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HEY2, 482 a= (HI2|A[EIE) (BH=El2](R))

Lff =
Z284E
18 & baricitinib 2, 4mg
2mg: stHol= “Lilly”, Ct2 H™Mol= “277F 2= HE2 2349
Etdey =38
4mg: etHofl= “Lilly”, CtE @ol= "2°7F SZ4E E=Alol /Y
HEZEH
stLt ofAte| &HROLE|AXM A (DMARDs)H HMZAs| BSOS 47{L}
Lfekdo| gle delel 555 WAl 55 &34 FOE(A 2EHe| X =
O] k2 CI=E5F0{ L= HEEZAMO|ERQ HIF0 & = JUS.

ME=std SR DI-EIAHM‘II(DMARDS) L= CIE OFFAF| LA (JAK)
AMH = HEF0{SHK| 2.

o] ek2 BAlE MFef Aaglol 2+ Foigt

AMolofM o] kel HE SZH2 1Y 135 4 mgQl. B 754 O|Ake| 11

A= _FIHHIHlE 1°' 13| 2 mg

8%, WY e MwA 2ol weiol

20| M™E £

T A= )
oz =HE1 2%‘—; Z(dose tapering)Ol 7312‘@ %IPOH EH HH_n_
120 13| 2 mg 0| & = US.
142 (KFZ'.RE.';.HI)
LO4AA37

Selective inhibitor of Janus kinase(JAK)1/JAK21)
20174 12€ 11«

1) Rheumatology, 7th ed(2019), Elsevier, Inc.



(1) chat Aake] S4429

O F/olE|A HAEA(RA; Rheumatoid Arthritis) 2 MAIM XpJF HARsIo 2
& gyl Zb2 2ol 3Nof g5 2o, N XYM AEo|lEE o
T2 X=X Lo 2atn E FAAF|D HHEE nldsto 7[s2 A
AlstA E
— RICIA|Eo| Mol stAF A2 40, 50T 7F JH&F B0 = olZ4ZE=x= Ao o}
20 oAIZRE FOEANM UMY FChE B2 Mol U= AR 304
O| Aol M 2.1%('HAF 0.9%, 0K} 3.2%)¢.

O RA z| 20| A== o2 H|AHZ0/=2Y ZHH(NSAIDs), 2F3AEZE
Fo|E, &AMl AHEY ROtE|A 2k (DMARDs; disease—modifying
antirheumatic drugs), M=t DMARDs(biological DMARDSs;
bDMARDs)Z A Lis = U2,

- Y8 BX= MTX(methotrexate) & 74X 2 Aol MAS| =H=7|T ot
Ao HEEe 4% 2y aMr Hz 2 M gy AdHE X7 dof
off h2fA chkst Bd8 DMARD QB0 Zset

- 78 FOE[A ZAEYE Jlo|=2fel(EULAR)DO| wh=8 & #Hml DMARD

HH
—

bl

|zol Almfstn L
£35S DMARDsZE F7}stALL
synthetic DMARDs) AlE& 128ig ==

bDMARDsO| =

MY

etanercept, golimumab, infliximabZt I <2
rituximab, tocilizumab 0| US.

tsDMARDsOI| =

2) Ferri's Clinical advisor, 2018, Elsevier, Inc.
3) g Wizkel, Al 19%(2017), A& MIP

4) 2016 =+ ZAF A77] 1APAE(2016), RAEA R A8y

A% A, =NA3GE

o

0o = 2IXHpoor prognostic factor)6)

2

7t UctH A
DMARDs(tsDMARDSs; targeted

A olg
/= -

TNF=inhibitor Al <2kM| 2]l adalimumab, certolizumab,

AL <2kH|Ql  abatacept,

tofacitinib, baricitinib0| U=,

L2

5) EULAR recommendations for the management of rheumatoid arthritis with synthetic and biological disease-modifying

antirheumatic drugs: 2016 update, Ann Rheum Dis 2017;76:960-977.

6) Poor prognostic factor: @ Moderate(after csDMARD therapy) to high disease activity according to composite measures,

@ High acute phase reactant levels, @ High swollen joint counts,

@ Presence of RF(rheumatoid factor) and/or

ACPA(anticitrullinated protein antibody), especially at high levels, ® Combinations of the above, ® Presence of early

erosions, @ Failure of two or more csDMARDs



(2) otFl 54

O Baricitinib=

tyrosine kinase inhibitor Hl¥ JAK(Janus kinases) 1/2 XAl

2 Zo AA kX2l tofacitinib(Xeljanz®)oll 0|2 5 M Z7H 2 A7),

— Tofacitinib2 JAK1/3 AMAHZ stF0 F H =EZst= d7A el HhH

H;gl%% 1OEI 1§| E_.?_ol- 2 ol

- = o

o
=
baricitinibe] 4% M 43S

o T Ao

£ HOo|Ll JAK2E X 5=
AK3E YA st= tofacitinibel 4
(@)

P M "o 23}, baricitinib 4mg
715 &g, A S9o| <HM

) S{7tALE ) st Al=4)
_.—4 nloq = I_HOO| EI=IA|E| o < %11)12)_

% OMMA 22X Soz 22U 4mgoll St ST AR E A, AXHE9
UMM FEM 2 HSEFMol e Yoot 2t

7) Rheumatology, 7th ed(2019), Elsevier, Inc.
8) FDA Briefing Document Arthritis Advisory Committee Meeting, April 23, 2018
9) FDA 3|7}A}8l, OLUMIANT(baricitinib) tablets, for oral use. Initial U.S. Approval 2018(2018.5.31.)

10) "|521E2] k= (FDA) 4l9] o]
+ 2016.1.14 : 1Zi NDA(neW drug application) A&

« 2017.4.12 : SASE X383k oA o]t dFEHAAL, 25 -&3Fl S benefit-risk H7} 23} unfavorbledte] 71 A5E 2438
* 2017.12.4 : resubmissioin
+ 2018.5.31 : 2mg%t &7}tk
L) Y A P A
3. TR 3Rl 4l53] Foldd ‘ A 5. YutAEe]
D 7ol ﬂﬁﬂt szt 6) AMH A ANAZ
2) 2% velo] = 9%} AT AT WAlo] o] e TR RAAN HaSAU. o] % 33,
3) Hdo| <ksle A} H|YE AR eE z/ﬂ]*”**?(DVT/PEH BE = 5% 8 Folu 4ol K= 4
== 9} o] AFANGAZ/HNASDVT/PE) AEUAE Ad SAE0lA 52 A Folsjofok
10) AeERNEZe] Slgio] e A | el o AR AMANZSAAZOVIPES) Q4 A7} vepe, o] of Feln An
o= FUsilokl, BAEE 27402 B g, A8 Amselokan
12)
=i(2017.12.) 2 §33(2017.3.) 7Rk nl = & 7}ALEH(2018.5.31.)
= st o) de] aRmtE| =AAlel] AHs] whgelA] FAV WeHde] | skt o] TNF AaAlel] whgahA] b= 4421¢]
ESET | gl golsl 52 WA F2 BEA FolE 9890 Am | FEE A T D54 ks 2ad A

;‘474 S 1‘” lﬂ 4mg<! A &2 14 13

2mg%

aw.gk |k 754 olAke] 1 A} = o%k “47H(dose tapering)©]
Aghet gt isiM = 19 13] 2 mg B3] aefE 5 s

13) A7 oAl #d el 314 (I
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O AMHE2 witM14150| FoOlE/A BEA x|Zo| gapdel JAK AHKH =
20E /3, AMTERX|EeIA  EXMEM  sHROIE|A kA
(tsDMARDs)Z =& .

- SROEIA o TS AT MW #ME
bDMARDs == tsDMARDsE F7tg £ U1, b/tsDMARDs AtEol%
EMEIL SZolX|X| o™ 2 p/tsDMARDsZ W& = US.

b BSE olyel e

(4) datre 23

O [MAA =28 &]18) Glucocorticoids(GCs), conventional synthetic
disease—modifying antirheumatic drugs(csDMARDs), targeted synthetic
DMARDs(tsDMARDs: tofacitinib, baricitinib)2l 22F& HI}lst7| ?IsH 2013
HEE 2016A7MX| FAHE FEre| M Aol tiet HAXM = &

74

(SLR: systematic literature review)o|A tsDMARDsOI| CHeF W7} Z1f=,

— 8702| baricitinib =%, 9702| tofacitinib =¢lolA F Ao ©tE L&
MTX BH3H2 ciefst SXZ(MTX naive, csDMARD EE= bDMARDO| Ht
SoHX| o= BRHollA fI2kx CHH|(background MTX) EtE E5IAUS.

O [RCT, RA-BEAM]'9) MTXo| Bgt30| =&F=¢ FOIEA ZAESE 2K}
(n=1,307)8 OIAM2Z bparicitinibel =3IE ol27| st 2k o
adalimumab CH=, O|=WAH 52F 34t °'”A|3401|H MTXZE background
therapy2 st [k, baricitinib 4mgw, adalimumab®=2 2 3:3:2 H|&
2 Lo Alget Z3f X} %ﬂPH.jT._ 2|2k tHH| baricitinib 1234
ACR20 EBFZE20)2 baricitinib@0llM =%S(70% vs 40%, p<0.001).

14) Ferri's Clinical advisor, 2018, Elsevier, Inc.

15) Rheumatology, 7th ed(2019), Elsevier, Inc.

16) EULAR recommendations for the management of rheumatoid arthritis with synthetic and biological disease-modifying

antirheumatic drugs: 2016 update, Ann Rheum Dis 2017;76:960-977.

17) 2015 American College of Rheumatology Guideline for the Treatment of Rheumatoid Arthritis, ARTHRITIS &

RHEUMATOLOGY Vol. 68, No. 1, January 2016, pp 1-26.

18) Chatzidionysiou K et al. Efficacy of glucocorticoids, conventional and targeted synthetic disease-modifying antirheumatic

drugs: a systematic literature review informing the 2016 update of the EULAR recommendations for the management of
rheumatoid arthritis. Ann Rheum Dis. 2017 Jun;76(6):1102-1107.
AAA T sz E37ke] o] dA(heterogeneity) 2.2 3] WEREA-S 3514 9k

19) Peter C. Taylor et al. Baricitinib versus Placebo or Adalimumab in Rheumatoid Arthritis. N Engl J Med 2017;376:652-62.
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— Baricitinib= adalimumab CHH| 123® ACR20 HrES&I3} DAS28-CRP21)
ol 21 sHMezE FHEst ZuE EFZ(ACR20 response: 70% vs
61%; p=0.01, DAS28—-CRP: —-2.24 vs —1.95; p<0.001)

- 243 FZOF o|MHIZeZ AldE Jtist X Hg2 Y 3%
baricitinib@™ 5%, adalimumab/ 2%0|11, 52F7tX|2| =Cist Oo|AtHIS
2tM & (SAEs; serious adverse events)2 baricitinib® 8%, adalimumab

™ 4%,

O [RCT, RA-BEACON]22) 17}x| o|Ate] TNF XM L= MESSHH
DMARDsoOll H+S3HA| fHLt ELiad el FotE[A 2EY X (n=527)E Of
Ao ok f{ef X, o|FYH, 24F 34 MoM 7|E SESHH 2=
2| 2F, baricitinib 2 £&= 4mgE F0ist= 2tA}t HIES 111112 510 AH
ot Zab X 2ot =2l 2|2k td| baricitinib 4mgel 12F#W ACR20 &

=) 5% vs 27% ! (p<0.001)

55
- OI%"FJ%QE olst B0 ZEIE2 92k, 2mgd, 4mget 220l 4%,

=
= Baricitinib 4mg—EOﬂH A 712 S0t 2742 FRTE Ald A AlZd0|

M S D, baricitinib  4mgEs =£&%t &S#X F 2-Ho|AAM
nonmelanoma skin cancer?t MG 2.

O [RCT, RA-BUILD]23) M=3stX DMARDsE =&¢%+ Mo| g1, 17X o|4t
°| csDMARDsO| ©tE3stA| AL LM el FoOtE[A ZEAH SHAHNn=684)
E oMoz & 9=, o|5WAH, 243 34F A0 A background X &
£ SFAISIHAM @2k, baricitinib 2mg, 4mgT 2 Z 1:1:1 HEZ LI5o
sk 2l 11Xt Zat el <k tiH| baricitinib 4mgel 12 ACR20

HHEE2 62% vs 39% & (p<0.001)

- A =2 7|2tSer o|AtHlEs B E2 2|2k baricitinib 2mg, 4mgT ZHZHof
M 71%, 67%, T1% =2 FAlstG 0, Azt B2atg 42 EE5Q 0 2hAy
E2 ¢ FASEA2(5%, 3%, 5%)

N

i

20) ACR 202 ‘@d =, 2X oo tid JAy/2xte) 371 &5 A&, 94 $A47] v 22(ESR &= CRP) R & AEAE o&
g Aolloll Wi 715A SANM 42 20% TS oV

iy
21) DAS28-CRP+= C-reactive protein(CRP) =4S 53| 2871 w4 AW L2 =Xl = A FE 147 5255 Ay A=) 52
22) Mark C. Genovese et al. Baricitinib in Patients with Refractory Rheumatoid Arthritis. N Engl J Med 2016;374:1243-52.

23) 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.
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O [RCT, RA-BEGIN]24 csDMARD % bDMARDE S0t Mo| gl= FOIE
A oAEH AN n=584)E &2 oF FAke| HiY, o|&WH, 523 34t
QIAMO| A MTX, baricitinib 4mgt, baricitinib 4mg+MTXT 2 2 4:3:4 H|
22 LS50 Algst Zof 1xF Z2H =2l MTXZ Y| baricitinib 4mg &
EQH 24FM ACR20 HF2E2 77% vs 62% =2 HESMES AS5¥S(p
<0.001).

— 2R} At =0l 24Fm MTX CHH| baricitinib EtS28 2] ACR20 2 &
of chet M HAZo|AM baricitinib2 M S EF2(p<0.01).

- 52% ¢t olatits ez olet F0f SHtE2 MTXI, baricitinibb B=a
baricitinibt MTX #H&& ZZollM 5%, 6%, 11%0|11, SCHEH O[AEHS
LUME2 10%, 8%, 8% .

o[ 7425)

—

(5

100
}OI'

)

O bDMARDZ2} tsDMARD= &2 CHAOIAM MEigr 4= A= 2FHo|Ll, Z|FH]

wlat MEHEA ZzfollA bDMARD 7te|l ®elet x|Z=1 Xfol& 812

0f bDMARD E= tsDMARD= <2FA[off 2} ':P Xtol7t ULt
;

cDMARD(gfd FOME[A 2FA|) et HESH= Aol &2t

0o > kru

- ob2 MEAl SUPEEO|LL O|F B2, Al JHSN, Fof 7| o H=of
st M3 S2 FEse

2 J2{sto] 2N E MEHSID, baricitinib2 4T
M Z cDMARDRI B2 Al A+ Footez xgg = U= HHo| /US.

O AMHEZL2 “SlL} o|ate] atROME|AX M (DMARDs)O| MA3S| d %ﬂxl 2L
LjekMdol gle AMelo %Sé‘ WX &5 &34 JFolE|A~ 2Ege X270

stk 2Nz, A 2 330l {72 adalimumab, etanercept,
golimumab, infliximab, abatacept, tocilizumab, tofacitinib 0| S = 0f

e 2 Al 7tsd 2 1 Al A9 2LF LA FE S "I
= gl Xail' ':Oﬂ CHstH .HLI—I x—||67c(7t|EA|- HIEA| ZR3ICt] _u_|-|:_|-E_| ol:;.”)

24) Roy Fleischmann et al. Baricitinib, Methotrexate, or Combination in Patients With Rheumatoid Arthritis and No or Limited Prior
Disease-Modifying Antirheumatic Drug Treatment. ARTHRITIS & RHEUMATOLOGY Vol. 69, No. 3, March 2017, pp 506-517

25) thehvie s3] (), - <hu oS ()
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(7) 2047|& dEZ3t

O 2ME0d7|& ~2d=(LA} 20184 28 21¢)

T & MEQI™7|&E 3 gkt
[142] S{7tAFEE &R LHOA] oot 22 7|ECZ F0i A| RLAFE 2IHs, 5 2IH
Baricitinib 7|F ol2loll= kgt MMUS AL REHES o
47| - o 2f -
(ZY: 7b FoicH At
SF0|MEH ACR/EULAR e =(20104 MAH)oll Fetstes Mol JFoOE[A ZEA EHX}
22| O §) chE of JiXloll slfiEsta & JiX| —’c'f—-?r [AHMTX(methotrexate) Z )9
DMARDS(Dlease Modifying AntiRheumatic Drugs)® 67H°’J O|&HZt 371& of
2h) A =2 eLt, A 2E20It 0|FstAHL AV 2kEe FaE S22 X =
£ ZCish sXHChat MTX AFE0| 271ssH ZH st EEE AEH SS9 4o
= MTXE H2lst & &7 0|42 DMARDs AtE)
_ |:_|. % _

1) DAS280| 5.1 =z}
2) DAS280| 3.2 ~ 5.10|12 &t HAF & 2E E&o Tdo|

% DAS28(Disease Activity Score in 28 joints)

o DAS28(ESR) = 0.56X+(TJC—28) + 0.28X+/(SJC-28) + 0.014XVAS
+ 0.70XIn(ESR)

o DAS28(CRP) = 0.56X+(TJC-28) + 0.28X+(SJC-28) + 0.014XVAS
+ 0.36XIn(CRP+1) + 0.96

L

o| = (=}
U= EF

TJC: &s 2E=
SJC: #& HHE=F
VAS: &tAte| MubMol AEfE T

Lb Hohakd
1) S 2N E 67t A2 & HIIA| DAS280| 1.2 O|AF ZHASH A2 F
7F 670 Zte] AlES CI™ T
2) o|=oll= e7f&oict WIS stod A 67iEmel "It ZaP FXI=H X
Exol F0{E 2l™Et
Ch S| ARIXIUIZESH A (TNF-o inhibitor: Adalimumab, Etanercept, Golimumab,
Infliximab ?AWI) L= Abatacept, Tocilizumab FAMKO| &2} giAL &M
oz Fokg X&EE = gle 8F = 5243k VMo 2e4o| e d (1
et o= zA 67 FOIE RXIsHEE AHDEhol = UM Z W F0d
(Switch)& 5012 °2ldsin, o Zoll= wxXFo{o| st F{LAME HES)H
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I
of. = 2HHle| S{7IAtE & ALE & "BIAM(:UI —)’%
0935}to{of &t
Ht. & 2HE AlEsts dol= "TNF-a inhibitor AFS Al &=EZSH x| 2X|
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(8) MeUZ oIt 1 #ig

O 2mg2 A7 77i=(0l=, &2, Z3d=2, 54, ol=e|ol, A9|A, d=) 7o
T =0 AL, 4mg2 ol=g HMelet 674 =0l $r =0l US20)

O Hel= motzm
- PBAC

(2018 3¥)27) : Recommended
sotet otdd EMHoM A 2k el bDMARD tHH| &42 HEO[X]
stz JIE XEot bDMARDRI| H|S-%[423t 2ME2 EZE
baricitinibs H1&t.

— SMC (20174 8¥) : accepted for restricted use

XX =

=35 FOIE[A AHANE =2AHDAS28 5.1 O|AH)Z @ csDMARDs #H&
OEHOH': HFSSHX| 2HLE, @ TNF antagonist2 =& EX| &= 4%

= @ rituximab2 AIEE = fle XA Bh= E= MTXR2Fe| ¥
%RFQSE AMEste A2 ADngt

/ .

— NICE (20174 8%l) : accepted for restricted use

» =Z FolE|A 2 EY StXHDAS28 5.1 o|AhHE D csDMARDo]| gt
SHX| 4L}, @ st ofatel ME=sSHAM DMARDsOHl BRSSHA| 2410
rituximab= AlSe = gl= &< PAS(patient access scheme) =74

oF ChE EE MTX2lS| HEeWo=R AlgStE US FIE

% CADTH(EFHLCH) &E7F 2ot 8lS.

26) H=ro A 2mgit 3715l Wk

27) & 39(2017.7, 2017.11, 2018.3)°] ZA Public Summary Document’} @=L, 1, 2xbollA H7PF dA7|(deferred)® At
chmcal need”’} E&Hxslar obdAd digk 271 o™, TGA H7Hdelegate's overview)7} HF% 7] wliE<d.
* The PBAC noted the availability of a number of alternative bDMARDs listed on the PBS for the treatment of severe RA
and concluded that it was uncertain how baricitinib addressed a clinical need that was not provided by another bDMARD.
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