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Folelagdge BaS At B AAY 934 AtEeanos dvle Wl &2 5 i

Fute| AW A A ] A 7ofA|of= HlAHZo|EA FAANSAID), SF3FE]FO]=(glucocorticoid), A
AA A immunosuppressant), A s} FFotE] A A (FFUHE] AA|, disease—modifying antirheumatic drug,

DMARD) 5o] 9t}

o] % Fgutg 24 (DMARD)OIE 3A] §4 &5Fobe A4 (synthetic DMARD, sDMARD)9} A3E8H4]
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&-Fute] A4 (biological DMARD, bDMARD)Z Y& 4 At @AGFute|AA4lE oA 53 4 &
ubE] A4 (conventinal synthetic DMARD, ¢sDMARD)®} 322 g4 d-Fute] AA | (target synthetic DMARD,
tsDMARD)Z Uit}

2 tsDMARDS! JAKQAA Baricitinib(BH]AJEld, AE%: 220]9E 4, Olumiant®) bDMARD?!

IL-6 AAA Sarilumab(AtE 25}, A= ABA e} 3, Kevzara®)o] A7)= ek

Baricitinib2 9% A HolEZFl(pro-inflammatory)®] AT HGHAAA JAK family <1 JAKI,
JAK2, JAK3, tyrosine kinase(TyK)2 & 47} Ql4tstaAo] 28 F JAKIL, JAK29H A=ix o=z oA|sto]
3 Y& o]%(translocation) S 2FeHgtth HHH 719 tofacitinib(ZF: A2 A, Xeljanz®)L o5 4717
A4E BT oAk &8-S 7HAAL ok 59] o]& JAK AAAEE 71ES bDMARDeN= 28 AHFA=

ofe] wa|4dol L Aol FA7E AGEA e e 7HAAL A
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Sarilumab ¢+A 217t [gG ©HEE3 A o)1 7]&9] tocilizumab(HZE: otellal F, Actemra®)-2 1713}

[gG FEZEFAZ F oA % 7184 IL-6 F8AGIL-6R) &= Alxet ZA3td [L-6 4+8A(mIL-6R)
Agsto] IL-69 wiZid AeAd
o) AAEE ttHEAA (pleiotropic) B% A AolE7IRICR E3| FutgATAHe] 435 HA A

A W 2 Aol A4
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= T A=, B Alx, a3 I 5ok Z(fibroblast) ]l

o] £ ylofe WEEUACIEMTX)IE AT sht ol4pe] GRutel 2AADMARD)S] A3 Mgt
AL Wergel g 49 55 WA $3 B4 FUHABEEY Az S50 FoiEandy

gAre] ofA Adde] Zo] tpfs A o= Jiig &+ Ut

A|OE
[ My |

[ Baricitinib(#F]A B, A1ZE: 2209 E A, 2mg, 4mg, Olumiant®, L))

Baricitinib®s ¥ WA JAK AAAZA 20179 29 53 EMAS 20179 12€ =l A s ol4de]

OFE]2AA(DMARD)O #483] RH-go12] 47y efdel fle 499 S35 WA 55 &84 FrtEx

_ﬁ_
wEH] A5 A=A CH 1] FDAAE AS 59 ASA 2 T8, HAd #9 dA=7E 75
Stth= A2 SR gt ohxIgh 20189 64 H| FDAE o] ¢FAl 2mgoll thafAgt ‘1F ol 2] FF
HARJIZH(TNF-a) AAA] A== EFotal §Egol F72 42 F5e~55 4 54 FuteLAd
e exe] Ao A= SRSk

o] oMl = FH EMASE =iollA “dRlofA o] oFo] A8 1Y 13] 4mgoltt. ¥t 754] ool 115
22t g = A A9 BElo] e SelAR 1Y 18] 2mg &%l AES 4 UthES, 19 19]
dmgo =2 AW SALIt &Koz AT 85 AT (dose tapering)o] ARRE St WAL 1Y 13]
2mg &5l 1HE & Qloh) EE ‘o] ofAl= Ad X 4(absolute lymphocyte count, ALC)7F
500cells/mm3 vk, A of &FF4(absolute neutrophil count, ANC)7} 1000cells/mm3u|etel &2} E+=
S HIFEHF2|7E 8g/dl mIREQl 2ot FoE AlAeHA] Yeth 2 SRIESIH. o] A= TEF
F= HEEACIES} HE Fofd 4 o B84 FRUTE]AAA(DMARDs) EE thE oFFA7|LHA|
JAK) A A eH= B8 FoIg 4 Qi

>

ol oAl JAK 13 JAK 29] 7F=#]l A=2] AAA=A JAK 13 JAK 2 m4ao] @43 JAK-STAT

A=
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JAKAAAIE cytokine(AFAZ7F EH|sh= gdlid)o] AFHee dorle Adedd #4Y F JAK

family & JAK1, JAK2, JAK3, tyrosine kinase(TyK)2 5 47}A] Ql4tsta 4 9] 2H8-& Zdsl=t] tofacitinib2

OlE 4714 E4E R5F Aol WHH baricitinib2> JAKI, JAK2TE Aeid oz AAqict,

m Sarilumab(AFEE 5, AEW: AV} A, Kevzara®, Regeneron)

Sarilumab2 IL-6 =8¢t Agst= & ATt [gG HFEEFAICIH. o] FAls IL-6 84 JAA=
20178 54¢ 1] FDACA HEEZAANCIEE 2AT sk ool FRutEAAA(DMARDs)O] 43| HHe
SHA] AU Hebdol fle A4 $5F5 WA $5 284 FrutE2tddo Ao ed=HdeH

L obx] 47jEA) ghgeh. o] oFAle W 2%nitt 200mg WaFARGY.

o] kAl AT AlEer Add IL $8AGIL-6R BE mIL-6R)o] Agste] IL-6-m7d A5H
98 Zgsich [L-6= T A%, B Alx, o1 o FAIZ(fibroblast)ell  oJafl AJAH chHEHEA
(pleiotropic) AAEFA AolEZIRIoItt, [L-6+= T AlX &4, W24 BH|9 4k, MY J47] o9

FHO A, 2T 2B ATAE FA3 Boje) 437 2o ot FeNeS fEskn ok G
IL-6 FubelAvrEd 28 @3 Thgel 9% Wi B ) IL-69 4 A fEshs Tt iy

Alzzof o5l A4 Hdt.

IL-6 signalling | IL6 signalling |
b fi Qlokizumab  Sirukumab

Tocilizumab Sarilumab Tcm!nzumabSanI;Jmah ﬁi @%
Y= \a % J=2A

d i ~ MEDI-5117 Clazakizumab
Soluble IL-BR __.-*" L]
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%Humanized antibody E-%Fully human antibody|

Mature Reviews | Rheumatology

a8 20. Tocilizumab vs. Sarilumab
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o] 571

@ Olumiant®] YAA

54 (Clinical efficacy)

AdA-+(RA-BEGIN, RA-BEAM, RA-BUILDRA, RA-BEACON)+= ACR/EULAR 2010 criteria®] wzt

184 o]At<]

< e

St Be

el

™

A

AL o5

RA-BEGIN-& 52F7F o]& o MTXo|
Olumiant 4mg QD+MTX Foli Hlu Uz} H712] E(primary endpoint

(physical function, HAQ-DI),

(low disease activity and remission, SDADE =
RA-BEAM 5253t o]fo] MTXel| =F&¢

QD Tt Adalimumab 40mg SC Q2W Fof

A 71

joint stiffness)E =7t Th.
RA-BUILDRAYX 24%F7F oA cDMARD?]|
4mg QD FoI#¥ Olumiant 2mg QD Fol 2 ¢

715 (HAQ-DI), FAtd 4

stiffness) & =45ttt

RA-BEACONE 2457+
Fo# 7 Olumiant 2mg QD Fot
(HAQ-DI), @ 2 % #ste} 7

TEEoA FF&
6Hl o] F (tender), 6769 FF TE(swollen joints)E 7+

T2 349

(HAQ-DID), A5

o] S5 FutelATE A AE digez UYPsih(Table 3). thit
A& 712 2] (baseline) 2

2] 3]
1

T 44 o]At
D Fofat

| 8l &35 g e= Olumiant 4mg
, 2454 ACR20 &A), A4 7%
T Astet sy

A 7o

15H2 Z13f(radiographic progression, mTSS), 2% 24

WApgets 4l
Qsteiet.

E AR Olumiant 4mg

rot

o,

e A TS Ad
T 9oy Hlw A WA (1234 ACR20 =4),
AP (mMTSS), ¥ A= Aste} B (SDAD ¥ 2 W& 7 (morning

A 2 tjAroe 2 Olumiant

b B E(12FA ACR20 £3), A4

ot
ridk

ki
fl

ok
AYPmTSS), EH AL AHotet Hof(SDAD ¥ 2x ¥E 73 (morning joint

o2 Olumiant 4mg

AAl 71%E

o]l TNFo|| &
Az} WIIAE(12F4 ACR20 =3),

JIN'
_°|L
8
o)

T (SDADE
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Table 3. Clinical Trial Summary

Study name | Population Treatment arms Summary of key outcome measures
{(Duration) | (Number)

RA-BEGIN |MTX-naive! |e Olumiant 4 mg QD

Primary endpomnt: ACR20 at week 24

52 weeks) |(584) o Olunuant 4 mg QD + MTX » Physical function (HAQ-DI)
« MTX » Radiographic progression (mTSS)
» Low disease activity and Remission (SDAT)
RA-BEAM |MTX-IR? * Olumiant 4 mg QD * Primarv endpomt: ACR20 at week 12
(52 weeks) [(1305) * Adalimumab 40 mg 5C Q2W * Physical function (HAQ-DI)
® Placebo » Radiographic progression {mTSS)

Low disease activity and Remission (SDAT)
WMormning Joint Stiffness

All patients on background MTX

RA-BUILD |cDMARD-IR® |e Olumiant 4 mg QD * Primary endpoint: ACR20 at week 12

(24 weeks) [(684) * Olumiant 2 mg QD Physical function (HAQ-DI)

* Placebo » Low disease activity and remission (SDAT)
Radiographic progression (mTSS)
MWorning Joint Stiffness

On background cDMARDSs” if on
stable cDMARD at study entry

RA- TNE-IR? » Olumiant 4 mg QD * Primary endpomt: ACR20 at week 12
BEACON  [(527) » Qlumiant 2 mg QD » Physical function (HAQ-DI)
(24 weeks) # Placebo » Low disease activity and Remission (SDAT)

On background cDMARDS®

Abbreviations: QD = Once daily; Q2W = Once every 2 weeks; SC = Subcutaneously; ACR = Amenican College
of Rheumatology: SDAI = Simplified Disease Activity Index; HAQ-DI = Health Assessment
Questionnaire-Disability Index; mTSS = modified Total Sharp Score

I Patients who had received less than 3 doses of Methotrexate (MTX); naive to other conventional or
biologic DMARDs

? Patients who had an inadequate response to MTX (+/- other cDMARDSs); biologic-naive

¥ Patients who had an inadequate response or were intolerant to > 1 cDMARDs; biologic- naive
*Patients who had an inadequate response or were intolerant to = 1 bDMARDs: including at least one
TNF mhibitor

* Most common concomitant cDMARDSs included MTX_ hydroxychloroquine, leflunomide and
sulfasalazine

1. 9AFA Y2 (Clinical response)

e AFolA Olumiant(OLU) 4mg QD Foj+2 Qof oiH] 1254 Qof(PBO), MTX H¥
adalimumab Foi ofH] FAHCo®E FOoetA © =2 ACR20, ACR50  ACR70 ¥ge2 YErWH
(Table 4).

Olumiant 4 mg @5 E+ cDMARDs ¥-§ FolZ 97 F= MTX ©@EFo7 Hoh 45 E+= £F
WAy 4, 22l oJAke] global assessment, HAQ-DI, 5% ©4 T+ CRPE Z3HsH BE ACR W8 &
A BE AR5 /NAE At RA-BEAMC] A3} Olumiant 5972 adalimumab(ADA) Foj+ Ht}
12, 2454 2A9}F 2JALS] global assessment, HAQ-DI, 5% 4 = CRP7} @AsHA 7HA =it
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12 (Remission and low disease activity)

MTX Fot tiH] 12, 24574 =2 Holl&(remission, SDAI < 3.3

DAS28-ESR / DAS28-hsCRP < 2.6)°]

ISSUE &
TREND
2. Bol& T AY BT A9
Olumiant 4mg T2 At &2
and CDAI < 2.8)°] FAAC=2 HA5HA E3}th(Table 4).
Y A723% 2% Olumiant 4mg Folwt2 9ot &2 MTX T tiv] 12, 24F4
#5hg T W8 (DAS28-ESR / DAS28-hsCRP < 32 T
EAH02 AN w3t
ok tiH] 45 ojde] TEH w2 HE9 ToleS AVl FHAXAE o A 24z dofen d9
4= Askeo] FAHAU.
Table 4: Response, Remission and Physical Function
Smdy RA-BEGIN FA-BEAM FA-BUILD RA-BEACON
MTH-naive patisns MTX-IE patisnts cDMARD-IK patients TXF-IE panents
Treatment |[MTX | OLU | OLU | FBO | OLU ADA | PEO | OLU | OLU | PBO | OLU | OLU
Froup dmg | dmg 4mg {0 mg 2mg | 4mg 2mg | dmg
+ MTX QW
1] 210 | 159 215 | 488 487 330 | 229 237 176 174 177
ACE20:
Week 12 7T %40 % |70 %M |61 T |39 % |66 9277(62 %% 49 3™ |55 %™
Week 24 TR 3T % (T4 %Y |66 % 42 % |61 %TT(65 WTT[2T % 45 9%T[46 W
Week 52 3 %™ T1nt [s2% | |
ACES0:
Week 12 |33 % (35 %" [0 % ™"|17 % |45 %™ 11|35 9™ |13 % (33 %™"|34 %™|8 % 20 %™ [28 %™
Week 24 |43 % (609%™ [63 %" |19% |51 %™ (459%™ |21 % [41 %7744 %713 % [33 %" |20 %™
Week 52 |38 % |57 %™ |62 %™ s6%t |47 | |
ACRT0:
Week 12 |16% [31 %™ [34 %™ |5% [|19%™T [13%™ |3 % 18%:™"[18 %™™|2 % 13 %™
Week 24 [21% [42 %™ [40% ™|E% [30%™" [22%™ |8% 25 %724 %P % 13 %17
Week 52 |25 % (42 %™ [46 %" 37 % 31% | |
DAS28-hsCRP < 3.2:
Weak 12 ' 56 37714 % (44 % T35 9T 1T % |36 %7739 % % 24 %732 %™
Weak 24 60 %™ |19 % 525%™ [ME%™ |24% [46%™[S2%M™III%  [20%" [33 8™
Week 52 63 %" 56 %7 [48 %
DAS2E-FS
Week 12 34 %" |7 % [24 %™ 21 %722 %7 % |
Week 24 39 %" |10 % [32 %™ 29 %7732 %7 % 17
Week 52 45 %™ 39 % | |
SDAI<3.]
Week 12 |62 [14%" [20%™[2% [B%™ [7%™ |1% 9% (9% |2 % 1% 5%
Week 24 [10% (22%™ [23%"™"[3% |16%™ [14%™ 4% 715 %2 % 5% vl
Week 52 13 % [25 %™ [Bosw™ 3% [18% | |
CDATZ 28
Week 12 |72 [14%" [19%™"[2% [8%™ [7%" 1% 0979 %™ |2 % 3% 6%
Week 24 [11% 21%™ [22%™ 4% [|16%™ (129%™ [|4% 15 %715 %™ 3 % 5% 9 %"
Week 52 |16 % (25 %" [28 %™ 22.% 18 %
HAQ-DI Minimum Clinically Important Difference (decrease in HAQ-DI score of = 0L30):
Week 12 [60% [B1o% [T7% " [46% (685~ |e4% |44% |60%™|s6%™ 35 % i45 % ii-l T
Week 24 |66 % [T7%" [T4% [37% |67 %™ [60%™ |37% |38 977|535 % |24 % [41 %™ |44 %™
Week 52 [53% (65 %" [67 %™ 61 % 35%
Wote: Proportions of responders at sach nma point based on those imtally randomized to treatment (). Patiants
whe discontinued e1 received rescue therapy ware considered as non-responders thereafer.
Abbreviations: ADA = adalimumab; MTX = methetvexate; OLU = Olumiant; PBO = Placebe
Epo= 005 ¥ p = 001; ¥ p = 0001 vs. placebo (vs. MTX for study RA-BEGIN)
Tp=00%1Tp=001; T p = 0.00] vs. adalimumab
©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000
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3. WAPASHA ¥ (Radiographic response)

RA-BEGIN, RA-BEAM % RA-BUILDoJA %2 4 &44e] 2 Olumiant Foj<-9]

A= ARASHA ®IstE HIEEQIY mTSS¥ 9 = wigt oot WA @4 Hp(the erosion score

N2
4z
2
2
ot

and joint space narrowing score)& ©]-85toiA = H7IE Tt

Olumiant 4mg Folit2 T2 &40 Ado] FA 2z dASHA A= ArH(Table 5). H4¥ 2 F3F
Fo3 AFolo] BAL HytA ~Fofet A5ttt Olumiant 4mg Folw-2 24, 5254 WHAAsH 13

o] RI=(mTSS change < 0) &ate] Hlgo] flof v @ASHA =7 Uebdr:.

Table 5. Radiographic Changes

Study RA-BEGIN RA-BEAM RA-BUILD
MTX-naive patients MTX-IR patients cDMARD-IR patients

Treatment | MTX OLU OLu PBO* OLU ADA PBO OLU OLU

group 4 mg 4 mg 4 mg 40 mg 2 mg 4 mg

+MTX Q2W

Modified Total Sharp Score, mean change from baseline:

Week 24 0.61 0.39 029" .90 041" 033" 0.70 033" 0.15™

Week 52 1.02 0.80 0.40" 1.80 071" 0.60""

Erosion Score, Mean change from baseline:

Week 24 0.47 0.33 0.2¢" 0.61 0.29™" 0.24"™ 0.47 0.30 0.11%

Week 52 0.81 0.55 034" 1.23 051" 0.42*

Joint Space Narrowing Score, mean change from baseline:

Week 24 0.14 0.06 0.03 0.29 012" 010" 023 0.03" 0.04"

Week 52 0.21 0.25 0.06 0.58 021" 0.19"

Proportion of patients with no radiographic progression®;

Week 24 68 % 76 % 81 %" 70 % 1% [ 83% [ 74% 72 % 80 %

Week 52 | 66 % 69 % 80%" |70% 79%" | 81%

Abbreviations: ADA = adalimumab; MTX = methotrexate; OLU = QOlumuiant; PBO = Placebo
2 Placebo data at week 32 derved using linear extrapolation

" No progression defined as mTSS change = 0.

*p=005 **p=0.01:*** p=0.001 vs. placebo (vs. MTX for study RA-BEGIN)

4. AA 715 ¥r-83 AZ#E A3 (Physical function response and health—related outcomes)
o

Olumiant 4mg®] TE8¥ 7 cDMARDs9t] B4aHe 12, 24 9 5254 LE d2w(Yfd, MTX,

—

adalimumab)¥} ¥]w HAQ-D
(HAQ-DI = 0.30)°] &3t gxte] vl& E3F 1254 Olumiant FoFo] ey MTX FojFo] vl
stol o =th(Table 4). RA-BEGIN¥t RA-BEAMOA = 15 oo BEEUH fAE0] 525 ol {4
= oA},

of o8 SA AA 7lsel A A=A, Aoz dAE A

ZFE(QFE, MTX, adalimumab)™} B 1254
0-100 visual analog scale® 73 Ay} AA5HA 7=t RA-BEGINT} RA-BEAMof|AoA= 15

olfe] HEEHIUY FAHLR AXT FF HaTF 525 ol FAIHUH.

9 ©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000
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RA-BEAMY} RA-BUILDOJA] Olumiant 4mg T2 Yt &2 adalimumab Fo|3}t H|w 1257k

=
E
AA dLdHA7|=(daily electronic diary)E o]-83 B|AH FgE A&7 (mean duration)t 22 34
s
2]

yao] 3570 @45 A,

[e]

N

= dFA Olumiant Fow2 @59 (36) 117 ZAHShort Form(36) Health Survey(SF-36) Physical
A-HAoghe]l A 9 wbyd Aetke] mz3 715%7t

P~
2,
s
fu
G
o
)
l

Component Score] Al &

LULEN WLk

(Functional Assessment of Chronic Illness Therapy—Fatigue score, FACIT-F) ZXoA m=zzto] 7§14
=] 31t

5. Olumiant 4mg vs. 2mg

Olumiant 4mg¥ 2mg®| &%l et §84d9] Ztoli= bDMARD-IR SAH(RA-BEACON)oA 167} &

WA 2 E WA 29} ESRO ACR HFSaHEEo] 2474 9JokZ di¥] Olumiant 4mg Eol7o] S
oz AAs] MAEHJAAT  Olumiant 2mg FAT2 MAEHA  Fekeh. F7kske]  RA-BEACON
RA-BUILD % ¢4 Olumiant 4mg Fo7-2 Olumiant 2mg Foj7 Hr} oFa 2do] tf w27 vhet
WAl ofme] He7E o WA YeEbdT.

d71 9 FAAFANA 2AIA Olumiant 4mg QD Fo4% 15719 & A 4= AsHa(CDAI < 10)
of =&3qt RA-BEAM, RA-BUILD ¥ RA-BEACONS] A& 1:12 ¢ AujAdste] Olumiant 4mg
QDE fAstAYU 2mg QDE #Adstalet. &9 titke= CDAI scoreo] W AW FAE she &2

=2

Bl go] 2% =it

o 12FA: 4mgFAAT 93%, 2mg A FolT 82%(p < 0.001)
« 2457 dmgFoAdt 85%, 2mg T FoIT 76%(p < 0.005)
« A8FA: AmgFold 18%, 2mg AEF FolT 59%(p < 0.005)

4 BAE ASH W e ek AstEAd dos BAES dmgoR WAAL o) hAl By

=l

X

E

o

O
o o

| £

m] Kevzara

= 2015 ACR Hutg|l2349g 8 A g¢1zs
. 2o EAA F5 B FutEATAEE A IARA L] AT A (Design of Clinical Studies in

Adults with Moderately to Severely Active RA)

? ©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000
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AAFAL(Study 1, 2)= ACR/EULAR 2010 criteriao] whe} AgE 184 o]Ate] 5 LoA 39| 54
FUFE AT QRS di o g2oto] Jgsigint. ti4d s 4 83dY] oF, 67tl9] FEo HERE
7H 22 71 A 2] (baseline) 2 SF T

Study 12 MTXef| 4 wh§o] &F&3t
KEVZARA 150mgZ | 2
HZB3 g2 KEVZARA 200 mgE ©

9l 2 MTX3} w-gsto] KEVZARA 200mg,
FARste] MTXeF B85 fof2at dix Atk 165 § §Hgol

N
)
N
lo
il
= &
_O,l‘,

Study 2& ?7FA] &2 1 o]A°] TNF-a <AAlel 4 ®hgo] 5%

o

9E wAe oo
csDMARDMTX, sulfasalazine, leflunomide, ZE+=/%2 hydroxychloroquine)¥ ®-&35to] KEVZARA
200mg, KEVZARA 150mg2 o] 2% 71Ao2 malzAtste] MTXeH H4a ojerzt vjmstdeh. 125 &

HSo] BB glal= KEVZARA 200mgE ") 25 FAIE FAIsHh

i

rl

Study 13} 204 Az} H7|®E 24534 ACR20 HHgof 243 2ol H|&o|it} o2 F9 7R EZ
HAQ-DI A2 AIZHAA Study 12 165F4A°]1L Study 22 12F#40]| o™ mTSS S AR A
Study 12 52F#o] 3]t}

2. YUA2(Clinical Response)
Study 18} 204 ACR20, ACR50 & ACR70 ¥hgof ©43%t KEVZARA+MTX/DMARD Fo|te] Wii-&
S Table 49 9Jt}.

T 4o KEVZARA 200mg+MTX/DMARD Fof#3¥ KEVZARA 150mg+MTX/DMARD Fojit &
= 2428 91k MTX/DMARD EojHt} ACR20, ACR50 ¥ ACR70 ¥2-Eo| ©] E=9fct

Study 13} 204 KEVZARA 200mg+MTX/DMARD Fofit3t KEVZARA 150mg+MTX/DMARD Fof+t
L T A7 HEF AHAM YIF+MTX/DMARD FoJitHth Disease Activity Score 28-C-Reactive
Protein(DAS28-CRP)<2.6 H]&©] B £ tHTable 4).

Study 1 A, 2453 Fa AN #Ha 37 S 12 o4 B4 UL 71 DAS8-CRP Q.68 24T
221 H]-E& KEVZARA 200mg+MTX/DMARD, KEVZARA 150mg+MTX/DMARD % $joF+

Hy

(arm)ol A 242} 33.1%, 37.8% 2 20%°] )Tt

[5) ©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000
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Table 4: Clinical Response In Placebo-Controlied Studies 1 and 2 in Adults with Moderately to Severely Active RA'

Percentage of Patlents
Study 1 Study 2
Placebo + MTX | KEVZARA 150 mg + | KEVZARA 200 mg + Placebo + KEVZARA 150 mg + | KEVZARA 200 mg +
N=3%8 MTX MTX D!MHD{Q}‘ DMARD{s)t DMARD(s)
N=400 =399 N=18 N=18 N=1

ACR20

Week 12 34.7% 54.0% 64,9% 37.6% 54.1% 62.5%
Difference from placebo, (95% 19.4% 30, 2% 16.6% 25.3%
ci (12.6%, 26.1%) (23.6%, 36.5%) (B.T%, 26.5%) (15.7%, 34.8%)

Week 24 33.4% 58.0% B5.4% AT 55.8% B0.5%
Difference from placebo, (95% 24.8% 3.0% 21% 2.4%
cit (18.0%, 31.3%,) (26.5%, 39.5%) (12.6%, 31.6%) {17.7%, 37.0%)

Week 52 31.7% 53.5% 54.6%
Difference from placebo, (95% 21.9% 27.0%
ol (15.2%, 28.5%) (20,5%, 32.6%)

NAT NAT NAY

ACRS50

Week 12 12.3% 26.5% 36.3% 13.3% 30.4% 3.2%
Difference from placebo, (85% 14.2% 24.1% 171% 20.1%
ol (8.9%, 12,6%) (18,4%, 20.8%) {0.2%, 25.1%) {12.0%, 28.3%)

Week 24 166% 7.0% 45,6% 18.2% A7.0% 40.8%
Difference from placebo, {95% 204% 20.1% 18.8% 2.8%
cl (14.5%, 26.3%) (23.0%, 35.1%) (10.2%, 27.4%) (14.0%, 31.6%)

Week 52 18.1% 40.0% 42.9%
Difierance from placebo, (95% 21.9% 24.8%
clj (15.8%, 28.0%) (18,7%, 30,9%)

NA? NAT NAT

Table 4: Clinical Response In Placebo-Controlled Studies 1 and 2 In Adults with Moderately to Severely Active RA (continued)

Percentage of Patlents
Study 1 Study 2
Placebo + MTX | KEVZARA 150 mg + | KEVZARA 200 mg + Placebo + KEVZAFIA 150 mg + | KEVZARA 200 mg +
N=398 MTX MTX DMARD{S)* au}* Mnﬂg&s]
N=400 N=399 N=18°
ACRT0
Week 12 40% N.0% 17.5% 2.2% 13.8% 14.7%
Difference from placebo, {85% 7.0% 13.5% 11.6% 12.5%
cht (3.4%, 10.8%) (9.4%, 17.7%) (6.:2%, 17.0%) (7.1%, 17.9%)
Week 24 7.3% 18.8% 24.8% T.2% 19.9% 16.3%
Dmarance from placebo, (95% 12.5% 17.5% 12.7% 9.2%
clt (7.8%, 17.1%) (12.6%, 22.5%) (B.1%, 19.3%) (2.8%, 15.7%)
Week 52 2.0% 24.8% %6.8%
DCiffierence from placebo, (95% 15.7%
i (10.6%, 20.8%) {1 2 23 U‘(::I
NA? NAT NA?
Malor clinical response®
Responders 3.0% 12.8% 14.8% At NAT At
D|fferanca from placebo, {95% 9.7% 1.8%
cljt (6.1%, 13.4%) (7.9%, 15.6%)
DAS28-CRP < 2.67
Week 12
Percentage of patients 4.8% 18.0% 231% e 17.1% 17.%%
Difference from placebo 13.3% 18.3% 13.8% 14.14%
{95% CIft (9.0%, 17.5%) (13.7%, 23.0%) (7.3%, 19.3%) (B.0%, 20.3%)
Week 24
Percentage of pafients 101% 27.8% HA% T.2% 24.9% 28.8%
Difference from placebo 17.7% 24.0% 17.7% 21.7%
(95% CIj* (12.5%, 23.0%) (18.5%, 20,5%) (10.5%, 24.9%) (14.3%, 29.1%)

“Patients who were rescued or discontinued were considered non-responders for the analyses included In this table. In Study 1, at week 52, 196, 270, and 270 pafients remained on
placebo, KEVZARA 150 mg, and KEVZARA 200 mg respectively.
TOMARDs in Study 2 included MTX, suliasalazine, leflunomide, andfor hydroxychloroquine
FWeighted estimate of the rate difference; Cl= corfidence |nterva|
§Primary end paint
1]NA Mt Afzpllcable as Study 2 was a 24-week study
ﬁl‘u‘l jor clinical response = ACRTO for at least 24 consacutive weeks during the 52-week pericd.
Patients with DAS28-CRP =2.6 may have active joints
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Study 104 ACR20 ¥+g ®#-&-2 Figure 10| Q1 Study 19|A- = {AFSH BHg =S4

S Lepdct.

Patients with ACR20 Response (%o +/- SE)

Figure 1: Percent of ACR20 Response by Visit for Study 1 (Adults with

Moderately to Severely Active RA)
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—/r— Placebo+ MTX —@—KEVZARA 150 mg + MTX —@— KEVZARA 200 mg+ MTX

(N=198)

(N=400)

(N=389)

24

Study 13} 2] A}, 12F4 ACR ¥H&

Brhe] 24940 AT Table 5o HolZgict,

Table 5: Mean Change from Baseline in Components of ACR Score at Week
12 (Prior to Rescue) in Adults with Moderately to Severely Active RA

Study 1 Study 2
KEVZARA KEVZARA
Component KEVZARAKEVZARA | Placebo 150 mg 200 mg
means (range/ | Placebo 150 mg 200 mg + + +
units) +MTX  + MTX + MTX DMARD(s) DMARD(s) DMARD(s)
(N=398) (N=400) (N=399) [ (N=181) (N=181) (N=184)
Tender Joints
(0-68)
Baseline 2680 2721 2650 | 2942 2766  29.55
Week 12 16.25 1288  11.78 19.18 13.38 13.10
Change from
hiasallia 1051 -1442 1494 | 979 411 -1592
Swollen Joints
(0-66)
Baseline 16.68 1660 1677 | 20.21 19.60 19.97
Week 12 9.66 7.50 6.79 12,50 8.82 8.28
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Table 5: Mean Change from Baseline in Components of ACR Score al Week
12 (Prior to Rescue) in Adults with Moderately to Severely Active RA
(continued)
Study 1 Study 2
KEVZARA KEVZARA
Component KEVZARAKEVZARA | Placebo 150 mg 200 mg
means (range/ | Placebo 150 m EMH%g + + +
units) +MTX  +M + DMARD(s) DMARD(s) DMARD(s)
(N=398) (N=d400) (N=399) | (N=181) (N=181) (N=184)
Change from .02 403 1042 -1.25 -10.7 -10.84
basaline
Pain VAS
{0100 i)
Baseline B3.71 £5.48 BE.T1 157 7.2 74,86
Week 12 48,25 .47 36.92 M7 42.45 H .66
Change from 1445 2172 MY -16.12 -27.05 237
basaline
Physiclan
glabal VAS
{0100 mim)
Baseline G286 £3.43 G2.59 68,29 6810 B7.76
Week 12 39.25 21.32 28.47 43.73 2365 2018
Change from 2363 385 Mg 24,60 -4.82 -36.82
basaline
Patient global
VAS' (0-100
)
Baseline B2.70 B4.43 B6.40 B8.77 E7.71 70.89
Week 12 49,37 #.52 38,05 2367 41.99 #.74
Change from -13.82 2282 -2 -1505 -26.05 28,83
basaline
HAG-DI {0-3)
Baseline 1.61 1.63 1.69 1.80 172 1.82
Week 12 1.34 1.15 112 1.49 123 1.23
Change from -0.27 0.47 -0.57 .28 A0.50 -0.44
basaline
CRP (mg/L)
Baseline 20,48 2257 22.23 26.02 2360 =
Week 12 18.61 9.24 3.30 21.72 9.21 4.58
Change from -0.58 -1259  -18384 -3.88 -14.24 258
basaline
“WAS=visual analog scale
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3. HARASHA ¥l (Radiographic Response)
Study 19] 23t 722 ¥d &2 PAmdsty stz BAEgl mTsset & vidh d4et
M2 wAetgleh. &3 W] wapders Wsh 242 AFAY, 245749 5254 F]lch

i
ol
el
b

EoF AJ-o A 525 FoF mTSSe Wah= T &30 KEVZARA+MTX FoF B%E 9JeF+MTX FoiF H|
off ¢-dst3th(Table 6).

0

50% Bt vpmel B FU F
Folel 4 Hglrty BuEglet.

i)

2t Fo] Eo] o] QeF+MTX Foli Hls] KEVZARA+MTX

fr
+

KEVZARA+MTX Fofi2 f+MTX Fojwto] vlasto] 322 £40] AR Jefo] At 27
A .

52F% KEVZARA 200mg+MTX Fol# F 55.6%2F KEVZARA 150mg+MTX Folt 5 47.8%2 $F
T % 38.7% tiH] 27 &40 Z9¥(change in the Total Sharp Score of zero or less® A 2])o] 1At

Table 6: Mean Radiographic Change from Baseline at Week 52 in Study 1 in
Adults with Moderately to Severely Active RA’
Study 1
Placebo + KEVZARA 150 KEVZARA 200
MTX mg + MTX mg + MTX
(N=398) (N=400) (N=399)
Modified Total Sharp
Score (mTSS)
Mean change 2.78 0.90 0.25
LST mean difference -1.88 (-2.74, -1.01) | -2.52 (-3.38, -1.66)
(95% CI*)
Erosion score
Mean change 1.46 0.42 0.05
LST mean difference -1.03 (-1.53, -0.53) | -1.40 (-1.90, -0.90)
(95% CI*)
Joint space narrowing
score
Mean change 1.32 0.47 0.20
LST mean difference -0.85 (-1.34, -0.35) | -1.12 (-1.61, -0.63)
(95% CI*)
*Week 52 analysis employs linear extrapolation method to impute missing or post-rescue
data
tLS=least squares
1Cl=confidence interval
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4. 71% ©F8(Physical function response)

Study 13} 204 AIA|7]

L3t Zofl= HAQ-DIE A5t

@_

NZAARE 165749 1254 KEVZARA

200mg+MTX/DMARD Foi1t KEVZARA 150mg+MTX/DMARD Fo{#2 9]¢FH+MTX/DMARD 5o

woll vl AA7]E

ol A WA= (Table 7).

Table 7: Physical function in Studies 1 and 2 in Adults with Moderately to
Severely Active RA

Study 1 Study 2
Week 16 Week 12
Placebo |KEVZARA |[KEVZARA | Placebo |KEVZARA |KEVZARA
+ MTX 150 mg | 200 mg + 150 mg | 200 mg
(N=398) | + MTX + MTX |PMARD(s) + +
(N=400) | (N=399) | (N=181) |DMARD(s) DMARD(s)
(N=181) | (N=184)
HAQ-DI
Change
from -0.30 -0.54 -0|58 -0.29 -0.50 -0.49
baseline
Egﬁﬁ’eme 0.24 -0.26 -0.20 -0.21
placebo (-0.31, (-0.34, (-0.32, (-0.33,
(95% Cly :0.16) -0.18) -0.09) :0.10)
% of
patients
with
clinically 42.5% 53.8% 57.4% 35.9% 47% 51.1%
meaningful
|mprove
ment’

*Difference in adjusted mean change from baseline compared with placebo + DMARD at
Week 16 (Study 1) or Week 12 (Study 2) and 95% confidence interval for that difference.
tChange from baseline greater than 0.3 units
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a7t FotEATEGo as MTXE 2te g ste 7129 FFute| 294 (sDMARD)E flo= A=

SHAIA(BDMARD)E2] /= Qs W2 S ol Fde. sHAT L7 &x52 ol ofAle] AR
7

£ B7ek ods] BT W HolA A Mg Rolx o

olo wet o] EFFQl AEAAL] NI A MolEFFQIY] Al W ASAGHE 2 ot A7t
SR AA @A oA FAEe] NTEl AVREI Stk % JAk dAAl= FutEATE AR dF
ARE BAHOR Agste] FEFoAN 55 &Y S-S MAAZIL FERA &40 S AAskH e
A& NAAIG. B3 JAK AAl= AFA=R 19 18] Foj7t 7hesta=z Fofo] meld SHol Zf4A5 3l
ol 20159 fHFutE Ao HEE “FuiEATER o] ofA] Ao digk Ae g<lof thgk A
oAl AHA 58 7P AdaEthes AolA 1=

Fz=2 "l FDAOJA FratgATEd A=of SQlE JAK AAAQl Tofacitinib(AEg: A= A,
Xeljanz®)& Fute| Ay A Qo= u] FDAoA '#AA4 #AG AR FA=on AFY HFgd A8
of gt A55= F7H2 ool wuiol = ¥4 JAK SAA= 270% Baricitinb(A&: SFU|AE 4,
Olumiant®) 2mg¥ 4mge 438 EMACA Fulelayd e A= 95t 1] FDAMME 20184 69
2mgoll s gt ‘1F o] FLFIARIAHTNF-a) JAA A 5ol EFstal §hgo] FR-A] 2 S5k~
T35 A% S FutEAA WEAY] A=mo] FRlEGeh o] T oA ok JAKL A=E oA |A
upadacitinib 5= $H Ed= A5 Qrh. A7t JAK JAAES FrrEHATHEE A& 2o A&,

VLY, ofexn Ry, 2R, TFHRS 5 TR AVtEgEE A g dAo] AT A

AESHAA A 2A Hz IL-6 AAAQ tocilizumab(HA|Z9: &gt Z Actemra®)o] o]o] F HA

=

IL-621A414121 Sarilumab(A&F: AVt A, Kevzara® 7l 1] FDASA Fule|ATE Y 220l 41w gich
ol2A AA 7P HE A AREET Q= TNF-a AA] Ao xadietez IL-6 AAAZ MEA 571
= ook Ak
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