2017 S E EWABRBDI—REE F230 MHEEER

FtR BEFF : 2018 £ 6 A 24 H(H).7 A 22 H 13:10~16:20

HET - RERE KR+ FRkE6/24), 27 —HR—)LnYE(7/22)

XHR : NYFZT (FILETUM

THRHER EERAUIE1—T+—LQ01TEI AGE M. BEEREE(FR29F6 A7H), REEHEE
3 44 :Baricitinib versus Placebo or Adalimumab in Rheumatoid Arthritis. N Engl J Med 2017;376:652-62.

PK #8831+ —F

EERSL: FILZIUME 2mg, dmg(/N)F=T)

SHEH: OERERAVFEL—T+—L 2017 FE 9 AE SR, QBEHRREE TR 2956 A7H.
QHEFEEHME

[PK /3524—4]

o BEAEHRELTEBERTOREEEERELET 2. LI ZTNIZELT—4EEKRLT S

® (KE(L 60kg. ARMEIEIL 1.6 m® TAZEMELL T, /kg. /m* DNTA—FEFHERHEICL TEREZEDH D

INSA—H ] RERIR

F 0.79 Dp94 BEBEHEEERZEL 1 RKE&(JAGM HKER) T. /UL F=T 4
mg (TR F & feF) Z EERE OIS RU[CD:"NI-/ NS F=T 4pgCGE
S R&ER]) # B EIFIRARS (15 BFROFRRE) LIzLE0MEXR/
FTRASEYT%FHELT=,
N F T DRI NALF T RASE ) T41% 78.9%(90%{5 58 X i : 76.9%
~81.0%) THo1=,

(BEREE p24. FFEEHEE 276 EAOHEBEDFTED p29)

Ae (%) 74% @ HEEFAME 276 @< DRERDELSD p32(JAGM FHER), p88 (JADE
HER)

[*C4D3"*NI-/NYSF =T 4y g EREIFFIRNIR 5B

CL(L/h)=146
REBOBESTOEBKREIZETENN)OFIDEY)7IX CLR
(L/h)=10.8(5mgQD 10day)

Ae=CLR/ClLtot=10.8/14.6=0.7397

* BRI 5 TORPHMEOT—H4L

baricitinib Z R EEAKRE . X5 24 BfE TR 5 ED 62.0%~
80.6%M baricitinib(RZ L) AR AR I Bttt

(2.7.6 AR DHERDFEED p81)

CLtot(mL/min) 243 QHEEHIME 276 AL NDHBDELD p32
= 2.7.6.22-2. [3CiD"NI-/NYSF =T 4y BEEEIRNES
CL(L/h)=146

vd(L) 75.7 Dp95 BARABEBEREICNIOF=T dug ZHIRNIZELIZEZDRE
EREIZE T 52 MATE (Vss) D AT IME (ZEMRE%) (& 75.7 L(21%)
THY. \)OFZITHEBRIZD T HIEIRSINT
QHFEFMIE 2.7.6 HRDHERDFELD p32

xR 2.76.22-2.




fuP 05 Dp95 In vitro RERDFER. NV FZT DIV NIEESITIE~FEET
HY. MFHRVMFFOIV/NAIFEERIE1~10uM T, ZRETN 49~
50%K% U8 53~57%Tdho1=,
QHFEEHME 2.7.2p15
fuB={(1-Hct)/(B/P)}-fuP
B/P - T3
€200 1vD
INTA— BTEME * * H#E oy |
g
Ae 74% 70%< Bt By
Vd’ <75.7/0.5=151 BETELRN
EH’ <243%(1-0.74)/0.5/1600=0.079 03 KT HEKBEIREFR
ER’ < 243%0.74/0.5/1200=0.300 03 LT SHEKREIRER
fuB |05 02LlE EEHEAEKEFSE

* :B/P. HLLIE B/P=05 THIEFIT oG A XE/\TA—A(ZI" 1ZDITTEEE
* % BNGA—EDFEIIEEEORLEMENEE TESHETHRAEITD,
E)NEOREIZTODVTIIERTHY . BAREIC/N\SA—FZE N FET 55D TIHAELY,

(&S A—EDRERF]

WRE MRS IR B
INTA—4 INGHA—4
REBEF REEF

vd RETEEL Vdf FFETELLY
CLtot fuB*CLintR CLtotf CLintR

#fuB*(CLintR+CLintH) # CLintR+CLintH
Clpo fuB*CLintR/Fa Clpof CLintR/Fa

#fuB*(CLintR+CLintH)/Fa #(CLintR+CLintH)/Fa
AUCpo Fa*D/(fuB*CLintR) AUCpof FaxD/CLintR

# Fa*D/{fuB*(CLintR+CLintH)} #Fa*xD/(CLintR+CLintH)
Cpssave (FaxD 7 )/(fuB*CLintR) Cpssavef | (FaxD/ T )/CLintR

#(Fa*D T )/{fuB*(CLintR+CLintH)} #(FaxD/ T )/(CLintR+CLintH)
t1/2 FE TERL

# [ ARt REfE F B




(BT A—EDEHREFICLEZEL]

WiRE R iR E
INTA—E FaAFOXE* (Eikzl. 1.oTEH
ClintX |
ClLtot l
Clpo l
AUC 1
AUCpo 0
Cpssave 1

¥ RERFICHLTEHERFOPRIEDARICONTIFEZTLKIE

(1 CLintR MIET
BHBYRLEBZOREINIERID-O . EFRERO M EEDEILETLE

I S L}

Cpssave Cpssavef

[BRE]
‘rERET =24
kel= CL/Vd or T1/2 DiEZEALTEH
QHEBEEHME 276 AR DHKERDFEESD p32 table
T1/2= (¥0Q 8.60h)
=L, BOFREDHEE 36 BREEFTOOPRELBELTLADISHLTE# IR SO T—421E 12-24 FTL
MNAIELTWVEWZEMLEEIZREAH D EMNEEEH I TS,
T=n'T1/2 &Y n=(0O 2.79)
EREH=1/01-01/2"=1 #01.17)



QBEEMEE p24
6211 EHAEIEEE (CTD533.13: JADMER (20105 11 A~201144 A) )
HEABEF ALK LT, FF (JBEBE 2. 5. 10 X3 14 mg F BEEORS. RUFF 10 X3
14mg ¥ 10 HEEEEORSE L ZOFWFHE S A 2T, FURUR IS LBV TH-E. £

7. REERSBOREFHE 111~1.16 TH- -,
£ 14 HEARBRAL B AEEEILSHOThEED T -5

AUC:- (ng*h/ml) Coxx (ng/ml) teee (W) iz () CLF (Ln) Vo F (L)
2me (67D 157180 292:79 1.0[0.5, 2.0] 5310 129514 976=18.1
Sme (6D 305=106 86.2=32.0 1.0 [0.5, 1.0] 6.0=09 103223 1032313
10me {60 687=130 130487 1.3[0.5,2.0] 6.7=2.0 15.1=3.0 1472571
14me (750 1,159=192 1555311 1.0[0.5.2.1] 8616 124220 152303
FEETEERE. o FH2E (3]

F£13 BEABRERACBY 248 10 BRI EEESFOTNINSIS A -2
AUC, (ag*h'ml) Cox (nz/ml) o (B) ty; () CLF (L'h) V. F (L)
10mg (50D 743=133 123+337 1.0 [0.5,2.0] 86207 138225 1732373
14me (60D 1.151=189 163=14.0 1.0[1.0,1.0] 9.6=23 12523 1712383

FETRERE. e WRE (36

= ERT—HRERFEFEERGL BEEFLEWEER S,

[FEEREE = RFR ]
EEIREETZERRE=(4~5) X T1/2= (0 34.4-43) 515

[(REOEICHESEMEEDEL]

<HHERETEETOERMERE>

8. FFRERI T B A (S E A TORHR) (GRfE)

EEGIFHEEE AT HHERE 8 5l R U Child-Pugh 7748 B D EE T HREEE 28 I HKERE 8 HIIZ/ N F =T 4mg
FHREERGLI-EE EEGIFMREZ AT AHBREICLEAN, PEEOFKEREEZE I AEBRET\)IFZIO
AUCo-oo & 2%ET L. Crax I& 8%IEMIL 1=,

4) FHEeEEREGIEAT—S) (IF)

ERGITHEEE T 51ERE 8 5 XU Child-Pugh 748 B O EEHEEEETEET SHERE 8 HlI/\JLF=T
4mg ZEERELIEE. NJSFZTD AUCO-co BT Cmax DER/N-FTHRAITHEIL, FFHEEEEHERE L LR
T. PEEDOFHEERESHERE TTNEINN 200K U 4@ ofzh, WTHD/IFA—F(ZDWTEY IL—TRITHE
EREFEDONEM T,

F HFHECrFHBRELRUVSSFETSERESEREOEDMRE S A—4
(N oF=T4mg BRI ER) @

B/N=RBETHE BN RBEATHEOL,
FRETHEBE | SSRFRREERRE | o tio
AUCyce (ng=h/mL) 295 350 1.19 (0.945, 1.48)
C,.(ng/mL) 353 38.2 1.08 (0.877, 1.33)
BRI CRELL:
AUC, ... (ng+h/mL) 324 318 0.981 (0.831, 1.186)




HIEHREE RARME 20194

% 2.7.6.2.9-2. Baricitinib 4 mg # L E#O#®S5 Li- £ EQMBRT
RPEMIB/ AT A —F (JAGC HE)

Geometric mean (3CV)

Parameter

AUC(0-) (ng-h/mL)

AUC(D-t,,) (ng-h/mL)

Cinax (ng/mL)
tmay® (B)

tyzb (h)
CL/F (L/h)
VAF (L)

Ae (mg)

CL; (L'h)

Normal hepatie funetion

(N=8)
295 (25)
289 (25)
35.3(25)
0.75(0.50-3.00)
9.02 (7.23-10.4)
13.6 (25)
177(33)
2.17(12)
8.25 (200

Moderate hepatie impairment

(N=8)
350 (28)
343 (27)
382 (23)

1.25 (0.50-3.00)

8.26 (6.03-10.3)

11.4 (28)
136 (20)
2.07(31)
6.71 (35)

Abbreviations: Ae = amount of drug excreted; AUC(0-2) = area under the concentration versus time
curve from zero to infinity; AUC(0-t)z5) = area under the concentration versus time curve from time

Zero to time t, where t 15 the last time point with a measurable concentration; CL/F = apparent total

plasma clearance; CL= renal clearance; Crypy = maximum observed drug concentration;

CV = coefTicient of variation; N = number of subjects; ty2 = half-life associated with the terminal
rate constant in non-compartmental analysis; tmay = time of maximum observed drug concentration;

V/F = apparent volume of distribution during the terminal phase after extra-vascular

administration.
& Median (range).

b Geometric mean (range).
(JAGC CSR. Table JAGC.7.1.)

BRRBEE 2 p194(BEREE 027 ENTA—RENERLLHSEITCDOEREZERA)

CLr CL/F CLtot=(CL/F)*0.79 CLH
IEE (L/hr) 8.25 13.6 10.7 245
FFHREIE T (L/hr) 6.71 11.4 9.0 2.29
<ET—EAMLHRISNAFHEEELICIG LR N\TA—2DEILE>
H¥iRAEh5
HE FFHS BRI IE L= (LR ’ bt
T—EARHBHELDT REEF
- #EE/IE hEE/IEE BE/E| l.1.&
b ﬁs 2
Vd or Vd/F 136/177=0.99 &
CLtot or CLtot/F fuB*(CLintR+CLintH)/Fa 11.4/13.6=0.83 !
CLH or CLH/F fuB*CLintH/Fa 2.29/2.45=0.93 &
AUCpo FaxD/{fuB*(CLintR+CLintH)} 350/295 )
T1/2 8.26/9.02 &

QET—HDNEALZLLEITHE I MO FRASNSEBRAFOEILZEHRTS

<FFHEEICIELI-ET— 2D ELI SRS SIEERFOE (L . 1.« T >
HE BEET hEEET EEET

ClintH o

GLintR l




<A XETORKERLFHORAEREGHICONT>
FLEEL

FFEEREEZE T 2BE RMERANBDOONEIEENLH L. EEDOHHKEREEEZEIIEEDRERZRIIE
L EEQERIEINESR)]

<EBE>

hEEFHEEREZRICH L TIX., BEED AUCpo ERIFRITEREIZERE M AUCpof (XM 12 B LR T HEEZONS,
125 ERDERELTIL CLintH &Y CLintR DIE TAEZ 5N SHH, CLItRIETDREICDOWTEERESITITHFIC
EZEIh TGN T=,

EERFHREREROT —RILGNIENS, BHERISEIELTEERICR ST OV ENHLIET HRMIXEDTHIIE
BLEZD

<BHEEETEZICBIT2EYEE>

7. BREEEEEE S EATORME) (R XE)

EREGEREELETIHEBEE (104 EEQ0H) RUHTHEE (0 H) OBHEEEEH T 5HEREIC/N\YLF=T
10mg P%, BEEDBHERSEHITIHEE G MIZ/NNYSFT smg PZEEHREL-LE. BBEREOEEE
DBALIZEEL AUCo [XIEIL . /S F T DEMBIREICH T IBREETORENROHON -, 5B THIEL
7z AUC) < [FEHLBHBELHTIHREICHER . BE hEERVEEOBTRERELHTIHBRETETNTL
41%. 122%. 305%HEML . Crax (XENZ 1 16%, 46%. 40%IEIOLT= 2,

3) BREEEREGEAT—2F)

EREGEREEEATHEE00 H). BEQ0 IRUDFEN0 N BRERELETIMEBREIC NYPF=T
10mg )% EEOBBERELETIHEBREG DI/ F=T 5meg DEHEREL =L, BHEEED
EEEDBALICEEL AUCO-co[XHEML ., /N F=T DEMEREICH T 2B HE: BEEORENRHON . &E

ETHEL AUCO-o [ IEELBHRELETIHBEICHER. BE PEERVEEOEREEETLHT HRE
TENEN 41%, 122%, 305%EAL . Cmax [FEFhEh 16%, 46%, 40%E ML=,



£ N)FITOMBPEPME/AFA—2RURERIR—MNIG T HREATHEDLE

B B58 | | Topsmems | NOR T RCLERE

(MDRD-eGFR 43 4f) (me) (B FI9{E) (0% SR )

E% 10 10 579 =+ 121(568)
AUGq... B 10 10 828 + 208(802) 1.41(1.15, 1.74)
(ngh/mL) REE 10 | 10 | 1330 % 472(1260) 2.22(1.81, 2.73)
EE 5 8 1170 = 241(1150) 405(3.25, 5.03)

EE 10 10 85.8 + 20.2(82.8)
Con L2353 10 10 102 =+ 39.4(95.8) 1.16(0.92, 1.45)
(ng/mL) CES S 10 10 123 + 216(121) 1.46(1.17, 1.83)
EE 5 8 60.9 =+ 18.8(58.3) 1.40(1.11, 1.78)

a HEIFEMEEONICREETEEL
b EXMLAOE/ER

& :MDRD-eGFR: 60~ <90 mL/min/1.73 m?, % : MDRD-eGFR: 30~ <60 mL/min/1.73 m?,
E & :MDRD-eGFR: 15~ <30 mL/min/1.73 m?

BEEREE ERRIEE p182
= 2.7.6.2.8-3. Baricitinib @ MFEhFEMENENAF A —F RUEBEDR— MZHT S
SO EHEOH (JADL SRE)

Com - i AUCy, AUCpa aF VoF
Cohort (nM) (h) () (M-l (nM-h) (L) (L)
Mean £ 5D and Geometric XMean
Healthy Cobort 231 = 544 1.0 84224 1540 = 324 15602327 | 1802360 | 2152644
DNCBO2R050 X2 (1.0=3.00 g1 1510 1530 17.6 207
10 mg (m=10)
Mild Cobort 175 = 106 15 10235 2200 = 556 2230561 | 1282345 | 1972124
DNCBOI8050 258 (1.0-4.0) 0.5 2140 2160 125 171
10 mg (n=10)
Moderate Cobort | 330 582 1.3 12237 | 35101180 | 350021270 | 8352270 | 120a243
NCBO28050 326 (1.0-1.5) 11 3340 3400 703 127
10 mg (a=10)
Severe Cohort 1642 505 15 19246 2030 = 531 3502649 | 4432088 | 1162266
DNCBO28050 157 (1.0=2.00 18 2880 3090 4.35 113
5 mg (n=8)
<ETAMNLHRINEBHEELLIZIGCI-ENTA—2DEILE>
IHH BHBEEEITC-Z{EE HAlIh3
T—E0B RERTF BE/ TR R /% ERE/ER 312
D TR (10mg $25) (10mg $25) (5mg & 5)
Vd or Vd/F 197/215=0.9 129/215=0.6 116/215=0.5
Cltot or
fuB*(CLintR+CLintH)/Fa 12.8/18.0=0.7 8.35/18.0=0.46 4.43/18.0=0.25
CLtot/F
CLR or
CLintR/Fa - - -
CLR/F




AUCpo FaxD/{fuB*(CLintR+
1.41 222 405 )
CLintH)}
T1/2 10/8.4=1.19 12/8.4=1.43 19/8.4=2.26 )
AFIZ binding insensitive THAZEMN D, fuB’ /fuB=—75 . Fa’' /Fa=—3E. CLintR | GFR [Ztbfl T B E{REL T
CLintH DZEEIZFEIT 5,
< BHBEICIC - ZIEDF R >
B FRIZEL
HB BREEKT hEEET EEET (o1,
(60-90mL/min) (30-60mL/min) (15-30mL/min) &)
GFRIETE (EH{E)
GFR. CLcr=100ml/min ZIEE &R 0.75 0.45 0.23
TE
%8| CLintR {E T =&
GLintRoc Clor SRS 0.75 0.45 0.23 !
BHERELT (LD AUC Z1EE
(&Z8 AUC/ZRITEE AUC) 141 222 405
HETE CLintH( * ) IE'® CLintH=0.26
0.15 0.12 0.08 !

*  AUCpo’ /AUCpo=(CLintR+CLintH)/(CLintR’ +CLintH")

CLtot=CLintR+CLintH
1=0.74+0.26

51) AUCpo (B2E) /AUC(IE'HE)=1.41=1/(0.74%0.75+X) X=0.15

<AAXETOBEHEZLHORERHIOVTODRIEH>

2HEEDBEHERETOHSEEICE. 2mgZ 1 B 1 BAROKREY S, [EERSIRUVIEDEEIDESE]

BHEEEORE EEXITEE

HEERIKIADIBE (eGFR:mL/%/1.73m?) :eGFRZ60,ix 5 & :4mg % 1 B 1 A% 5

BHREEEORE . PEE

HELBRIAAIBE (eGFR:mL/%/1.73m?) : 30=eGFR<60,1 ¥ 58 :2mg% 1 H 1 @i% 5

BHREEEORE 5

HELBRAAIBE (eGFR:mL/%/1.73m?2) :eGFR< 30,12 5. & : % 5 LAY

<HBE>

EEEHEREOSHAIE3~4 FHBVNFREA LRI EHEEREMEN DS,

EHUEEEERFICERE . hEE, EEL GFRIZHABILT 1.41, 222, 405 {&£& AUC D EEMNBOHLNT-H. FOEFREL

T CLintR MIETEEBIZ ClintH 3 30~60%FTIE FLTWAIENF RIS D,

AIXEOREREIRUEEZD,

— A BEREE 078X THBAEAWVEBENS U RAR—2—IZET 5 in vitro
VRS RR—A—(OCT)2 4 LT= Cr MELY A A KT Multidrug and toxin extrusion protein (MATE) 1. MATE2-K &4t
Liz Cr DEEZTNZTNAEL. Cr DFRME D WA FEEMICBAETSIN-AREMENEZONS, LI EKY . REIZ5IC
&£517% Cr ELRIXERRMICHERELLGSHED TIEAL, MiE Cr EEQBEMAROON-BEICHLTHERHFDE

BERRZTOIDERGNEER D, &N H S,

LERY, RERIRIZEWTIE, ZBRARETILT7FAEA LR T HATREMENHY . RIRICBHENMET LD T

(FEWATREMED H D EITEENBETH S,

REREEFZDE AFINERHTA




SCRRFEA > —

8 3C4 : Baricitinib versus Placebo or Adalimumab in Rheumatoid Arthritis

(FRRRBR ORI B L 52 20 OFEICE ST Gz E L T ZE, )
N, NA & 72> 2 SRR 2RO RS TH 5

HH ] FCAET - REMmEH e &
Introduction
1. WFEHBIOTZEHD D DD, Y ON ONA | P653 /& 3 Bk

WD BN FEL DO ABIBIA S TWRND,
SR SN ROERe, BIATOMILOET & FIHANRICESEILH
BN E B HERR

The RA-BEAM trial was---

Introduction R 5 5.

- BETFHR T4 5 conventional synthetic DMARDs (# + kL& #— K72 &) | biologic DMARDs (#1 TNF Hi{K) 2>\ T oit#ix
HDHN, BIBEORBBEAIZOW TN 5N TE LT, N v F =7 ORFROREIIRI,
T HY L=T LSRR AT o TWAHEE, EREARLRDE (TF) AT L FE, AN U F=7 13 0ks) o

WTHHREIZEE#S ST,
c RRBROMBIZHONT [A N FUFH— MRS+
BT 23A & L ToORMMELZEMEORFT EZE 2 BbRD,

[P~ LD . A b LR — hREOS

- AHBROE G RICOWNWTLH L[E4mg & H D0, ZIUTE S TREEIZOWD TR BTN,

Method
2. BREBRTVA L ORERH D0, B FHiTkEET, AY OON ONA | P653 45 STUDY DRSIGN AND
(51) OVERSIGHT @ 147H
FUBEMMU, AT ETNTIA R, FTNAEI—RT L T
0 A R, FERRE T R, TR THY L~ THEE OE AT
(active-controlled) . #EALIE XA, £ HE Z2:3T{ToTn5HZ LD
HARHEOERSH Y
RA-BEAM was a randomized double-blind, placebo-and active-controlled,
parallel-group trial
T ATk
[ 54TH
IR N F TR TH ) AT HE=3:3:2
3. BIFE ORI OWT, FBAANEENE (inclusion criteria) CERS} OY &N ONA | P653 /& PATIENTS

H¥E  (exclusion criteria) DFCHE D H B 1,
FRAMEHEISE T2, X OBRIMIFERITEEN 2 D),

HHA AFVEEE

Patients were 18 years of age or older and had active rheumatoid arthritis_ (>6
tender joints of 68 examined, >6 swollen joints of 66 examined, and a
high-sensitivity serum C-reactive protein level of >6 mg per liter).

Patients had had an inadequate response to methotrexate, having received 12
weeks or more of therapy before trial entry, including 8 weeks or more at stable
doses of 15 to 25 mg per week, unless lower doses were clinically indicated. At
baseline, patients were required to have either three or more joint erosions
(diagnosed on the basis of centrally evaluated radiographs of hands, wrists, and
feet) or one or more joint erosions plus seropositivity for rheumatoid factor or
anti—citrullinated peptide antibodies.

FROMEHE
The criteria for exclusion included previous biologic DMARD therapy, selected
laboratory abnormalities, and recent clinically serious infection.

Protocol 8.1.2  [RAfELHE

[7]

« BRAMEHEIZ DT, ARSI
IR ENEOREEONT &, EER
DAREE, TNF [ TR
o TWHIHHE R, BREkEE
BEOFM TSI, &
WHEAR+TSEDERDHY

(Protocol |ZIXFtdk& v : p33~
812 A/LFaRrRF A R
NSAIDs, MTX & flFl oG 72
CIZ L DRI STV
%)

- S ~ T O TR A EL Y
< EBRSFTH D,

« A2 ACR/EULAR 2010
DFEHAEIZ X B B OFE 20,
(Protocol P32 8.1.1 Inclusion
Criteria [2IZFE# > Y :diagnosis
of adult-onset RA as defined by
the ACR/EULAR 2010 Criteria)

« F3C Tl hsCRP D A 50




a)VFaxrrFuaAf FE7FL R=Y>2 10mg/H LRIHAEET

(8]

NSAIDs iIZHENLZEL TNDH I &

[9][10][11]

MTX, B FeFiZaonakxy, ZL7 73+ 50 LD cDMARDs Offi
EX T, Zhn SFEOHEH D X

LTV 5238, Protocol P32 8.1 @
Entry Criteria T/ CRP or
hsCRP, P37 8.2 ® Enrollment
Criteria TlZ hsCRP & it &
T, F%%q&:ZMQWbi
BRI N o DTkt L, EZL
SNT=DIF 1307 fil TH - 7=

F1 & L C.hsCRP<6mg/L D Fiik
DD DT, BeAAE LN
NEHES 3 TRRE L7250
FwvoTid, (LIT 15 b&H)

* MTX15-25mg THRHLED B
PRAAN LTV B, EN
HREIT 16mg Th D EICHEE

4. HEBFREL 72D L O R B REON AN (JRIESS T 1 ha—)L) (220 | AY TN ONA P653 45 STUDY DRSIGN AND
TR D D D, OVERSIGHT ® 9 1TH~
Mk, B, AR, Fo9eRE 75407 0 AR, IHRE, & - 7EF0.0 Protocol P29 @ X735
FLOBMR, AR RIS TW A, BIFIESREARD D 2T 3¢, %721 Supplementary
WY, wash-out WIFIFEE) 2>, 7 — & OIS K OV E 7 ¥EIZ 2T Appendix (2 STV 5 &
RARTUVN DD E03RYRT N (L AF 2—

5o 70)
BIEE - () SBAL. WRE. B E, BEHmE, HiEZoEo—
n « VA% 2 —X, open-label ®
—ZUEE - (BDRTAERBR -« - T FIEDO X A I T RIEER] NYvF =7 dmg & #5
TH—H
- AR FLFH— MEOAIC
— 2T, P53 4 1 Bk H O
R | (Wit B S e WSS A s it gt % 447 (Concommitant stable
doses:-*) & B 23, Z D back
I =] ground therapy OINZFIZ X Y #k
sl /7’;// o RAEBT B AR H D
: P (stable dose & & 5 DT, [E
smigound b e | = s FeneEEzohb)
I
| Bactind + MIX
m'vni '17',"71/" P A >
& busEY tEcBEE = £ & oo
Wk - fx:nvowu WE W2 WIAWIE W20 We4 WoB W2 weo s Zr::::w;
Ium ] I = l doseof studyd ug
16T 14N 5 16 WD TIT & SIT DWW A 20%HK5w THIUZ Y v F

=T A —T T~V T dmg i

5. FANCHESNHMICERIN-EE @Ik FHIEER (primary 2y ON ONA | P654 Efficacy. Safety
endpoint, secondary endpoints) (Z DWW CREHENH 50>

T M H X ACR Z#ETH
FEATEE B XEER B A2 T 2 72D ICili & B2 H LD 0, D, £z, Y Uv~FIHKOE
IREHI BT 2 A K F

For the primary end point, baricitinib was compared with placebo on the basis of A v OFE ( [FELIEE
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We estimated that an unbalanced randomization of approximately 1280 patients
(480 assigned to placebo, 480 to baricitinib, and 320 to adalimumab) would
provide sufficient power for comparisons of the ACR20 response rates at week 12
between baricitinib and placebo (estimated power for test of superiority, >95%)
and with adalimumab (estimated power for test of noninferiority, 93%), assuming
rates of 35% with placebo and 60% with both baricitinib and adalimumab.
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previous head to-head trials involving rheumatoid arthritis'®?° and of a Bayesian
meta-analysis of multinational, placebo-controlled trials involving similar
populations, which determined that a 12% margin would be consistent with the
natural variability in reported ACR20 response rates.
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These include limitations associated with the parenteral delivery of biologic drugs,
the fact that not all patients have a response to conven

tional synthetic DMARDSs or biologic DMARDs (whether administered alone or in
combination), and the frequent need for polypharmacy.
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This study has several limitations. Although the design allowed for the use of
placebo for 24 weeks, a rescue option was mandated at 16 weeks for patients who
did not show a response to treatment to address ethical concerns about continuing
placebo in patients with active disease.

The study enrolled patients who had had an inadequate response to methotrexate.
Among these patients, only 15 to 18% in each treatment group were receiving
other conventional synthetic DMARDs. Thus, the study has a limited capacity to
assess the effectiveness of baricitinib when used in combination with conventional
synthetic DMARDSs other than methotrexate.
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Our study showed that for the outcome measure used as the primary end
point, the combination of baricitinib plus methotrexate was superior to
adalimumab plus methotrexate, the latter being a current standard-of-care
treatment in this patient population.
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