonioesen baricitinib iteliAnamg AnAnunszndndsandssfionanfniu uasdiao
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sulfaseYemiindulunsldedely
Efficacy and safety outcome'®”

nsUszilunadnsnanauuszandna ﬂﬁmmmmﬁ’wmuQ’ﬂwﬁmauaummuLﬂmeﬁ American College of
Rheumatology 508a% 20 (ACR20) #u8d r%’ﬂaEJﬁﬁi’wmwﬁaﬁmmLLazsiTaﬁﬂm%Uﬁ%uaéNﬁaa Sowaz 20 mAuinag
msUszidiufiatuegnatios Youaz 20 910 3 Ty 5 wuuUszdiu Feluil wuuUszidunnsinlaggUae (patient global
assessments) wuuUsELHUANTMIAgUNTE (physician global assessments) LUUUTELIUANUIA (pain) KUUUTELIU
aussanmyeade (disability) wazAin1sdniau Inengudifid uiugineuaussniuinas ACR20 1anin Usuendisdl
Usyavdnaiiunnnin

dUNaansIee AaNs1NA1sUsELIUN1IA S URelsA (disease activity) lneld Disease Activity Score 28
(DAS28) wazn13UszLiuanssanInvesde (physical function) Ineld Health Assessment Questionnaire disability
index (HAQ-DI) TneAnAzwuw DAS28 uaz HAQ-DI flanas Usuenianisiniuvedlse uwaraussanmuesdoniu
AINEIAU dIUNANTIINTIATENNTOUIINANA18N1959E Usziiuainaziuu modified Total Sharp Score (MTSS) ¥5e
Usziluannezuuy modified Sharp/van der Heijde score (SHS) Tagenazuuy mTSS w3e SHS Aviutu Ysuandanis
mufiulsadiugas
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N3N Phase Il faussAvBrauazmuUaonfurasen baricitinib lun1s¥nwgitae RA figndnifwieluil
fivovun 4 msfinw Tinaaonadedlulumaiieatu fe 81 baricitinib s uaudiasiinevauswmiuinmus ACR20
wnnngueviaen neainisunsndeuliwanaaiuszninangy’®”

nN3Anw RA-BEGIN @9 Fleischmann wazaauz (2017) vinnsAinwiiuu randomized, double-blind, double-
dummy wag active comparator-controlled study Lﬁuﬁmﬂa&guwi U A.e. 2013 B9 2014 anus 198 wats Ty 18
Uszina IneflinguszasdiieAnwiUszavBnavesen baricitinib TudUanwiil 24 uazAnnunissnwndunan 52 &ani
Tugfthe RA dausieny 18 TulU flsiieglésu cOMARDs snrounieinslé¥u cDMARDs udalinismeuauaslalifisane
uaglaingléu bDMARDs 1o Tnsuvastaedu 3 ngu lusnsidau 3:4:4 loiun nguitlé3uen baricitinib 4 fadn3u
Fuazads (n = 159) nguiilésuen MTX daviazads auiaeads 17.7 Sadndusoddan (n = 210) Lagnaudilasy
baricitinib 4 fadn3u Yuazasa saufuen MTX (n = 215) Taegtaeris 3 ngu Tdnvagiiuguadiondedu

MnwansAnyIFuUsEAnSHa TudUnnifl 24 wud nquilld¥uen baricitinib 4 fiadn3u Yuazads F1uaudd
ABUANBININNMT ACR20 11NNIINGNYT MTX ag1alitudAynneadia (Fauay 74 uag 62 mudfy; P < 0.001) wag
Sruufinouausmuinast ACR20 Tunguiildsuen baricitinib 4 fiadn3u Yuazads adreadsiunguilldsy baricitinib
4 findn¥u Yuazads aufu MTX (U 209 ludruresnisUszifiunisfniGuredisn Tasld DAS28 uavnisuszidiu
aussaninuaste Tngld HAQ-DI wuinnguitlésuen baricitinib 4 fadn¥u Juazady fsunudtaeiidrgnnslsnasy
(remission) uazlsAr3utiey (low disease activity) 1nninguildsuen MTX egrsiidedrdnymaadia (P < 0.001
uay P < 0.05 Muddu) uananil Nan1InTITEKNTEUIINNEIEN195aE Uszifiuainazuun SHS nuin nguiilasu
baricitinib 4 fiadn¥u fuazads fauifuen MTX Sdennieuarnamenemasadifisdutiosninnguiildsue) MTX ogned
Yodaymeadia luduniil 24 uaz 52 (P < 0.05 uaz P < 0.01 suad) (3U7 3)0

% Patients

A ACR20 Response A Week 24 B Week 52
Primary Endpaoint
100 - 1.2
1,02 I MTX
1.0 1 Baricitinib 4 mg
2 T Baricitinib 4 mg + MTX
3 0.80
g 0.8
m
£
5 0.61
< 0.6
@
E’ -
m 0,40
5 04 1 0.39 .
= 0.29
w
—h— MTX -
—<4— Baricitinib 4 mg 0.2
—O— Baricitinib 4 mg + MTX
0 80— T T T T T T T 1
02 4 8 12 16 20 24 32 40 52 0.0 -
Week SHS SHS
JUT 2: Sewazdinouauannuingel ACR20™ JUT 3: MsFeuudasaziuy SHS TudUnmin 24 uay 52
* = P < 0.05; **= P < 0.01; **= P< 0.001 finuwUasann Fleischmann R wagmuy (2017)°

* =P < 0.05; *= P < 0.01; LSM=least squares mean



wansAnwIsuAIaenstY wuin ngugiedlésuen baricitinib hea FeldFusamiu MTX Tuns3nundl
wnludomgaeniiiosnniinenistiades waslimsfndeinnninduiiheldiu MTX egnafeaidlutiadunid
24 uar 52 widdlinuanuuandeseiiteddmneeda (s 1)
nmsfinuiagUlin o1 baricitinib 1Hifen 4 Sadndu Tuazads vieldewiu MTX SUszAvBuadnine MTX
dUnviazads Tutae RA svazuan Aliineldsu cCDMARDs wnoundoiasliu cDMARDs wélinismeuauadlyl
Wizswe uazluipelasyu bDMARDs 11U Tngnaunsndoum1ee) lduaneeiu

A15199 1: nadnsenuauUasnsy Tuduaii 24 way 52

Weeks 0-24 Weeks (0-52
Baricitinib Baricitinib Baricitinib Baricitinib
MTX 4 mg 4 mg plus MTX MTX 4 mg 4 mg plus MTX
(n=210) (n=159) (n=215) (n=210) (n=159) (n=215)
SAET 9(4) 5(3) 8(4) 20 (10) 12 (8) 17 (8)
Serious infection 3( 2(1) 4(2) 8(4) 6(4) 5(2)
AEs leading to study 5(2) 6(4) 15(7) 11(5) 9 (6) 23 (11)
discontinuation
AEs leading to temporary 20 (10) T4 24 (11) 28 (13) 13 (8) 43 (20)
interruption
TEAEs 136 (65) 103 (65) 146 (68) 151 (72) 113 (71) 167 (78)
Infectionst 58 (28) 45 (28) 74 (34) 80 (38) 69 (43) 108 (50)
Herpes zoster 1(=1) 3(2) 3(1) 2(=1) 4(3) 5(2
Tuberculosis 0 0 0 0 0 0
Malignancy 0 0 2(=<1) 1(<=1) 1(=<1) 4(2)
Nonmelanoma skin cancer 0 0 1(=1) 0 0 1(<1)
Adrenocortical carcinoma 0 0 1(=1) 0 0 1(<=1)
Cervical carcinoma 0 0 0 0 1(=<1) 0
Malignant melanoma 0 0 0 0 0 1(=1)
Gallbladder adenosquamous 0 0 0 0 0 1(=1)
carcinoma
Carcinoid tumor of the GI tract 0 0 0 1(=1) 0 0
MACES 0 1(<1) 0 2 (<1) 1(=1) 0

* Values are the number (%) of patients, to the time of rescue. TEAE = treatment-emergent adverse event; G1 = gastrointestinal;
MACE = major adverse cardiovascular event.

T Reported using conventional International Conference on Harmonisation definitions. Events that were serious only for
the reason of protocol definition are not shown; the protocol required that any AE or laboratory value abnormality that led
to permanent discontinuation of study drug be reported as a serious AE (SAE).

£ One case of Preumocysts jiroveci pneumonia and 1 case of esophageal candidiasis were reported in the group receiving
baricitinib 4 mg plus methotrexate (MTX).

§ Cardiovascular death, myocardial infarction, or stroke positively adjudicated.

n13ANE1 RA-BUILD Ine Dougados wagaedy (2017)" ¥iin1s@nwiiuu randomised, double-blind, placebo-
controlled, parallel-group study Lﬁ‘u‘ﬁagaﬁy’qm U .. 2013 B9 2014 vanua 182 wite Tu 22 Uszine Tned
SnquszasdiiiofnwiUszaniuavesen baricitinib ludun1iil 12 wazdamunisinunduian 24 §Unnsi Tudineg RA
Fausiang 18 Tuly faslésu cDMARDs > 1 i udameuauaslilifisans vionuseslaild Tnsuvsdihedu 3 ngu
Hur nquitlé$uen baricitinib 2 fadn¥u Yuazads (n = 229), baricitinib 4 fadn3u Tuazada (n = 227) wazngu
gwiaen (n = 228) Iedtheri 3 ndu fdnvuziugrundoadaty

v
o '

nansAnwIsUUsEANEHa Wuin {Uaenguiildiuen baricitinio Fufuunldunevausiionisinulddnaus
FUawid 1 uaz Tudanifl 12 wudh fiaeduauiesas 65 uag 62 Ald3uen baricitinib wun 2 way 4 fadniu Yuas
1 ads sy ansaneuausInILNLe ACR20 unndfihedildsuen MTX (Gevas 39) ednaflduddamaada (P
< 0.001) uazUszavdnalumssnuninsilunasnaunsy 24 &Unsi (U7 97 wansasiadernseuanamenenesed
Usgiiuannazuuy mTSS wui naduitlé3u baricitinib 2 fadndu wag baricitinib 4 fadnsu Yuarads fiazuuu mTss

o w a

dindudesninguinlisuemaen sgsditeddnynieads ludUanvin 24 (P < 0.05 uaz P < 0.01 waeiu) (Uit 5)7



% Patients

>

Primary Endpoint 0.8 . Placebo
70 ’
ﬁ‘g}é}‘% E |:| Baricitinib 2 mg
= 0.7 4
. - * 3 I saricitinib 4mg
m 0.6
5
= 0.5
/o—o__\_‘*/) o
2
S 0.4
=
o
~— 0.3 1
w
@
= 0.2
v
—e— Placebo -
—+— Baricitinib 2 mg 0.1
—=— Baricitinib 4 mg
, : : . 0.0 4
14 16 20 24 mTSS

g‘ih'?i 5: nMswAsuuuasazuuy mTSS dUnifl 24
fimuUasain Dougados M uagaasy (2017)"
* =P < 0.05; *= P < 0.01; LSM=least squares mean

U7 4: Jovaziiineuausmnnasi ACR20"
* =P < 0.05; *=P < 0.01; **= P< 0.001

nansAnwIPhuALUasait Wi SesazueanisiineinslifisUssasdiuuse uaziineidomeneiesan
AnemslaifisUsvassinnuadiondeiui 3 ngu Sudimaiansindorsduulinnniulunguilld¥uen baricitinib
wilimumuuansnegnafitediy venanidmusmsirafesiiguiusiunislden baricitinib egaditedday Woun
seaudiadonviinlnsila (neutrophils) anas seauteuleaifiu alanine aminotransferase (ALT) S¢U creatinine
phosphokinase 56U creatinine wazsyauludusila low-density lipoprotein (LDL) Wi (a9t 2)7

nnsfnwdasulai lufiae rA Aldnevaussviienuse cDMARDs Taild 1514 baricitinib Juazads 4
UszAvuafintewaen ludueinsmisedinfiftusaznisanasweanne fennseu InsasfsmueinislifisUsvasd
Fduusiunsly 81 baricitinio TéuA seuidadenuniilnsilaanas sedu creatinine, Sydu ALT S¥6fU creatinine

phosphokinase agszaulaiuvia LDL Wity



A397 2: waansauAIlaenseuaznsUAsuLUaIA N sieaUfuRnts Tuduavin 12 uag 247

Weeks 0-12 Weeks 0-24
Placebo Baricitinib 2 mg QD  Baricitinib 4mg QD  Placebo Baricitinh 2 mg QD  Baricitinib 4 mg QD
(N=228) (N=229) (N=227) (N=228) (N=229) (N=227)
Treatment exposure—no of patient-year 50.4 523 51.0 BO.B 97.7 964
Safety datat
SAEst 84 4(2) 4(2) 11 (5) 603) 12 (5)
Any adverse event after the start of therapy 133 (8) 122 (53) 135 (60) 161 (71) 154 (67) 162 (71)
Discontinuation from study due to adverse event 8 (4) 7(3) 8(4) 10 (4) 10 (4) 12 (5)
Infections 53 (23) 45 (20) 66 (29) 79 (35) 70 (31) 96 (42)
Herpes zoster 0 3(1) 3(1) 0 4(2) 3()
Serious infections 31 1 (1) 2 (<1) 42 2 (<1) 4(2)
Malignancies 0 0 1 (<1} 0 0 1<)
NMSC 0 0 1 (<1} 0 0 1(<1)
MACES 2 (<1) 0 0 2 (<1) 0 0
Gl perforations 0 0 0 0 0 0
Laboratory data
LSM change from baselineq
Haemoglohin, mmallL 0.01 (0.03) -0.08 (0.03) ~0.15 (0.03)*** 0.05(0.04) -001 (0.04) —0.12 (0.04)**
Neutrophils, =015 (0.11) =069 (D.A1)*** =0.76 (0.11)*** =035 (0.15) -068 (0.13)* =0.72 (0.13)*
107 cellsimm?®
Lymphoaytes, —0.01 (0.04) 0.04 (0.04) —0.05 (0.04) 0.06 (0.05) —-0.01 (0.05) —0.05 (0.05)
10° cellimm’®
Plateletst f, =14 5(3) 24 (3)=*= =13 13 (4 27 (4y=*=
101
ALT, UIL -1.1(08) 1.7 08" 30 (0.8)*** -1.0(09) 2.4 (08** 43 (0.8
Creatinine, pmolL 1.0 (06) 4.0 (D.5)*** 5.0 (0.6 1.8(0.7) 5.2 (D) 55 {06y
CK, UL -7 05 37 (5)*** 64 (5)*** ~2 (15} 35 (13) 78 (13)***
LDL, mmalL 0.01 (0.04) 0.19 (0.04)** 022 (D.04)*** 0.02 (0.05) 0.22 (0.05)** 024 (0.05)*"
HDL, mmolL 0.01 (0.02) 0.16 (0.02)*** 021 (0.02)*** 0.01 (0.02) 017 (0.02)*** 020 (0.02)***

*p=0.05, **p<0.01 and ***p<0.001 versus placebo by anadysis of covariance.

nM3ANE RA-BEAM Tae Taylor wagamy (2017)® vins@nwinuu randomised, double-blind, placebo-and
active-controlled wag parallel-group trial Lﬁusﬁaaﬂa&%m U A, 2012 9 2014 Thave 281 uvie u 26 Usvinet Tned
fnquszasdifiofiny1UsyAnBrauasen baricitinib Tugitias RA fausiony 18 TTuly feeld¥uen MTX wdldnouaues
vidonusioslaild vihnsdnwn 52 dUasi Tasuustaedu 3 ngu Tushadu 3:2:3 éun nquilléFuen baricitinib 4
fiaandu Juazads (n = 487), ﬂejmﬁlﬁ%’um adalimumab 40 Jadnsu aanlaRmia dUaiiuduayi (n = 330) way
nguemasn (n = 488) laerdunisliaiuainnsléfuer MTX egnslsAnulunsdiiieilssmasnazinmunads
Fp9id 24 vidsaniugiaeagl#suen baricitinib 4 fadniy Tuazeds

MnansAnwd sz Aing WeSeuiisufungueasn g1 baricitinib fuwildufnhdusdunid 1
133N adalimumab Tutsdunniil 2-4 Fsfndregnaiidedidayludanmin 12 Ingludanmin 12 wud nguilésuen
baricitinib 4 fiadn3u Yuazads fdwiugfinovausanuinasi ACR20 snninduemaen ogreliiuddynisadn
(70% wag 40% muIFU; P < 0.001) wagnguiilé¥uen baricitinib 4 fadniu fuawads s unuiineuaussananasi
ACR20 1nnninnguilléf3u adalimumab 40 fadnsu SadnléRovds Tudunvid 12 edredldeddgmeada  (Govay
70 uag 61 A1ua1Ry; P = 0.014) ﬁdﬁﬂizﬁw%wamﬁaﬂdﬂ,ums%’ﬂmé‘famazﬂiau%qmmﬁmmﬂué’ﬂmﬁﬁ 52 (35U
68 nduitldsuen baricitinib flennsfituninguillésusmasn egnaiidedndy Tnefinisiiuresdoanas waed
ansnnmuasteitu Inefinnsanaindn DAS28 wag HAD-QI fianas egsditoddymsada (P < 0.001) (U7 68 uay
6C)[8]

NaNNIATITENNTOUINAMAEN9TE Uszifiuanaziuy mTSS wud1 nguillé¥uen baricitinio 4 fadn3u
Fuazes uay nauitld¥uen adalimumab 40 fiadnsu Saudnléfmids Sdeynseusnnmdemsfsdifutuliosntings
lssusmann ogafideddnmneadn Tudunnsifl 24 (P < 0.001) (U7t 6D)°
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HaNsAnwIAUANNUaendy wulithevensdominuatiufeswine ldunnssiuuazeinis lfiauseae

00@
—0.14
-0.24
_03_
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~0.54"
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064 ¥ _ o Adalimumab
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— - —+ dhk
08 T e ++ Baricitinib
-0.9 TT T T T T T T T T T T 1
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Variable Week 0 to Week 24
Placebo [N =488) Baricitinib (N=487) Adalimumab (M=330)

Safety data
Treatment exposure — patient-yr 197.7 215.0 1419
Serious adverse events — no. (%)T 22 (3) 23 (5) & (2)
Any adverse event after start of therapy — no. (26) 295 (60) 347 (71) 224 (63)
Withdrawal because of adverse event — no. (%) 17 (3) 24 (5) 7(2)
Infection — no. {3) 134 (27) 176 (36) 110 (33)
Herpes zoster — no. (36) 2 [<1) 7(1) 4(1)
Tuberculosis — no. (36) 0 0 1 {<1)
Serious infaction — no. (%) 71 5(1) 2 [=1)
Cancer — nao. (%) 3 [=1) 2 (=1) 0
MNonmelanoma skin cancer — no. (%) 1 (1) 0 0
Breast cancer — no. (%) 1=1) 1 (=1) 0
Squamous-cell cancer — no. (34) 0 1 (1) 0
Cwarian cancer — no. (%) 1(=1) 0 0
Clear-cell renal carcinoma — no. (36) 0 [¥] 0
Major adverse cardiovascular event — no. (36)% 0 1(=1) 0
Gastrointestinal perforation — no. (%) 0 [¥] 0
Laberatory data — least-squares-mean change from baseline]
Hemoglobin — g/dl 0.09:60.05 0.09=0.05 0.53=0.069
Neutrophils — per mm’® -300+100 -1040+909 -1400=1109
Lymphocytes — per mm? -20+30 2030 330+409
Platelet counts — per mm?* 50003000 9000+30009 -43, 00030009
Alanine aminotransferase — U fliter 1.0£1.0 5.9+0.99 5.3+1.1)
Creatinine — mg/dl 0.011+0.006 0.07 1+0.00519 0.039:0.006Y9
Creatine phosphokinase — U/ liter 5+4 54139 22+4)
Cholesterol — mg/dl

LDL -3£1 1619 7£14

HDL -0.1+0.6 9.5+0.64 4.8:0.79

# Plus—minus values are means +SE. HDL denotes high-density lipoprotein, and LDL low-density lipoprotein. To convert the values for creatinine to micromoles per liter, multiply by 88.4.
To convert the values for cholesterol to millimoles per liter, multiply by 0.02586.

1 Serious adverse events are reported on the basis of conventional International Conference on Harmonisation definitions and not on the basis of the protocol; the protocol required that
adverse events or laboratory abnormalities leading to permanent discontinuation of the study drug be designated as serious adverse events. The data shown are numbers and percent-
ages of patients with serious adverse events, up to the time of rescue therapy.

1A major adverse cardiovascular event was defined as cardiovascular death, myocardial infarction, or stroke, as adjudicated by an independent cardiovascular evaluation committee.

§ Laboratory values are reported as the least-squares-mean change from baseline at week 24 and week 52

9 P=0.001 for the comparison between baricitinib or adalimumab with placebo on the basis of analysis of covariance [ANCOVA).
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Table 2. Safety and Laboratory Data, Week 0 to Week 12 and Week 0 to Week 24.%
Variable Week 0 to Week 12 Week 0 to Week 24
Baricitinib, Baricitinib, Baricitinib, Baricitinib,
Placebo 2 mg Daily 4 mg Daily Placebo 2 mg Daily 4 mg Daily
(N=176) (N=174) (N=177) (N=176) (N=174) (N=177)
Treatment exposure — no. of patient-yr 334 38.6 40.0 65.8 69.9 733
Safety data
Serious adverse events — no. (%) 7(4) 3(2) 11 (6) 13 (7) 7(4) 18 (10)
Any adverse event after the start of therapy — no. (%) 96 (55) 107 (61) 119 (67) 112 (64) 123 (71) 137 (77)
Withdrawal from study because of adverse event— no. (%) 4(2) 7(4) 9 (5) 7(4) 7(4) 11 (6)
Infections — no. (%) 35 (20) 61 (35) 48 (27) 55 (31) 76 (44) 70 (40)
Herpes zoster — no. (%) 1 (<1} 2{(1) 4(2) 2(1) 2(1) 7 (4)
Serious infections — no. (%) 3@ 3(2) 3(2) 5(3) 4(2) 6 (3)
Cancers — no. (%) 0 0 0 V] 0 2(1)
MNonmelanoma skin cancer — no. (%) 4] 0 0 0 4] 2(1
Major adverse cardiovascular event — no. (%) 0 0 1(<1) 0 0 2 (1)
Gl perferation — no. (%) 1] 0 0 0 1] 0
Laboratory dataf
Hemoglebin — g/dl -0.19:0.06 -0.23:0.06 -0.32:0.06 -0.15:0.08 -0.280.07 -0.20:0.07
Neutrophil count— per mm? 190=160 -250=160 -720=1609 130+190 -560=170] -630=160|
Lymphocyte count — per mm? -70+50 20+50 0£50 -60=60 -90+50 -20+50
Platelet count — per mm? 6,000+5,000 20,000+4,000¢*%  29,000+4,0009 10,000=6,000 18,0006,000 31,000+5,000%%
Alanine aminotransferase — Ujliter -1.1+0.8 1.6=0.8%* 3.0=0.89 1.9:1.1 2.6=1.0 2.2=09
Creatinine — mg/dl 0.01+0.01 0.030.01** 0.05:0.019 0.03+0.01 0.03:0.01 0.06=0.01
Creatine kinase — U/liter 126 32269 6069 57+26 38223 61+22
Cholesterel — mg/dl
LDL 02 82| 16+29 23 93| 2039
HDL 0.0=0.8 7.2=0.39 8.4=0.39 0.6£1.3 5.1=1.1| 8.8+1.19

Plus—minus values are means +SE. Gl denotes gastrointestinal, HDL high-density lipoprotein, and LDL low-density lipoprotein. To convert the values for creatinine to micromoles per

liter, multiply by 88.4. To convert the values for cholesterol to millimoles per liter, multiply by 0.02586.

T Serious adverse events are reported on the basis of conventional International Conference on Harmonization definitions and not on the basis of the study protocol; the protocol re-
quired that adverse events or laboratory abnormalities leading to permanent discontinuation of the study drug be designated as serious adverse events. The data shown are numbers
and percentages of patients with serious adverse events up to the time of receipt of rescue therapy.

1 A major adverse cardiovascular event was defined as death from cardiovascular causes, myocardial infarction, or stroke, as adjudicated by an independent cardiovascular evaluation
committee.

§ Laboratory values are reported as the least-squares mean change from baseline at week 12 and week 24.

9 P=0.001 for the comparison with the placebo group on the basis of analysis of covariance (ANCOVA).

| P=<0.01 for the comparison with the placebo group on the basis of ANCOVA.

** P=0.05 for the comparison with the placebo group on the basis of ANCOVA.
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