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5. ARBREHRURE - HFRLOKIEEE

()A&BEH
MBI Y 7~ FIZPE S B ONS AOETIE ORhEE TR N FHE R O EICR D KRB FHO—H AT
RREIC TGRSR L LT, TEERYZAZEHGEORED L, MUICEMTL L, | MIEINT
Wiz, FEEICRBWT, MERFTZICET D ZEEROAMMEICET 2 E S ONTBINOE K2 2 E
BUEEN S 23 WU S S 417z & BRI R A SR (I S v, 2023 4F 6 1 28 H OB EAR R A/RIC
(EARV:SE SEaE AT Pl

()@ - EALDOFIREIE
Y L7



[. EZEICEId 55 E

6. RMP O E
LR
(%) AANOFEHFERR RMP 13, BSATBAEAN  EIRMEREER OHEO R — L=V TR SN TN 5,

https://www.pmda.go.jp/safety/info-services/drugs/items-information/rmp/0003.html



0. AFRCPEd2IEH

Il. 2% (B9 S5IEA

1. BR5E4
(HF 4
77U 7R TFIE60mg VU Y
PRALIA® SUBCUTANEOUS INJECTION 60mg
(3)RFFDHEE
WM T 2804, Prolia 2»HIkRAEL, 77 U7 (Pralia) &4 L7,

2. — k4

(® % (&g%)
T AT (BiErE#z)  (JAN)

(2)F #& (@g%)
Denosumab (Genetical Recombination) (JAN)
denosumab (INN)

B3)RT L
v NUE ) 7 v —FHiK : -umab

3. BEXXITRMEX
BN AN

4. RFRRUDFE
5313 0 Cro31H1611N287033185 + #:EH
C2171H3349N5750671520 : HEEH
53+H 1 £ 150,000

5. t%24%& (@fik) XIEEXE
B P B NF- ¢ BIEMHELZ SR T B (BLRANKL) B FIgG2 &/ 7 v —FAHUKTH Y | £ DOREH
MOEHEHEZa— T2 cDNAZEA L CHO Ml KLV EEA SN D, 448 DT I/ Wik EEN & 72 5 HH
(y28) 25 FRO215 DT X/ BRIEIENORLEHE () 250 F THESNDOPEEAE TH D,

6. EERA%. 4. BS. L5ES
AMG 162, anti-RANKL antibody



1.

AT ST

1.

- AMASICET HIEE

MEILFHME

(1)5448 - 144K
MR L

(2)/BfF M4
MR L

(3)iE 4
MMERR L

(4)Ftm (NS . HR. BEER
MUERR L

(5)ERIE AR B TE
MMEE R L

(6) 7 ER iRk
MMEE R L

(7)Z DD E 75 RENE
MEE R L

AR OEREEBTICETIREN

A RIS RAFIEIE PRAFHIH] L S
F IR AR -30C KA 36 # 1 BN

BOHS OERHARE. TEEE
WERBRE - (DT F R~y 7EICL D

(2) BeR oz EE (EIAYE) 1Tk
EOE i AN ERIETEIC K D




IV. BFIZRE4 5 IEH

V. 2H|(ZBHd 51EH

1. #
(VEIR DK

R el U VAl

FREETE VU Y GHRILBIERERENMT &) IR LzavExr—ta v

(2)HF D ER R UK
W 78 4 MR
TIIVTETE | EA~REEAOEBEI SUIENC
60mg >V ¥ LEYeE 25 2%

) BABEMORFE2ELel LD D,
U VIOV TIE TXIL 2. 2 DMDBEEER T35 7HRFILBHEEEEFE DY D OOmBRLNAE] S

(A2 —F
A L7220

(4) B D P
N BFEIT
W 72 4 pH (A3 PR )
750 7R T
S0mg oV 0 5.0~5.5 1.0~1.2

(5)Z it
LR

2. BHIOMER
()VEMRS CEHRES) OSBRUHEMA
B LY | W Al
e oe 13y
FIVTHFE |7/ A~T Gz | 0Ty AT,

60mg vV v

60mg, 1mL

AU Y N~—}hk20 0.lmg,
JKHERR. pH FAHA

(F v M) TH D,

) AHNTEE AR IR L0 F v f =— A b2 2 —FiE (CHO) filaz v CiliBEIns,

QEREFORE
A% LR
Q# B
REM LR

FE L

4. H i
FE L

RMTBRROERRUVEE



Iv. WANCEE4 5 H

5. \BAY SR D & 5 KM
H RO H SR A
ROE TR ERAHY) (BRHRALUT & 2 W i TR L)

6. HHDFREFHTICEITIREN

® B (R A RAFIE (A P
EMRERR | 5C (2~81C) 36 » A HREN
AR 29°C S EEE AT ALY LY 12 % A 6 5 HISACHIEIE T (R A)
T me 37C 6 5 1 2 7 B CHEIE T (B4
i P e ST (SURsAY)
mon 5C [HHEREATAI ST | et
s (200W- h/m2) HREN

ABRIEE - PRIR. AAPERORI . pH. MUEERUBR, MEREAEBR. AEMIEIE. ERE RO THRBOCENERE) %

7. BABLER NBRBEROREN
RN

8. fifl L DEALIL (MEILFmLiL)
R L

9. AHM
LR

10.84% - A%

(1EENRELGERSR - O, NENFKRLERSE - BRICHT SH1ER
AFND U o PR N —1F, RIRT L (TT v I R) BERH, TULX—ILERITIERHDHLDT,
BHIZE L, BM2aiTo 2 &, e, B8 2 +0I4TV., ZEPARDONLEICTREELPIEL, @UR
WigEZ1TH 2 & (IS EBELGERMEEL TOEH 86 ) |
Fio, VI VORI OWTIT [XN.2.Z0tOBEEEN T35 78R LR E S Y o DOk
WAE] 22ROz &,

(2ya %
U ¥ imL GEHE 27 5—Y) 1A

QB)PREE
L7

4)BHEOHME
VY T A ()
=— RV HT—=F: RV H—FRFx—h, AT LR
#: AT LR
7 BET TN
A N—  RIRT L (TFT v 7 )
TV — R T IR Y =R R — b
XERH%IT, DT TICEOE EFHEUIHEEL T EIN,



V. SANCEE4 5 H

MBS RE SN D EME
RN

12. 2 Dt
RN



V. BRICEd 5

V. ‘aRICEI SIHE

1. EEXITHR
O BHMEE
O BEE) I FIZHES BU LS ADETINS

[RhEE X (L350 R DR ERHL]
O BMBRIE

HHAREL, MERECKTZREE L, BHOU A7 PERLLT K ROIFHRKR] LERIN, HlE
HEELHFHEO 2 SOER»LRY | FEENTREDIZIE 0% 2H0H+ 5L shTnD (NIH

Consensus Development Panel on Osteoporosis Prevention, Diagnosis, and Therapy, 2001) , F£7=. ‘EHl

FRIEX B M OT . IEIC LV RBIET D, FRICEMETIE, PARZOT A ha U RZICHE S BERDIC LD
PHIR BB HLERIE MDD | Bk K 0 B HLERE D FEIEBE D3 =0,

AR BT D EHEBRIEOZW EEL, BEFFITOH L6 L Wil & TRRSTZEBEOD v M A 7 lHE2RIE
L7e TR HLE F®%w%$(%m¢ﬁ&ﬂ%)JﬁE$ﬂﬁ% KO RBRIEZRIEERFIZ BRI
IvmESn, BLIm L THEATE D Z AR I N, BUEICE > TV 5D ab), BAREO LA LD TP

R EHRIE] HDWVITERE AL ZAWEHRE] 25T DRITHIEHERIE] 2, FIEMEHZ

FEDKI 90% % 5D 5.

JFORSAEE LRRIE O W M [ ZHE VI S e B R N B HBRIERE 2342, 7/ A~ 7 60mg XiX7' 7 &
Rz 6 H A1 24 v A (2FH) KRS L, &G 24 » A £ TOMaIIEOHERE IR 2 LEET

MEE & LT, 77 BRICx T 2 ik 2 et 3 2 BN ARG R R % i L7z, £/, 240 _HE

B G2/ T#%, FFERIC TR GREOMEIRE 1 1 EH7T /) A~ T 2ikE Lz, ok, filRRICAR OME

APEE SN BEEMAEZBE L, HINIREE T, Bl bITFImO LRITERE L R0 o7,

ZOFER, 2 FEH TOHEARE I CIrBMERE I SUTBEAAHER B T D) O B AR (R2EHEHERE) 1%

Kaplan-Meier #EETT / A~ 7 FIL T 7 BRI AABITE S | B ORENIH Sz, Rk
WEHIlE H T o FrEHEAE 0 B E #156 /£ R O Kaplan-Meier #EE & OF 2 HERLL_EDOHEARE 7 D5
ARG, T ARTRET 7 BRI AARICELS . BIoRERIFI SNz, £, T/ ASTRETT
BRI A B R BRI OB R~ — I — K T2 R Z R LT,

UEDZ &inb, REXITRRE BLo L 5 ITRE LT,

*) [V.5.(4)1)a) RREESHERERE XL LI-ENE MHEERRKRER [BH75TME5% . DIRECT 8 (AMG162-A-J301) ] |
SR, ok, ARBRCIX, ¥ a@®%%xﬂﬁﬁ“ﬁ LLTT Ly Rex— MEBSMz bz,

a) ik EE 13H  BAEHESMER 2000,18(3):76-82

b) Pk = ﬁ%.%ﬁ%ﬁ@%%&@ﬁﬁ4P?4V2m1$wm,?47%4Iyxmw
W) BIE, 2015 AERRICELET 2T 5 - <http//www.josteo.com/ja/guideline/doc/15_1.pdf>  (2024/3/8 7 7 & &)

O BE#E U I FIZH S BV L ADETHIH
A M MUFHY— &5t DMARDs {6 FORHT Y v~ FBFEZXIRELTT / A~7 60mg 6 » HI1Z 1[4
XX 60mg 3 » HIZ 1 EEHE Lo & OFMEZRGEE L 72fER. BEREDORIE Th S mTSS (modified
Total Sharp Score) DZALEIIHEI/NE L, T/ A~ T 5.2 X 5 BEEEE O # RINHIh RS EE S vz,
ZOHFIL, BODLAOETMHNICE S DO THD Z ERHERINTZZ EnD . BEEUIEE TRV
U FITE S BOS ADOEITIIH) LT LT,



V. 1BRICEEd HEH

MEER I RICEET 5FE

. SHEERIEHRICEET 55

(BHFRIE)

51 AXRBERHFROZWEEELZSEIC, BHREL OZWPIHREL TWOEE LR LT LI L,

<@%U@7?Eﬁ5%66&@ﬁﬁﬁﬂ>

52 AHNX, A b MLxH— NEOHRIEMEHEZAT 250 v~ FHEIZ L WU R EIT> TH ., B
BETHEORLADETREO DNDGAITHEHTLZ L,

5.3 [EKRER (E5HM : 1ERM) BV T, BOLAOETZ2IEIT 225D STV 528, BIFE
WXTH EHRE 2 ST 2 0. BIF AR OB IMEZ I3 2 0 R S Tunigny,  T17. R
&) DHOWNEKR KRR IY U~ FEOMBN R EM T ORI TH D Z &2+ B LTz 1T,
HISREZRINT 52 L, [17.1.2 B3]

B

5.1 MIEIT HHARLERAE & T S MU T- AT AAI & ST 2 &

53IW%NWFﬁﬁ% B 5 mTSS (BB A2 =7 ROBEHEMICIMEA =27 D& 12X 5B
T ECHUBAR DT OBLEIT S 2 & AT S, B S e i 5 2 RSB
FUBRO B MEE FIHIT 2 A RIERID BT DRV ARG Y &~ FIEOMBIR A5 OIEAIT
B2 L E AR LT BT, EI I BT S 2 L

RiERUVHE
(MWRZERUVHEDOHEHR
(BHRRIE)
WE, RACITT /) A~7 (B rf#z) &L T60mg % 6»AIC1E, KTFHES5T 5,
(EEIED'J“?V?I #S5BULADETHH)
W AT/ A~7 (Bfa7M#iz) & LT60mg %65 AIZ 1R, KTFEETDH, 7ok, 6 5 HIC
BIOHEEIZBNTH, BOLADOEITHHO bNLGAEICIE. 3 v HIZ 1, K TRETHZENTE D,
QUFERUVHAENRERE - Rl
(EHERAE)
PR B HERERE 2R & LEEEWNE THERRYTIL, 7/ 2=~ (14, 60, X1 100mg) 736 » H1Z
FIKEREG S, 12 » ARG L 7o% OMEREE &I, 77%T&%«14601ﬂ}mmgf%£%f%
WL RERE AR, KRERE S, M OBEEEAR 1/3 Th, 2 TO7T ) A TELROEIEHA T Z
TR Ll LA BN 28RO bz, —J, 14mg BT, B 5% 6 » A TENRHi~——%
KM CHICHERFCX 7, 5% 6 » H £ THMRE~ — 7 — 2 Xl CHERFC X 2 KK 05/ N &1L 60mg T
B ol BEEWRMEL OV BRI IR C, 60mg &L 100mg BF DRI BAMEZEWVITR® 5117, 60mg
HECITEEEENEFRE~— VB TA—-BLTHEOLNT, £, WTIOHETH AT R R
Thh ., AEFZORIUCHEERAZBERMEITRRD b RnoTz,
PLEOEWNE TFERBRER A2 FEIC, [60mg 2 6 » A1 1 [l ZERRHESERE L OVHE L U CRUSMEE HER
TiE B & kPG b Ltllﬁ%ﬂl*ﬁﬁﬁ KRB % i LR, 2 MO G TF ) A~7 D07 7 vRICHT 5
BRETMHIDESBGES N, 2B, BFLORBEROCEEE TV T CRBETHY, 7/
AR TOREMNET 07 7 A WVETT TR EHAREREWVITEO b Rhole, £, 1 FEREEIZLD
B Z MO FT RITFE O b o7z,
UEoZ &b, HEAOHEL FRRO X S ITRE LT,



V. BRICEd 5

%)  TVSQ))BHBREBEEMNRE LEEFALLEITRERICHER - ENE IHAEHRESNR (35 20050172) |
P

k%) [V.5.(4)1)a) REEBHARESE R E LEERNE MBRRRER [BHeHHE:ER . DIRECT 8 (AMG162-A-J301) ] |
Z MW

(BRET) IR FITHES BU S ADETHIHD
BIEN Y v~ F BE 2 G £ L7 0K THRBR CIX, 60mg 2 6 » A 1\ (Q6M) # 5 THUHAD
RO B, HE% 180mg Q6M IZH&E L THE UL AOIMEWERICKRE REITFR D bR oo, &
DIz, T 7 A= T71E 60mg 5 BEAEREMHZIR A G T2 2 LR hic, MET /A~ 7 b7 7RE L
BODAIGINROBEE D, 7 7RENEWVHERE TIEIEOLADETRA LN To7od, ENE
I FRRRERY Cla e GRS 72 5 3 B [60mg Q6M. 60mg % 3 » HIZ 118 (Q3M) . 60mg % 2 % A
Bl (Q2M) ] KOV 7R TR EIT -7,
ENT DHRBRTIZ, WThoT ) A~ 7 EERETH 77 BRI LRFHANICHE BB 0D A OBERE
il &R UTe, SRBISEIMED BB U U ~ FBE TORS RN ORGSR, QM B TIE 'S A DIk
DIFIME A 23FR O AL, FEEIEEEDO S OB Y U~ FERFICK L TIE, Q3M XX Q2M D A hMEN &
WATBEME S $ D LB 2 BT, & BICHER OARORE %3 5 72w | EPNEE I R 5 Tld 60mg Q6M
. 60mg Q3M ., MO T EBARD 3 RECTHEREZIT> 7,
EI P IAHES IR B Tl 7/ A~ 7 OF&5-5E C RS MG R 2580 S, Q3M #EIE Q6M AR L |
BEEAREE B0 SR 3 K Z MBI ASR O BTz, BBIEEMED B OB U ¥ ~ T RE T O SRR O F
Q3M HETIE Q6M BEITEL L TH YD Al e OB SR N 2h R 23 K 2 W ME R 23R B, BBTEBIED &
WY v~ FRE IR L TIE, T/ A~ 7 60mg Q3M OFGED I NT ) A~ T 60mg Q6M DO HiE1C
L TEVEOTHD Z ENRBENT,
TSS., BUOSHA AT OFHEbRIT B LT QEM 512 L, Q3M 5 T/h&<, 7o, [ENBIFE
Rkl (CZEEBRW) & ENE TR ROUEMTOZ OV 7 7V —TfRITORE RN G b, FKEIEE)
@®mw%%)¢v%%%“ﬂtﬂiﬁM#TiQ@Hﬁtm,ﬁﬁwﬁm%m%w VME A 2SR BTz
Z b BEDIREEIC X o Tl QM % 5-Cld+47 7o BIEIMBEEINHI N R D35 b AR W ATREME DS RIE S 4172,
ﬁémi7?tﬁk%@bfQ&M%ﬂﬂ%M&ﬁ@m#ﬂ®VVx/?%féﬁ7u774wmk%ﬁ
EWNER <, BERBIEARICENT 2 BEFRITRO b -7, BEAGREINE O E 7RS0T R i
éﬂf“éiﬁﬁ\ﬁwv?A&UE&iVD@%D@%@%&Kiﬂ%&@L BH%bMEF LD
LMEOEEEETHZ &IT IR AMJEIRY R A RNARETH D I ENREB I N,
7/%776%ngH%?cmM&Q@wﬁﬂ@v/f/%%ww%®mﬁw%m LD b, BaEMET R
T AMIT T /AR L I L TRERENEIRN o7, LAl QEM #5-ClrIBAF M zh A3+ Tl
ROVEBREDIFAE LT 2 &0 D, 20D LU A U R ERBIG CRIRAGRICT 2MNENRSH LB X T, > T,
BEOER, B OBEGMAN L, WMRAREESZHREL. BHEOMENREDERNRNLEEZ LN
BITE, "R 74w bV R EEE L LT, QM52 EET 52 LRSS,
PLEZRE LT, AR OLZEEOB AN, FELOCHELZ TEHE., RAIZIZT 2 A~7 (BEis-E
i)&bfG%@%Gﬁﬂ’l@ BTEET 5, ok, 6 HIZ1EIOEREIZENTS, UL ADOET
ROLILEEITIE, 3 HICLEL, KTHETHIENTED, | ERELE,

# [V5Q) 2QMEY INFEEENREL-EFALETHERGHRE : BN IMHAE (DRIVE HER :
AMG162-D-J201) | &I

#w) [V.5@4)1)c) BMEYIIFREELZRNRE L-ENENMBERKAR [BEHBKIEMNGIZEER : DESIRABLE 5B
(AMG162-D-J301) ] | &R



V. 1BRICEEd HEH

4. AZERUAEICEEYT 23R
7. BEARUVA=ZICEET 53FE
(BAERY) DI FITHES BU S ADETING)
71 A b ¥H— NEOHIRIEEH Z AT 5500 v~FHREPHT D2 L,
72 6 » AIC1EIOHEGIZBWNTY, BEEfiOBBRAE CTHOLAOETHRD bNHLEAITIE, IHHT 55
VU~ FHEOWES, L #EREE ) v~ T ORR~OEEZRF L, AFIORRXT 4 v hEURY
EEHELZET, 3y AR 1IEIOREEZEETDHZ L,

R

7.1 ENFMAHBERRBR TIE, A b b ¥ — 25T csDMARDs IBIET OBREZHRICEHL, HOHAD
HATIHIZI IR D SN0, B S AR PIRIEERIZRD brhotz,  ABNIHAEEA 24 Lan 2
EnD. BIRIEERZAT 250 v~FREIHT L Z L,

7.2 B v~ FREZG L L EWNE TR RER CTiX, Q3M #5013, Q6M & 51l UCHE . LY
BOD ADOETIMHEIZIEIRBD bz, LorL, FRBROMIGEHIED VS T MEOEE) & Il T — 4 T,
Q3M 51T, REIOEGRFETIIN—2 T A EE TIHEEET, QM #5 & MRV ME THER L7,
Q3M BEHIZBWTHE A L T AMJEDEIERI Y A7 BEWRIEEMER B 2 b5 2 &b, QM D5
BOTHBEEOEBRE CTEORL AOEITRRD SN HAT., FHT 25 v~ FROMES . LV i#Ey)
B U~ FOIRFE~OEEZRFI L. AFORKT 4 hE VA7 E#WE L LT, Q3M 0525
BT 5z, ok, ERNEIHERRRBRICKT 21ED L 7 AMFERBERL, Q6M #51T 1.8% (6/326
Bl) . Q3M E5HET 2.5% (8/325 %) TH o1z,

(TV.5.(4)1)c) ix) QIFEHIEAIL D LIE] )



V. BRICEd 5

& R RS
MEERT—2 /85—
1) BHMBRE (2013 £ 3 A%R

= BT 07 7 =
[(Ew] A VOB ol

%1 AR % 1 tEsBR

L - e s 4_’ L - e e

{5 7 BARR 18 2ok C o iR SRR AR {72 AR £ 2otk TC oD i PR SR BREABR
A 558k (20030164*) HA[E R O R #5508k (20010124%)
Hi[A % 5588% (20030180*)

% 1 AEEER

50 fkLL_E D EE 2 B M T oo bR S ER R

A% 55808% (20030148*)

% 1 AEEER
REBEMRBLETOT LY Fuexr— 25
DY Bz FH 5k (20050241)

% 1 AR

PR E R E C ORI (20040245%)

I

I AHABR # AR
ﬁﬁ%& EFER (20050172) %E&“m&t%ﬁ (20010223)

]

o5 AR AR o AR FABR

BITREAmEER BIrEEtER . FREEDOMP (20030216)
DIRECT® (AMG162-A-J301) BHLERE T BB (20040132)

o> HLEE 1R 2 et BB & U 72 BB ST AR

B R SRR

20010223 B 5 DAL AR (20050233)
FREEDOM (20030216) #RERH> 5 DIk R
(20060289)

Z DAL DOFRER
S ETTHEME S 7 11 R

C : Grmaek L__O:z8%e. () W:RARES, xT72 ~—27 8Tk 120mg ORGEEE &3k

a) DIRECT : Denosumab Fracture Intervention RandomizEd Placebo Controlled Trial in Japanese Patients
with Osteoporosis
b) FREEDOM : Fracture REduction Evaluation of Denosumab in Osteoporosis every 6 Months

BRRT — 2 /Ny r— O DEEE



V. 1BRICEEd HEH

2) BEEI) U FICHES BV L ADETINH (2017 £ 7 AER)

[EAN] [41E]
55 1 kR % 1 ABEAER
e i 72 PR % 2 C 0D Bl A SR PR R (e 72 B A% Ao © O Bl R SR FT SR B
HFIE 5 RUR (200301647) HA ] OV 8% AR (20010124%)
A B 5305k (20030180%)
5% 1 tHEER

50 fkLL_E D EE 2 B M T oo bR SR R
Hi[A[ % 55806% (20030148%*)

% 1 AREER
BHERE - B v~ FRETOEZ LT
L OIRYFHF AR IEWEhRE, 2k (20101324)

& AR BR 5 I AREBR
Bt Y v~ T BE O HAENIGRE  DRIVE 9 BRI U v~ F B TOHERIGEER (20040144)

(AMG162-D-J201)

o5 AR EIFHRER  EH e Vit ai
B U ¥~ T A TOMEERE: : DESIRABLE @ BHRERE COENKR SRR
(AMG162-D-J301) FREEDOM (20030216) &k 5 DR B
(20060289)
1 : s, L 1: ﬂ%’éﬂ T :zEur GHEE) () N RBRES

% 7~ — 7 BT 120mg O FGEE R & 4L

c) DRIVE : A Dose-response Study of AMG 162 [Denosumab] in Patients with Rheumatoid Arthritis on
Methotrexate [MTX] to Validate Inhibitory Effect on Bone Erosion
d) DESIRABLE : DEnosumab study for the prevention of Structural damage In Rheumatoid Arthritis By double

blind with Long-term Extension

BRRT — 2 /Ny 75— DR

(2)ERR L ER

1) ERERARELM (3B 20030164)
HA N e PR e, 30 5l (%58E 6 f) 127/ A~7? 0.03, 0.1, 0.3, 1.0, Xi¥ 3.0mg/kg % H.
B TG L5, mE 8o 3.0mglkg £ T, BAFRZEMER OCREENHER SN,

2) EEFZR®LE (R 20010124) <HAABEAT—4>?
PR ctElcT 2 A~ 7% 0.01, 0.03, 0.1, 0.3, 1.0, X% 3.0mgkg DHET, K F [GF37 % (%
BE6~741) 1 ILEARN [BF 36 5] (%86 61) ] ICH[EEE L7z, 0.1mg K FHEGICOWTIE3 » AM
AT 2R (64 biTo7c, WIThOHE - 5 HIETHT /) A TIIRIG AR E R LT,

3) BEFRAFRE LM (518 20030180) <AABEAT—4%>
BEREPARR L 2ok, 31 35 1 (%8E 6~8 i) 12 0.03, 0.1, 0.3, 1.0, Xi% 3.0mg/kg DT / A~ 7 % Hi[a|fZ
THE Lz, KEMED 3.0megkg £ TRERIAEMENPHER S,

4) BEEEEM (518 20030148) <AAEAT—%>
50 ﬁui@@%%ﬁ Ft 3261 (BEESH]) IF / A~=T? 0.1, 0.3, 1.0, XiT 3.0mglkg % Hila|f T
L7, EHAED 3.0mg/kg £ CTRFRBRMEN R INT,



V. BRICEd 5

E) AAOAGRINT-HEROCHEIL, LTOLE0 THD,
(B HERAE)
WH. RAZIET ) A~7 (Earifz) L LT6e0mg % 6 » AC1E, FFEET5,
<B§JEn) 7= FIEE S B OS A OEITHIH])
EE. AL i7/%77(Lm%mﬁx)ka6%g%6ﬁH’1@\&T§5¢éotﬁ\GﬁﬁK1@
OEHIZBNTH, BOLADOETHARD LN LGEICIE, 3 AIC 1l EFTHRETLZENTED,

QB)RERSRFRHER

1)

2)

BHREBRFZNRLE LEEFRALETRERGHER  BENE IHASRERR (38 20050172) 3

PR HLRRIE R | B 212 6] (7B ARBESS fBl. 7/ A~ T HEBO~54 f5l) ZxtRIZ, 7/ A~ 7 14,
60, XX 100mg % 6 » AIZ 1 [El#& G- L7z & & OIEMEEEEICRT 5808 (12 » ARER) KOVZet7 v
TrAN (125 AM) &, 77BREEE U, Aok, KRBT, ShiskdtFE, BEAL, —EER, 7
?Jzn“\‘ﬂﬁg HAEFHERBRTHD, ARBRIZBWNTT / AT OARMNEIX, MRBRGFTHY, EHE LD
BB DR IR AL O A RSN & BRIk OV~ — A — [uNTX/Cr (RT 27 L7 F
:VﬁEm¢NfTDA7%F)\m%CWHwI@:§—EV%%Cf?E&f%P) BAP (B#7T
NWAHYRATZ 7 2—8) | KOFAT AN o] ZBEIRT S, BEE, R#§., 282k, kO
WEhie 7 a7 7y A VA S EIC.60mg % 6 4 A 1EIREGENT V A~TOEEHETHDH B2 b,

E) ARBNOKRBEINTZHIELOCHEIZ, UTo LB THD,
G@ﬁ?ﬂ*>
W, AT ) A7 GEflaF#Ez) L LT60mg% 6 » 21, K F&ES5T5,

ME ) O FEEZRRELEEFALCLEATRAERSHR : ERE IHEHE (DRIVE HER -
AMG162-D-J201) ¥
A&

A KPP — MNEETORBE) v~FBEENSRLE LT, T /AT 265 AIC1E, 35 AT
B B | |, X2 » AW 1E, 12 5 HBE T &5 Lz L& 0F U%AX:T%%ﬂtbtﬁgﬁF@&U
RV E R 5,

FEIN. SBIAH, ShisdbFE, HIERL. “HER, 77 2 AR

A MNP — MEERRORE U U~ FHEHE 340 4
CKEY U~ TRV U FOEEEIC Lo THEETY v T LR S, RIS 6 » ALL
E5FERMTH D 20~T75 KOEE (Fi)
TRBREEE S RARTIC D2 L b S, A b ML F— E R EE SN TR Y, 1GERIEE 5 BRMART 4
B OEMER—E. ORI I8 51k rTe 72 B
o & A7 Y == JRREICT, EAEHIFERERI AR < 66 BT, IEIREIAY 6 ELL Lo Bz
c A7) —= 2 A OB X #RE# 2 T, modified Sharp O FHHBIEICE S ARRD BNLD
D LA FOREHED TN T RE
» CRP=1.0mg/dL 7»>$i> hv U b7 F K (citrullinated peptide : CCP) HufRl4:
» CRP=1.0mg/dL 7>>V v~ h A RFKF>20IU/mL
> JRIMERIEFSHEE (erythrocyte sedimentation rate : ESR) =28mm/h 725t CCP HikkG %
» ESR=28mm/h 7»> VY U< A FE-¥>20IU/mL

(7 2~7 Q6M BE]
F ) A7 60mg & 6 » A 1E, 12 » HEE FiEE
[ 2~7 Q3M #%]
T ) A7 60mg & 3 » HIZ 1B, 12 » B THRE
[ 2~7 Q2M #%]
F ) A<7 60mg & 2 » A 1E, 12 » A &5
[7F & REt]
7T RE 12 H HIM K F#&5
c T RTOBEREEOAREL LT, A b b LFd— MAEEZITO, 272K &b ALY A (600mg
PLE) ROKRSAREIE # 2> D (40010 LA L) #4EwHERM L,

BL 5k
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CKE Y U~ FESHEE D ERAEIC K Y Class IVICH SN BE

3 7
éﬂﬁg B Y v~ F LSO S BIEIR ER O AE. UBE R A AT B B

< BT Y U~ FIREICH O D AR OTRRIE R b 5 BE
[FZEFHmE A ]
5B 12 » H#12381F D modified Sharp IEIZ L B2 HB OB A AT DL E
[EIKFHEE E ]
FEAfIE B + modified Sharp JEIC L B BB AR a7 OE{LE (EEFEMEE Z2ER<)
- modified Sharp %2 & 5 TSS (Total Sharp Score) DZEAK &
- modified Sharp %12 X 5 JSN (Joint Space Narrowing) A =27 OZ b
B (MEHE [L1-L4] . KRBREIEALE) D21k
[FZEFHmE A ]
BEHIE 12 » AZROBRHAR AT OR—RAT A4 UPEDOELEIZONT, HEAHERM 2.5%
@ Shirley-Williams 1 & % 5 L 7=,
[EIkFHEE E ]
FHFFAGE H LS modified Sharp #EIC & D X BB R =27 (BOLA AT, TSS, JSN %
ay7) OR—=RTA4 U NEDOELREIZONT, AEAKENH 2.5%0 Shirley-Williams *ﬁﬁ%%
it L7, BEALOEBEDOWEME RRN—RAT 4 N OEARIZONT, BEREZ L, FFRD
CICERRHEE RN Lo, Z2ERICONT, BUIERLEEET LV GEE R - BERE WA, %’J
fthg [N—=2AF 4 VDY U~ b FERTFOGYE/ VL ORI LE R VE AEHOFIE] |
— AT A4 Ml ROBEREREORZHEEM) ICLVT ) AT LT IR RE kLT,

E) AENOEKRENT-HEROCHEIL, LTO LB THD,
<F%§1En) U FITHE S B OND A O THIH])
WH. RAZET  A~7 GEfETH#Ez) L L T60mg% 6 » AIC 1B, KTN&EETS, 728, 6 » Al 14
DEGIZBNTH, BOLAOHEITAFED SNDHEICE, 3 » HIC1E, KR TFTRETHIZENTE D,

W

FAT G

HERTHA
| RAEAILEI 5 120 8 ‘
FI/ATTQ6MEE
1 T/ATT60mg 60 FIZ1E E TG
?ﬁb#ﬁ 3? 72T T QaMEE >
T/ AT 60mg 3n A1
AN e T mg 3n AIC1E B T#E5
BRI F| | 1 T/ATTQ2MEE
£34001 st [ | T/AYT60mg 20 AIC1E KR FHRE
1 TSARE
IR BTG
FTRTOWERE
ARRLFH—RNAEETL. AL L (600mghl L) RURKREE 232D (4001ULL L)
ZEARA




V. BRICEd 5

BEES
F ) AT F ) AT F ) AT 75 REE
Q6M Ff Q3M #¥ Q2M FEf
(n=85) (n=82) (n=85) (n=88)

(k)

FEJfE (SD) 54.4 (10.6) 52.0 (11.7) 54.6 (10.5) 57.0 (10.6)
PR (n)

e Bk 65/20 59/23 66/19 76/12
wE (kg

SE¥JfE (SD) 56.1 (12.0) 56.8 (10.3) 59.5 (10.5) 54.9 (9.3)
R=2RFA VDY U~ b RETFB%

n (%) 59 (69.4) 56 (68.3) 57 (67.1) 60 (68.2)
BT Y v~ FORFHM ()

FEIfE (SD) 2.2 (1.3) 2.3 (1.3) 2.3 (1.4) 2.3 (1.3)
B HLERE DA OF

n (%) 12 (14.1) 10 (12.2) 12 (14.1) 23 (26.1)
N—=2 T A VEORIE BB R VE S DO EIE

n (%) 36 (42.4) 37 (45.1) 37 (43.5) 37 (42.0)
R—=ZAFTA VDA N X — FOREE

n 84 82 85 87

EEIfE (SD) 8.0 (2.0) 8.4 (2.2) 8.3 (2.0) 7.6 (1.8)

UL (Ql, Q3) 8.0 (6.0, 8.0) | 8.0 (8.0, 8.0) | 8.0(6.0.10.0) | 8.0 (6.0, 8.0)

I/ MIE, e KB 6.0, 16.0 6.0, 16.0 6.0, 16.0 6.0, 16.0
modified Sharp 5 & % TSS

SE¥IE (SD) 11.4 (14.5) 10.0 (14.0) 12.7 (16.6) 13.6 (24.0)

e (Ql. Q3) 6.5(2.0,13.5) | 5.0(2.5.12.5) | 5.5(2.5.16.5) | 4.0(1.5,12.0)

S ME, RRIE 0.0, 77.5 0.0. 104.5 0.0, 88.0 0.0, 129.5
FORLAAAT

EIfE (SD) 6.4 (7.8) 5.9 (6.8) 7.4 (8.7) 6.6 (10.3)

UL (Ql, Q3) 3.5 (1.5, 9.0) | 3.8(2.0,85)| 3.5(2.0,8.5) | 3.0 (1.0, 8.0)

T ME, RRIE 0.0, 40.5 0.0, 50.0 0.0, 47.0 0.0, 63.5
JSN 227

SE¥IE (SD) 5.0 (8.3) 4.1 (8.1) 5.3 (8.7) 6.9 (14.3)

UL (Ql, Q3) 1.5 (0.0, 7.0) | 1.3 (0.0, 3.5) | 1.5 (0.0, 7.5) | 1.0 (0.0, 5.3)

I/ MIE, e KB 0.0, 46.0 0.0, 54.5 0.0, 41.0 0.0, 70.0
EHE (L1-L4) B2 (Hologic £18) (g/cm?)

n 58 61 57 65

EIfE (SD) 0.9 (0.2) 0.9 (0.2) 0.9 (0.2) 0.9 (0.2)

UL (Ql, Q3) 0.9 (0.8, 1.0) | 0.9 (0.8, 1.0) | 0.9 (0.8, 1.0) | 0.8 (0.7, 1.0)

I/ MIE, e KB 0.6, 1.3 0.5, 1.5 0.6, 1.3 0.5, 1.4
JEHE (L1-L4) ‘B %% (Lunar £:84) (g/cm?)

n 27 21 28 23

FEIfE (SD) 1.1 (0.2) 1.1 (0.2) 1.1 (0.2) 1.0 (0.2)

FfE (Ql. Q3) 1.1 (0.9, 1.2) | 1.1 (1.0, 1.2) | 1.1 (0.9, 1.2) | 1.0 (0.9, 1.2)

S ME, RRIE 0.7. 1.6 0.7, 1.5 0.7, 1.3 0.7, 1.4
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R

i) BUBLARIATDR—RZA UM DELE (FEFHEER R VEIRHEBIER)
12 3 HRIZBITABOROARTTOR=ZAT7 A b OB bR (FEFHMEER) X, WTFhoRb
WZBWTH T 7 BRIk L THREZRMHNRD bz (77 A~7 Q6M Ef : p=0.0082, T/ A~
7 Q3M #f : p=0.0036, T / A~ Q2M #f : p<0.0001, Shirley-Williams #7E) .
Flo, WThOERERFIZEW TS, &5 6 » At (RIKGHIEE) 2O/ BRMEINRD bz (7
J A<7 Q6M &t : p=0.0169, Q3M & : p=0.0026, Q2M #f : p<0.0001, Shirley-Williams f&7E) .

1.6

1.4

1.2

BIS RS S AUIN—),

BUBLARIATDR—RZAUHLDELE

——0 7/ AT TQ6MEE (n=85)
=== T /AT T Q3MEE (n=82)
—a 7/ AT T Q2ME¥ (n=85)
A---n- A JS5tREE (n=88)

6 12 (@=D]
B 58

*p<0.025 vs TSR Ef (Shirley-Williams#& %)

i) TSSOR—RSAUhoDELLE (BIRFHEIER)
#5512 % H#ICBIT 5 TSS (B E DR Z 2 7) ON—2F A LinbOEAREIZ, WTFho#s
BEZBWTH, 77 BARBECK L CTHERMSINRD bivie (7 A~7 Q6M B : p=0.0185, 7/
<7 Q3M & : p=0.0046. 7/ A~ 7 Q2M ¥ : p=0.0001. Shirley-Williams #&7) .
Fo.7 /AT QM BTG 6 » A% O/ B2 b7z (p=0.0054, Shirley-Williams

BE) .



V. 1BRICET HIEH

TSSDAR—RSA UMb DELLE

29 o——o T /AT T Q6MEE (n=85)
’ *---- & T/ AT T Q3MEE (n=82)
20 4 m—aT/ AT Q2MEE (n=85)
A---=- A TS5tREE (n=88)

1.8

ISR S oS U AUIN—),

(R)
’S5HRE

* p<0.025 vs F5tz7RE¥ (Shirley-Williamst& 7€)
E)eHABDBEEEET/ATRIQMENH

i) JSSNRO7DR—X 4 UhbDEE (BIRFFHEIER)
512 » AT 5 JSN a7 (BEEHRIMEOFHTA 2 7)) ORX—=ZF A b OEE (F
BIE) 11X, T/ AT QM EE, T/ A7 Q3IM B, T/ A~T Q2M B, 7T B ARBEOIEIZ, £h
21 0.321, 0.345, 0.533, 0.534 ThH 7=,

JSNRI7DAR—RFA4 UNLDEILE

o—— T /AT T Q6MEf (n=85)

*-----0 T /AT T Q3MEF (n=82)

08 | W——a T /AT Q2ME¥ (n=85)
' A-m--- A TSR E# (n=88)

BT RS 0 S\ AUIN—),

BL 6 12 (A)
&5 8

V) BEEDA—RSA UNLNELLR (BIXRFHMAER)
$e 512 5 AR DIEHE (L1-L4) . KREMEITALEE 2 OB BEDR—A T A b ODBLRIT,
7T R RBHCHR L CTHBERBIMAED iz (p<0.0001, VK LHEET L)
F ) A= TR OB B E AN S, 7 A~ T RGBOEIER S TH 55 6 » A%NSH
BB D bz (p<0.0001, VR LHEET V) |
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BEREEOR—RASA UMhbDERE

BB (L1-L4)
(%)
07 e o7 /27TQ6MEE (n=85)
*--nn- & T /AT TQ3IMEE (n=82)
g 4 m—aT/ATTQ2ME (n=85)
~ Ammmes A TS5t REE (n=88) .
;1( 6 RN ZFTHE95%CI
v
1
-~
AN
5
)
E
1t
z
-2 T T T
BL 6 12 (A)
&5 8
*p<0.0001 vs FS5tRE (RYRLAEETIL)
(%) RER B
6 -
o— T/ AT T Q6MEE (n=85)
LSEELE & T/ AT TQ3IMEE (n=82)
—a T /AT T Q2MEE (n=85)
~ A===n- A 7S5tREE (n=88)
[ 47
2 RN RFH{E+95%CI W * K
7
1
-~
H
5
)
311:
It
$
-2 T T T
BL 6 12 (")
=5 40

*p<0.0001 vs TSR3 (F2UIRLAIRET L)

v) el
BIWERRBRIZ, 7/ A~7 QM B, 7/ A~7 Q3MEE, 7/ A~ 7 Q2M B, 77 v REEDIA (L
TREER) 12, £NZh 18.6% (16/86 ) . 14.1% (12/85 1) | 20.7% (18/87 f#l) . 18.2% (16/88
Bl) Thote, ZDHIH, WTNNDOEGRET 5%LL LICHBL L= F50T, IFERRRAE (0%. 1.2% [1
Bl . 6.9% [6641] . 3.4% [36#1]1) Thotz,
HERBEMNT., 7/ A~ 7 Q6M FECIFHERIRZEM 1.2% (1 #)) . 7/ A~ 7 Q3M RETITHRRIE
B M2 A 1.2% 6] . IR TRER., KER ) —724% 1.1% Qf#) Th-oT,
BHAPILICESZRIWERIZ, 7/ A~ 7 Q6M BETITsaE ik i/ MO ME%EER 1.2% (161 . 7/
2~7 Q3M BECHIIM 1.2% (14]) . 7/ A~ ~7 Q2M BETILfE 1.1% (1 #) 12D b, %
7o, BIERIC X 2R THNITRD it o T,
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(4)REERIEHER

1) BHHIRILAER
a) RREMBHMBEREENRE L-ENFETRRRHER [BHE1MHER - DIRECT 5
(AMG162-A-J301)] 50

Ak

H £

Be5BRME S 24 5 A F TOWERIEOHMT T CIHRMERE T O TBEFHEA T IO BEE) FAERICHS
WCT ) AT DT TR DEEEE2REAET 5,

e B
FTYPA

[EIN, IR, s dtrE, MR, “EHER (T Ly Frx— MIEER) . 778K (7
L Frxr— MIZEXR) Rk

50 b EOFFRMEHERESRE (B 1,262 4
* MREHELS 1~4 [EOMEFIHEREEE T2 A L, BEHESUI KRR EEAEIC 3T 25 % E D YAM (young
adult mean : FHERATF) HD 80% AT D B

Feh5I71k

[ =2~ 7#E]

T /A7 60mg & 6 » AIZ1IE, 24 » AMK THREGH, S 51212 » AMKTHRS

[7F &R

T8 RE6 HpAICLEL 24 » AMETHRG%, 7/ A~7 60mg % 6 » AIZ 1A, 12 » ARKL
5

[7 vy Frx— M)

7L Rox—h 35mg ## 1 [H, 24 » HERO&EE

T RTOPRFFOAARE LT, BT YL (600mg Bl) RUKKHES <> D (4001U L
) wfEARA L,

B AN
PRoMALTE

FEEFHEYE (semiquantitative assessment : SQ ) 2LV, 1 2L ED 7 L— K3 XE 3 2L E
D7 L— K 2 OBEFHEREYT 2 A9 2 B35, IRBEEEGanc iy 25(0H)D B2 12ng/mL Ko
BEROR—=RT A OME7 V7 F =6 2.0mg/dL LL_EDEH

AT F

SR ERED
- WEggPE OMEMRE T CHTEIMEAR B T SUIBEAFHER B I D) DA
[RIETmE H ]
- BHMES BT DR AR
2 MEMR DL EOMERRE T 38 A5
CEEE (EHE [L1-L4] | KEREEACE, KBRESE, BEEMR 1/3) ON—ZAT A U hbD
ZE{k=R
cHER#—F— [y CTX-1 (I =7 —F U485 C- 7 e 75 R) | uNTX/Cr (JRH7 L
TF=UMERFT N - 7 u~X7F ) | BAP (bone-specific alkaline phosphatase : ‘H# 7 /L
HVRART 7 2 —F) | FRATFFHNL ] DR—RF A b DL LEREE
[T A ]
 EHERIEIC K D BRI R T I O R AR E

WEFHEOHERE T CIrEHEA B I SUIBEFHEM B ST O ) R4 F TOMIMIC DV T, Bl % Rk
U7z, FEHEIRE PT84 £ T O MM 72 & OB IaHmE B I OW TR RO ZEFHEE B & Rk O fET
ZHEM LTz, 2 HERLL EORERFITIC oW CiE, BRI TV A7 HEZD 95%Cl 2R T 5 L &
H 12, Fisher’s exact test THIFSAEREZ LG U7z, MEME (L1-L4) . KREREIEALE, KERESEEH., &
OBEBIENI 1/8 OFHEEDOREME NRN—R2 T A VD DOELRIZON T, T L R ORER T
CICHERFHREEZEH L, SBNH~— —OREMBE PR —RT A N EOELRIZONT, &
HREZ L OS2 L ICEAIFEI B AR LT,
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HERTH A >
5 HAR8 240 A 5S8R 120 A
RAE DAL RS —EERH (FLUROR—hEIEER) EERE
poEd T/ AT 8 5004 T8 T /AT T 60mg
[RFHE 2 T/AYT 60mg 60 A1 ETRES 6hAIC1E BTG
BHEESSE f
1,262451 - 2 T5tREE 51145 BITH T/ATT 60mg
o FS5tR 6nAIZ1E RTHE 6nBIC1E B TRE
1 FLorOxr—kg 25145 s
FLUROHR—b 35mg B1E £O%S > HEBRT
FRTOBRE NS A (600mekl ) RUKARESI0 (400ULLE) £ B ERA
BEES
T AT 7T R
(n=472) (n=480)
Tl (%) 69.9+7.36 69.07.67
LI B (n) 449/23 456/24
BMI (kg/m2) 22.6+2.94 22.4+3.15
MBS n (%)
0 6 (1.3 9 (1.9
1 315 (66.7) 319 (66.5)
2 113 (23.9) 105 (21.9)
>3 38 (8.1 47 (9.8
BEEOT 227
JBEME (L1-L4) -2.8+0.89 -92.7+0.88
KBRE ITALH -2.0+0.79 -2.0+0.73
FAREE -2.4+0.70 -2.3+0.71
BEED YAM B (%)
JBEME (L1-L4) 68.9+ 9.9 69.4+9.8
KRB AL 74.3+10.1 75.0+9.3
KRB S 67.0+ 9.7 68.2+9.8
Mm% CTX-1 (ng/mL) 0.64+0.28 0.63+0.28
3% 25(0H)D (ng/mL) 21.0+6.08 20.6+5.91

SHIE+SD

HR
i) BIREAER

24 H ARG L DT ) A~ TRHLAOT 7 RBEOBIRERIRO LB T, 3EREGICLD
T A= TR (472 61) OHEREYTRAESR (BFE) 13 3.8%., 3EMBEGRFD 142 & OMEMREITHL

FEAERIT1IHER 1.9%. 24H 1.6%. 34FH 0.3%TH o7,
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ERNEMARKRRRICE TS5 BIFEER

— FIRER sty <omos .
TR | TR gsutmmeny | P
(n=472) (n=480)
66%
a) [0) o)
MER & 3T 3.6% 10.3% (39%, 819%) 0.0001
. 74%
3 ) [ 0,
HHIMEAE T b 2.2% 8.6% (48%. 87%) <0.0001
2 HERLL ko o o 83%
He (47 o 0.4% 2.5% (24%. 96%) 0.0124
BRI LD . . 57%
A ST O 1.6% 3.7% (~6%, s2%) | 0-0877

a) FBUEAE P SOIBEFHEAR T ST O (EZRHliEE)

b) HTARHEAE 3T D 7

o) BBUMECAE T SUIBEAFHEA - P OB Y 2 HE(R LA B

d) BiE. KEE. K8 (RBEEZER) o 88 - d. Ed OF2ER<) | RiliE O HEHEARE I

DIEBEOHAET FREARTITXIEBEHARSTORE) (FEHHER)
Kaplan-Meier #E €12 & 2% 24 #» A B OHEAEBIT O BERER [95%CIL] 1L, 7/ A~ Tk 3.6%
[2.2,5.8] . 77 &R 10.3% [7.8,13.5] Tholz, 7/ A~TIET T BARICH LT, HARE
TOREEZHAEIHHI L, 7/ AT D77 RITKT 22BN BGES e (N — FEE[95%
CI] :0.343 [0.194, 0.606] . grouped survival data ® v 7 7 > 7 #7E : p=0.0001) ,

REEOHAEETT FTREE ST XIIBEHRASIOIEE) EERD Kaplan-Meier #i#R

(%)

12 1 = 7 /R T B (n=472)
cmm= TSEREE  (n=480) 10.3
10 4 /" —REL[95%CI] : e
0.343[0.194, 0.606] , p=0.0001* .
1
8 :
£ .
B Habbhhb bbb '
# 6 !
4 i
® :
4 pmmmmmmmmaaa 36
' I_I_
2
0 T T T
0 6 12 18 24 (B)
=54
No. at Risk
FTI/ARTE# 467 467 440 428 409
T5tRE 478 478 445 420 397

* grouped survival data® A5 S IEE

Q#FHAMKRENR (BIRFEIEE)
Kaplan-Meier #E2 X5 24 » AMOFHHHMEARE IO R AEE [95%CH X, 7/ A~ T H#E
2.2% [1.2,41] . 77 &AREE86% [6.3,11.6] THV, 7/ A= T7E 7T HRITH LT, #Hk
HEREPT DR A E B BEAZIHI L7z (N — FE[95%CI] :0.260[0.129, 0.521] , grouped survival
data ®v 77 > 7 fiE : p<0.0001) ,



V. 1BRICEEd HEH

HRMR BT R £ ED Kaplan-Meier BifR

(%)
101 — F/2TTH (n=472)
=== FSHREE (n=480) 8.6
g | /\F—FREL[95%CI]: v
0.260[0.129, 0.521] ., p<0.0001 * :
S :
% :
3 '
x 4 '
R kb ! 22
2 jmmmmmmaaas r
0 . .
0 6 12 18 24 (A)
&5 4R
No. at Risk
FTIARTH 467 467 443 431 414
To5tREE 478 478 449 426 404

* grouped survival data®O45 S IR E

@2 AL LDOMBEDHAETR FHREATHIXIBEHARTITOBE) EIRFFMEER)
#4524 » H#%E TOMagIEOHEMRE T CoBUHEARE S UIBEAHEM B Sr o) 4 2 HEARDL &
TRAELHEREORIEIL, 7/ A< TH 04%, 7T EREFE25%THY, 7/ A TI37 Tk
RTKRE LT, 2 HEIRLL B ffagst o MEMARE S DR A& 2 A EICHHl L7z (U 227 1 [95%CI] :0.171

[0.038, 0.758] . Fisher’s exact test, p=0.0124) ,

2 AU LDOMRBEDHE TR GTRRAETITXIIEBFEHRATTOEE) OREROHER

(%)

41 T /AITE (n=472)

CI75tR8E (n=480)

1) 24 [95%CI] :0.171[0.038, 0.758] , p=0.0124 *
3 -

25
ki
1 -
0.4
ol [ 1 ] B
>0—6 >0—12 >0—18 >0—24 (A)

R HARE

* Fisher's exact test
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@BHBEICE S ELIMEEH (BB, KRS, BT (BREHZR ( #HE - WE. LBE (W

<) . miBE] (BRERMFEMEIER)
Kaplan-Meier #EI1Z & %5 24 » A M OEMIRIEIC & B E2RIEMEEE T D RERAEZE[95%CI] 1%,

T AT TRE1.6% [0.8,3.4] . T EARRE3.7% [2.3,6.0] ThHoT,

BHREIC K D ELIEHAEBITRAEZED Kaplan-Meier R

(%)
4 — FIRI T (n=472) 37
c=== FSEREE  (n=480)
3 A - 2
3
i
F 2 1
&
1 -
0 . : ; .
0 6 12 18 24 (B)

REHME

i) BEEOANA—XSA4 U bDERE (BIXRFEMEER)
B 524 » AR T DEHE (L1-L4) . KREREIACES, KERE S, & OEEE = 1/3 OF %L
DR=RZF A PG OERIL, 7 7 B AR L CTHEZREMSEED b (p<0.0001. t #7E) .
T ) AR T IR E B EZ RIS, 7/ A TRETIE, 77 ARk U CHEME (L1-14) |
KERE AL, B OKERE SO BB EITR G 3 » Atk BRI /8 BHEITES 6 » Ak (\»
T O IR G- BGZ OPEIRIERR) 2D 2 TOR R CHERBEMARD btz (p<0.0001,

tBRE) .

ERNELOHEGRARICE T2 EBELELE
fEE e PN SR VA PN e B 1/3

TIART | TFTRR | TIAST | TT78R | TIAST | TT78R | T/AT | 7T7€R
n=472 n=480 n=472 n=480 n=472 n=480 n=472 n=480
6 5 Hi% 5.0% 0.8% 2.6% 0.3% 2.0% 0.2% 0.1% -0.6%
1 %1% 6.6% 0.5% 3.5% 0.0% 2.8% -0.3% 0.2% -1.1%
2 1% 9.1% 0.1% 4.6% -1.1% 4.0% -1.1% 0.5% -1.8%




V. 1BRICEEd HEH

HEBWOTTVAUN—),

HEBO T SUAUIN—),

BEEOR—ASA UMLDERE

(%) FEHE (L1-L4)
12
Omee) 5= ) 2T T BE (n=472)
10 | A===ATSEARE (n=480)
E15{iE £95%Cl *
8
6
4
2
0
-2 . .
BL 3 6 12 18 24(8)
B 5 HAME
% p<0.0001 vs TS5t 7R EE (Student’s tIRE)
(%) KEEFE AL
6 —_
OO = ) AT B (n=472)
5 - e =-=-=-4A 75t7hg¥ (n:480) *
151 +95%Cl

REHRE

* p<0.0001 vs FS5t7REf (Student’s tiR7E)



V. 1BRICET HIEH

(%) KEEETRER
6 —_
O——0 T/ R I B (n=472)
5 1 #e==-=-aTS5tRE (n=480)
11l +95%Cl
~
|
A
7
1
~
Al
5
)
;x‘i:
1t
%54
* p<0.0001 vs FS5t7RE¥ (Student’s tHRTE)
(%) BEEEALm/3
2 —_
O—0 T/RA I (n=472)
A ===ATSERE (n=480)
q S ¥ +95%CI
~ * *
| " *
% Sy ~a. . %
B4 T I
S { --.
L T
£,
-3 . . . .
BL 6 12 18 24(8)

&5 4
* p<0.0001 vs TS5tz E% (Student’s tHRTE)

i) BB~ —H— (& CTX-1. BAP) DR—R 54 UhbDELE (B RHEER)

BRI~ —H—Th 5HIME CTX-1, KOEEE~—T—Thd BAP (L. FIEHIERRTHLT /
2 TG 1 y A% EZEHRTORETT ) A~ 7T 7 I BRI L THEBICIE T L. (%50
T p<0.0001, Wilcoxon DNEN.FIREE)

B 24 5 A%IZBT A 0% CTX-1 OR—R T A inbOELROFRAE (QL, Q3) IX., T/ A
~TRET-63% (=76%. —456%) . 77 BAREET-13% (-35%. 12%) Th-o7=, £/, &5 24
B HBIZEB T D BAP ORX—ZX 7 A4 b O LFEOHIRAE (Ql, Q3) 1. 7/ AV THET-53%
(=61%., —42%) . 77 EBAREET-13% (-26%. 3%) ThH-o7,



V. 1BRICEEd HEH

BREI—D—DOR—XSA UM LDELRE [FhRE (Q1. Q3) ]

m;ECTX-1
(%)
80 -
O—0 T /AT T8 (n=472)
60 A=A TSURE  (n=480)
. 40 -
T
A 20 o
7
1 o< W [
P U R P R
A | e e
5 -20 T T
%
£ 40
it
60 - A x
-80 I
-100 T T T T T
BL 1 3 6 12 24(R8)
&5 5
* p<0.0001 vs FS5AREE (WilcoxonD IELIFIRE)
BAP
(%)
80 -
O—O0 F /AT T (n=472)
60 - A--A TS5UREE  (n=480)
40

HEBO U SUAUN—),
’
—r—
——
}—.l»—i
——

_80 —

-100 T T T T T
BL 1 3 6 12 24(R)

5 HRM
* p<0.0001 vs FS5tz7REE (WilcoxonD IBRIFIIRTE)

iv) R
24 » AMORIWERRBRIL, 7/ A~ 78 20.4% (97/475 B1) . 77 2 REE 16.8% (81/481 fi)
Thole, EREWERIZLLTOEEBY TH 5,
HERBEMIL, 7/ A~ 7HETITRER, R, DA, MEEZE, BAE. OF v, BEHIL,
JFRERER T | AR EPAE, i, < IR THMAE 0.2% (16)) | 77 B R CILERE
. BOME, AL ARE, BN, fEE. SR Y —7 0 @it U oNE, INEES A 0.2% (1
Bil) IZRRD BTz,
B IEICE S ZRIERIZ. 77 A~ THETIIIEEE~ A 237 7 U TIRYYE, BRiR4E. s,
MR 0.2% (L6)) | 77 AR CIEEMRAR., TUE, EREUE, w2, FRIEE T
KE. U LS, A RO 0.2% (1)) IZ@RO bk,
B S 2RWERIE, 7/ A~ THTIRLAE, < b FHmA% 0.2% (1) . 77 'REET



V. BRICEd 5

TIAE IR . A DR ENRE 0.2% (1§ 123D 5T,

24 » AMOEIERRRE

5 ) A< TRE 7T R
(n=475) (n=481)
BIVEAZHEGIEE (%) 97 (20.4) 81 (16.8)
BIVEH o TEdE - -
(WFRDORETRIEN 1%L EORIER)
5 I 7 (1.5) 6 (1.2)
vy NNEINNT AT =5 — AN 6 (1.3) 2 (0.4)
A2 3 (0.6) 6 (1.2)

FIER] 881 Hilh 159 #1 (18.0%) (ZREIMEM (BRRMAEMRT 2 5ie) 2
a2 o SdE 761 (0.8%) . FHEYR 761 (0.8%) . v -GTP L5 7641 (0.8%) .

(0.8%) . 2 61 (0.7%) . PBAFE 541 (0.6 %) HFEThH-7e,

RO bz, ERb DI

( I.8.EIEA HEEMNBERAERMERVERREERE-8 1)

L 7 @J

b) EMEERREAER [FHTEHMHER - FREEDOM i8R (20030216)] <£&% : HAEANT—%>7

Fik

g | BRI 86 5 1% CORBHERT BT, FEHET B R O KRR BRI 5 7/ %
T DI R A AT 5.

§$4% B, R, SHE. WEAL. —EER. 7T bR R

60~90 7% O AR B HERIE R (i) 7,808 fi

Uk

b B BEHESUIRERE TR O W N SUTFELOFHE T 2 =27 73-2.5 Kiifi T, WEHLE H-4.0

[ =2~ 7#E]
5 ) A<7 60mg & 6 » HIZ 1[0, 36 » A FT&RE
[ 5 &REE]

BGTE | S ke 6 0 A 1L 36 # A B G
SR CORBREIOAR L LT, AT A (1,000mg BLE) KORARE X 22 D (40010
LLE) % BRRA L,
[ =3 A )
- HRMEE BT O S AR
. [ v AT A
AT TE
FIEE | e e s = oo
 KERE AL S BT A £ TOMIR
- KEEESER S BT ORAER GEIR) S
et et | POUEEDT, FEREREDT, ROKBRRITA AT BT S RIEE, SRbks 518 LIS FIR% A
: AN
RHBRTHI Y
e B AL AT 15 HIR 36 A
pSE 3 1 T/ AT TEE 3,902451
BA#RiZ F/AYT 60mg 61 BIZ1E ETi%E
BEErEs m o
7,80845 1 TSR EE 3,90641
F5+K 6nBIIEBRTES

FTRTOHEERE AL L(1,000megl £) RUEAS2D (400U L) #=E B IRA




BEE=
F ) A= TR 77w RRE
(n=3,902) (n=3,906)
i
EEME (%) 72.3%£5.2 72.3+5.2
I —7Rln (%)
<70 % 1,030 (26.4) 1,028 (26.3)
70—74 % 1,637 (42.0) 1,642 (42.0)
=75 7% 1,235 (31.7) 1,236 (31.6)
BMI (kg/m2) 26.0+4.1 26.0+4.2
Hikn (%) *
PERR 1,761 (44.8) 1,773 (45.1)
TR 1,374 (34.9) 1,355 (34.4)
STFUT A A 472 (12.0) 462 (11.7)
T AV L 282 ( 7.2) 297 ( 7.5)
F—=A+F7 VT XF=2—D—F R 44 ( 1.1) 48 ( 1.2)
TAX=7
JEEHE -2.82+0.70 —92.84+0.69
KBRS AL -1.89+0.81 -1.91+0.81
KR SHE -2.15+0.72 -2.17+0.71
HERE ST (%)
HY 929 (23.8) 915 (23.4)
L 2,864 (73.4) 2,854 (73.1)
FRAREX X T — 2 72 L 109 ( 2.8) 137 ( 3.5)
&+ 25(0H)D  (ng/mL) 23.1+11.7 22.9+11.3

SEHE£SD

FHIRIZONTUE, RIS AN DT R TOWRE & R GUCEGT « 7 7 A~ T7#E 3,933 . 77 &AREE 3,935 f

HR

i) BFRAER (FEFHEEB RUVBIRFHEER)

V. 1BRICEEd HEH

T ) A TIXH BT, FEHEARE T, R OSKEE A B BT ORAEY A7 & 7T RICH LT
AEIE TSz, &5 36 » AR OFHMEREIT (FEHMEEE) 0 U A7 TIX 68% (VA2
b [95%CI] :0.32 [0.26,0.41] , # Y AT 1 v Z[EUFET /L, p<0.001) Th-oto, &5 36 %
H#%OIEMERE T (BIRGHBEE) O U 2 7K FiE 20% (Y — R [95%CI] :0.80 [0.67, 0.95] |
Cox N — RET /L, p=0.01) Tholz, #5 36 » AL DOKRRRELAEHEITOY XA 7K FIX
40% (Y — R [95%CI] :0.60 [0.37,0.97] . Cox i ¥— KET /L p=0.04) TH-oTz,



I

/7

V. 1BRICEId 5 EHHA

FRHAREITREEDHR
(%)
8 T 1
JROL O 7/2vT%
7 4 0.32 X :ljﬁ‘t'ﬂ'\g¥
p<0.001 !
61 !
2 01 ! RO YR
;% 4 ! 0.22 0.35
e ! WATL p<0.001 p<0.001
Fa ! 0.39
! p<0.001
2 s
X s
0 !
0-36 0-12 >12-24 >24-36 (A)
RS R
JEHIRB I E ED Kaplan-Meier Bi$R
(%)
9 i
81 Lo-m ToRE
7 4 .o"‘
FIRTTE
2 6 - R
b i Pt
z °
ﬂi 4 oun”
= x,-
2 | P
1] e
0 : : : : : :
0 6 12 18 24 30 36 (H)
125 HR
No. at Risk
TIS5ERE 3,006 3,750 3578 3,410 3,264 3,121 3,009
TI/ARTE 3902 3,759 3,594 3,453 3,337 3,228 3,130
KERB A ALERE HT R EFED Kaplan-Meier Bi#R
(%)
14 4
127 - FouRE
10 - Il
E 0.8 -
- FIRTTH
£ 06 .
04 o
02
. (]
0.0 . . . . ; ;
0 6 12 18 24 30 36 (A)
B 5 AR
No. at Risk
TIS5tRE 3,906 3,799 3,672 3538 3,430 3,311 3,221
TI/ATTE 3902 3,796 3,676 3566 3477 3,397 3311



V. 1BRICEEd HEH

<BE: FERHANY IV IL—TEF (RIRFFEER) >9

T A TIX 5L EOE Y A7 BB N T S, REE LA E T ORAEY 27 %277 &R & g
LCHBIR TS, #5536 s AEO U AZ7IKTF [95%CI] 1% 62% [22%, 82%] (Cox Hfl

NP —RETIL p=0.007) Tholz, £z, RBEEEDOY 27K T [95%CI] X 40% [3%, 63%]
(Cox LI N — RET /L, p=0.04) THH7=,

Fin A OKREEBE T B ORER

(%)

45 A .
i)  FREEDOM R 7 /22T#
' HABR2E ! C 175tk
35 1 : @FREEDOMERER 2 1k

36 i T/ AT T E (n=3,902)

» 307 | p=0.007 TS5t EE (n=3,906)

B 25 : WA YT IL—T

2 | BYRY (158U L)

% 201 ! F )2 T B (n=1235)

% 15 A p=0.04 ! T3t (n=1,236)
10 : p=0.85 ﬂ'}x’]ﬂ%ﬁ&ﬁﬁ) :
0 A | F /AR T (n=2,667
05 E TS5t RE (n=2,670)
0 ; . .

aYRY BEYRY
[ |

p=0.07

TI/ARTE vs TS5tREE :CoxbBINF—RETIL, BUVRY vs BURY AR TFovYEIRSHT

i) &M%

36 # ARIOBIERBELRIL, 7/ A~ T/, 778 RBEOIEIZ 12.0% (468/3,886 #) . 10.8%
(419/3,876 f5) T o7z, WT DD GHET 1%L BIZHBL L7 F4403, B (1.1% [44 f1] |
1.1% [44 %] ) ThoT,

HELRBENX, £ 1.1% (41/3,886 1) . 0.7% (27/3,876 #i) [ZiH b, 7/ A~ THE
T4 FILL ISR L= T3, PoidE (0.1% [461] . <0.1% [141] ) . L (0.1% [4 %11 |
<0.1% [1#1] ) TL7=,

BeERIEICE > T2RIE-IZ. ZE4 0.9% (36 1) . 1.0% (37 f) IZ@BO B, T/ A~ THE
TAGILLEIZHE L2403, B8R (0.1% [461] . 0.1% [4 611 ) . #JE (0.1% [4 411 . 0.1%
[261] ) . ThHhoiz,

FECICESTZRWERIZ. 7/ A~ 7 RETII/INMIEE ., O
7T B ARBETIIEED 1 HIZERD LT,

i3

NELESY K. BUERER D345 161,

B
B



V. BRICEd 5

c)BEOIFEEERNEE LI-ERNFENHEERKRAER [BIEMIEINFIGER : DESIRABLE &
(AMG162-D-J301)] 9

Ak

DMARDs (FREEffMILY v~ FIK) BEFOBEEH Y v~FBEHEEXNRE LT, 7/ AY 7 60mg
Z6»A1E (QEM) XiE3 » A 1E (Q3M) . 12 » HEIE F#kE Lz & & O BEinEE ok
IR AR 5, £, JFECT ) A THER A BRI HIT S .

IHIZ, T/ A7 60mg & Q6M iL Q3M T, AR TEIE & 9 2 IE O A G EUSRE & Tk
Beh L, 7 AT &2k LTRSS IOV TIZ 12 » AL LoRSRGED, 7S8R R1b
T ) AR TICBATT DR HOWCIET ) A~ TR ERFOE ML VL2 2 med 5,

T

EWN, HIAHE, 2R, BEA0, ZHEEBR, WATHM., 77 &A% R

DMARDs i #& OB U v~ F B 679

KEY U TF RO Y U~ FAFEEIHINY U~ F RO Y U~ F oA L - T
B Y v~F LW, BRI 6 » HUL L5 FRWTH D 20 LL EOEE (Bk)

< TR HRRRARTIC A A< L b 8 R, 1KLL DMARDs 2 &5 SN TR Y . BEBRERE GBI
il 4 H 0% DMARDs O fiEA &R — &, M oipBREifk H12 DMARDs O£ 55w n3 rlRE /e 5

s AY == TRAEICC, AR BT (distal interphalangeal : DIP) % BR\ M7= 58 BAHEiH
JEARBA&I A 6 ELL Lo B

c AV Y == TRAERO, il X #1412 T modified Sharp IEOFHMBIEIEOS ARH BND
. LR OREO W N E -4 HE

CRP=1.0mg/dL 7»>$13 FL Y 2 1b_7F K (citrullinated peptide : CCP) $HU{AR5M:

CRP=1.0mg/dL 7>> VU 7~ ~ A R -1tk

FRIMERIEREHE  (erythrocyte sedimentation rate : ESR) =28mm/hr 2>2HT CCP HiiRpME

ESR=28mm/hr 222V U~ kA Rk

vV v vy

B0k

[ =2~7 Q6M #f]

T A7 60mg & 6 A1, 12 » AME FT#E#, S 5ICHERS

[ =2~7 Q3M #]

T ) A7 60mg & 3 » AL 1EL, 12 » AME FEREG%, S DIcikks

[7F &R EE)

TTeRE 3 AICLEL 12 5 AMKET®RG%, 7/ A~7 60mg % 6 » AIZ1[El, L3 » H
W21 |G

TR TOWREIOFRIBEEE LT, 1 HILL LD DMARDs 58 Z1TV, Dl L b AT T L
(600mg LA F) KROKRRAIEZ I D (40010 LA E) AWML, £, &I D
PHEHA L TWABRFIZOWTIIAN S T AOLEMEZ AW L, BE5EE2EETHE LT,

+ AN
ok e

OREY U FRRMEREEEAREIC LY Class IVIZPE SNV BE
- BEY U~ F LS OSIEVEBEI R B OGO, I EE A 2 8E
- B U U~ RIS D L R ORI D B 5 B

AT F

SR ERED
- BeHBHAR 12 » H1#%I23851F % modified Sharp 7512 4L 5 TSS (Total Sharp Score) D<X—RZF A
Vinb O E
[RIEHmE H ]
+ modified Sharp {2 5% TSS DR—R2F A4 UL O bE (FEFHMEEE 2k<) LOE{LE
0.5 LLF D BHFDOEIGS
- modified Sharp (K L2 HUHAA AT ODR—=RAT A )b OE(LE
+ modified Sharp %12 X 5 JSN (Joint Space Narrowing) A 27 DX—RZ A Vb OXEbE
CBEEE (BEHE L1-L4) ON—RF A b DR
R =7 — (3 CTX- 1) DOR—=2F A 9 b D LR
(R A )
- DAS28 - ACR =7t bUGH

bt

[FZEFHmEE ]
Fe b BAts 12 5 ARIZEBT 5 TSS OR—2 T A b OELEIZOW T, AEAERTH 5% D van
Elteren ERERLHE (ERIK T : N—2 T A UREORIEREFRVE AFHOFE) 2 HnTT
AT DOEBGREE 7T B ARREE R L7, Overall type 1 error rate % 5%|ZPRFFT D 729DIC,
ZELMBOFHEICEETIE (F72R LT ) A~7 QM HEORE THRE L R T-5EIZRY |
TITRRBET ) AT QM BEOREEZFEMmT L ) FIR) 2HW=, £/, YU~ A FR
T (B, R2tE) | 5T CCP HUE (Bath. Raih) | JEIRBIHiZDON—2F 1 i (<10, =10) %
DY T T N—TTHhT T N— Tl & Ffti LTz,




V. 1BRICEEd HEH

[EIREHmE E ]

FEEFEAGIE B LIS O modified Sharp 1512 K 5 X BREIR A 27 (TSS, ‘HBOHLA AT, JSN 2=
T) ODN—=RAT A b0 E GG 6 » HEEDN12 » H%) 1o\ T, BHEREIT L, FF
R ECFEFAME B & RO (M. BEST. RO 7 7 —T 8T 9Lz, &
B (B L1-L4) OPEMBROR—RT A InbDOEEIZONT, BEHIT L, BRI e, H
EHEE S ICERRE EEZR M Lz, 2ERIZo\ T, ANCOVA (BERT : #58, ~—2F
A VIFORIERERNVE ALFHOFE, X—2F A E, WEKRE, ~—2 T A AL E#ED
RHER) #HWT, T /AT OXBEERE T TR L2 R U, R~ — 0 —ORIERE &
OR—ZA T A B OEERIZONWT, BEHIT L, B2 S ICERREHREZHEH Lz, 2bEIC
DUWT, R Z &I van Elteren JERIEA R E (BRIKE T N—R T A VIREORIE EE AR /LE fE
FAOFE) 2HANWCT ) AT OEEERE 77 R & g Lz,

[RREAFHMNEEE )

DAS28-CRP O LEIZOWT, HEFEIT L, R T L ICERNRFIEAREH L, 2 O TIL.
KAMEDFEEIIAT D o7, BORLAEET NV (BEERT TG B, X—2 T A VO
RIS REFRVEAHOFE, X—2T7 A fH, KOG EREOHEEEN) 2 HWTRERZ &
WCEBEREE T T B ARBE I Lic, 5016 6 » AR OGB4 12 » A% O DAS28-CRP @
BIRFERFIZOWNWT, FEEH LI, BEMZZERLEEREELRCTOHEGEZEH L,

Cochran-Mantel-Haenszel @& (BRINF : R—Z2A 7 A VIFORIEEERNVE AERHOAGE) %
HANT, RRZEICERZEGHE T TR LI LT, ®E58i6 6 » A% KOG HIG 12 » H#
® ACR20 MEHRIZHOWT, BEH I LICHIERHE LN HBREZR T OHAEZEH LT,

Cochran-Mantel-Haenszel #7E (BHIKT : X—RA T A VEEORFE a LT o/ REAOFE) %
HANWT, BRI EICERERE 7T R EZ R LT,

PEALR
T5tAR 3nAICIE RTES

T/ATTQIMFEITEE
FT/ATT60mg 3nAIZ1AE BTG

HERTH A >
RE8IR: 1208 125 RS - AR AR RS 3 THAGE
e A BT ZEE FE IR
) FIATTQ6MEE T /AT T QoM B
o T /AT T60mg 61 AIC1E B TRE T /AT JT60mg 61 AIC1E BTG
HER 2 7 /27T QaIMEE T/ AT QaMHE#ERE
DAM;QI;DS »t T/ATT60mg 3nAIZ1E E xS T/AYT60mg 3n AIZ1E R TS
A ()] . 2
g TF ~ T/ AT QMEEITE
226794 j_f F/ATT60mg 60 BIZ1E B TFEE
X ).
! /

TRTOHERE 15|l EDDMARDSAEEITLY., AL L (600mgh £) RUKRARE
EAI2D(400IULL L) ZEBRA, Fi-. EHRESIDEFERALTLSEEFIZDONT
[FhNSI LOBEEEHIERL, R5 24 EERHELE:

NN




V. BRICEd 5

B2EER
T AT QeM # | T/ A~ 7 Q3M # 7T AR
(n=217) (n=219) (n=218)

Fin (k)

E¥ME (SD) 58.1 (12.3) 58.2 (12.0) 55.8 (11.7)
LB (n) 168/49 154/65 167/51
KE (kg)

E¥)E (SD) 55.7 (10.7) 57.3 (11.1) 57.1 (10.8)
NR=RAT A VDY T~ b A FIK T

n (%) 140 (64.5) 128 (58.4) 137 (62.8)
BAER Y v~ FORIEHN (&)

E¥)E (SD) 2.2 (1.3) 2.2 (1.3) 2.1 (1.3)
BHUIERAE DA BE

n (%) 42 (19.4) 46 (21.0) 44 (20.2)
R—R T A VIREDOFIE BE AT O

n (%) 73 (33.0) 68 (31.1) 69 (31.7)
NR—=RAT A UEFEDOA N ML XY — hOREE

n (%) 176 (81.1) 189 (86.3) 190 (87.2)
N—2F A I DMARDs D% 5.

(A b b uFY— MESBRFILRI)

n (%) 96 (44.2) 77 (35.2) 80 (36.7)
R=RZAFGAUHEDA N b LFY— FOREE

n 176 189 190

E¥ME (SD) 9.3 (3.1) 9.8 (3.0) 9.8 (3.3)

e (Ql. Q3) 9.5 (8.0, 12.0) 10.0 (8.0, 12.0) | 8.0 (8.0, 12.0)

e/ MEL ReE 2.0, 16.0 4.0, 16.0 4.0, 20.0
modified Sharp %12 & 5 TSS

E¥ME (SD) 15.9 (22.2) 15.2 (19.0) 13.1 (21.4)

i (Ql. Q3) 9.0 (2.5, 20.5) 7.5 (3.0, 20.0) 5.8 (2.5, 16.0)

B/ME. FRRE 0.0. 201.5 0.0. 141.0 0.0, 177.5
HORBAAIT

E¥)E (SD) 7.5 (10.1) 7.2 (9.4) 6.6 (10.6)

e (Ql. Q3) 4.5 (1.5, 10.0) 4.0 (1.5, 8.5) 2.5 (1.5, 8.0)

B/ME. FRRE 0.0, 94.0 0.0, 80.5 0.0, 99.0
JSN z=a7

E¥)E (SD) 8.4 (13.8) 8.0 (10.9) 6.6 (11.9)

e (Ql. Q3) 3.0 (0.0, 10.0) 3.0 (0.5, 11.0) 2.5 (0.5, 6.5)

B/ME. FRRE 0.0. 107.5 0.0, 60.5 0.0, 78.5
MEHE (L1-L4) ‘B % (Hologic #1#) (g/cm?)

n 151 145 142

E¥ME (SD) 0.9 (0.2) 0.9 (0.2) 0.9 (0.2)

FUfE (Ql. Q3) 0.9 (0.8, 1.0) 0.9 (0.8, 1.0) 0.9 (0.8, 1.0)

B/ME. FRRE 0.5, 1.4 0.5, 1.4 0.5, 1.4
MEHE (L1-L4) ‘B % (Lunar f£84)  (g/em?)

n 66 74 76

E¥ME (SD) 1.0 (0.2) 1.0 (0.2) 1.1 (0.2)

i (Ql. Q3) 1.0 (0.9, 1.1) 1.0 (0.9, 1.1) 1.1 (1.0, 1.2)

e/ MEL ReRE 0.6, 1.6 0.7, 1.4 0.7, 1.6




V. 1BRICEEd HEH

R
i) MTSS DR—XS A4 UhbDELE (FEFMIEE RURIRHEEER)
T AT 60mg & 6 5 HIC 1 EEG L2 (QEM A . 3 » AlZ 1 [RIES L= (Q3M EE) @
MR GRS B 512 » A% (FEFHHER) 1277 B RBECEE~T mTSS (modified Total Sharp
Score) DOHEALNFEICHHI SN2 (van Elteren EHNEMARE., Q6M Bf : p=0.0235, Q3M #f :
p=0.0055) . 7=, MFEGHL HIT, &L 6 » A% (BIRGHIEE) 7226HE2M60358 0 b7
(77 2A~7 Q6M Ef : p=0.0360, 7 / A~ 7 Q3M £f : p=0.0028. van Elteren J&BIIEL I E)

mTSS DZEkE

7T R 7 ) A~7 60mg 5 ) A<7 60mg
6 % HIZ 1 [ 3 HIZ 1[E#S
n=218 n=217 n=219
) _ 13.14+21.44 15.92+92.21 15.17+18.97
S S
5.75 (2.50, 16.00) 9.00 (2.50, 20.50) 7.50 (3.00, 20.00)
14.63+22.49 16.91+23.47 15.89+19.65
w512 5 H
7.25 (8.00, 17.13) 9.00 (2.50, 23.00) 7.50 (3.00, 21.00)
. 1.49+3.76 0.99+3.77 0.72+2.32
A&
0.00 (0.00, 1.50) 0.00 (0.00, 0.50) 0.00 (0.00, 0.50)
p filf @ - 0.0235 0.0055
B B RS TR Pl (1 UOALE, &3 TUSALE) . RIIMEILESAMEEIC
X vMisE LT,

a) N—AT7A VIFORIBEEAT aA ROfEM (F - ) %Jg & Uiz van Elteren JERIIENE, 7
7B AL Q3M E, Q6M HF & O LR DONEIZ BEME 2355 E S V7 B FIRIC &L 0 ZEME 2 L7z,

mTSS DR—R S A4 UL DEILE

o——e T /AT TQ6MEE (n=217)
@mnnnn ® T/ATTQ3IMEE (n=219)
20 - A====- A JS54RE (n=218)

BT R 0 S ANIN—),

(A)

* p<0.05 vs TS5t & (van ElterenZ BRI IELIHRE)

BeH 12 » ARIZBIT 5 mTSS O _X—R2F 4 b OZELED 0.5 LT (TSS FEi#EfT) 0oRBEDHE
& (BIVGHEER) (X, 7/ A7 Q6M # 75.6%. 7 / A~ 7 Q3M i 78.1%., 77 B EE 64.2%
THYH, WTNORGHICEBWTH T 7 ERBEIZH L THRICHEWEIS T (77 A7 Q6M
Bt 0 p=0.0097., T / A~<7 Q3M Bt : p=0.0014. Cochran-Mantel-Haenszel ¥2/E) ,



V. BRICEd 5

B5 12 H AED MTSS DR—R A4 AL DEILEDRBEEETO Y

F /AR T Q6MEE (n=217)
F /AT T Q3MEE (n=219)
T5tRE# (n=218)

>e

> oo

T/ AT TQEMEE
75.6% *

ISR l

°
Q‘N’o oy o

64.2%

\/

BT RO 0 S\ AIN—),

T/RATTQIMEE
. 78.1%*
-10 T T T T T T T T T T T
0.0 0.1 0.2 0.3 04 0.5 0.6 0.7 0.8 0.9 1.0

RiARER

* p<0.05 vs 7S5t EE (Cochran—-Mantel-Haenszel{& iE)

i) BULARIATDA—RSA4 UMhoDELLE (RIRFEMEER)
Bh5 12 » HBIZBI 2B OOAAITDOR=ZAT7 A UInbOEbEIT, T/ A~7 Q6M L
Q3M FEL BT T BEARBET L CTHERIHNRD b (7 A~7 Q6M B : p=0.0104, 7/
A~7 Q3M # : p=0.0001, van Elteren ERHIENRE) . £/2, 7/ A~7 QAM EETIIHK G- 6 »
A% O A BRI 235O b (p=0.0002, van Elteren JEBINEM R E)

BUOLARATDEILLE
7T R 7 ) A~7 60mg 5 ) A<7 60mg
6 » HIZ1E#HS 3» A1 EHRE
n=218 n=217 n=219
) _ 6.55+10.58 7.53+10.11 7.16%+9.41
S S
2.50 (1.50, 8.00) 4.50 (1.50, 10.00) 4.00 (1.50, 8.50)
7.53+11.47 8.04+10.58 7.38+9.59
w512 » H#
3.50 (1.50, 9.00) 4.50 (1.50, 10.50) 4.00 (1.50, 9.00)
~ 0.98+2.48 0.51+2.15 0.22+0.95
A&
0.00 (0.00, 1.00) 0.00 (0.00, 0.50) 0.00 (0.00, 0.00)

B BRI R S TBE : POME (B 1 WAL, &3 PUMIA) | KRIMEIEEARIMEEC

AQUET A0y




V. 1BRICEEd HEH

BUOBLARATDR—RZA UMb DELLE

1.6 4

o——0 T /AT T Q6ME¥ (n=217)
14 @mene- * T/ATTQIMEE (n=219)
Am==== A T5tREE (n=218)

1.2 4

BITE RS 0 S\ AIN—),

-04 . :
BL 6 12 (B)

B 5 HME
* p<0.05 vs F5+t7RE¥ (van ElterenB Bl IERIFR E)

i) JSN 27 (BASHBM/NMEDFHER D7) OR—RS54 UMb DELE (BIRFHMEER)
P55 12 5 ABIZBIT S JSN 2aT7 OR—2 T A UinbOB{bE CE¥E) X, 7/ A2A~7 Q6M
B, 7/ A~ 7 Q3M BE, 77 BAREOIEIC, £NZ1 0.48, 0.50, 0.51 THY ., JSN Za 7l
WL I,

JSNRaA7DZEILE

7R 7 ) A<7 60mg 7 ) 2<7 60mg
6 » AIZ 1S 3y HIC 1 E&S
n=218 n=217 n=219
) _ 6.59+11.94 8.39+13.82 8.01=10.86
N—=ATA
2.50 (0.50, 6.50) 3.00 (0.00, 10.00) 3.00 (0.50, 11.00)
7.10+12.25 8.87+14.60 8.51+11.35
512 5 A%
2.50 (0.50, 8.00) 3.50 (0.00, 11.00) 3.50 (0.50, 12.50)
. 0.51+1.72 0.48+2.08 0.50+1.76
A&
0.00 (0.00, 0.00) 0.00 (0.00, 0.00) 0.00 (0.00, 0.00)

BB FARPIOME AR R R, TR il O 1 LA, 5 3 USSR

X VHisE LT,

« RPMEERRSMEREIC




V. 1BRICET HIEH

JSNRIA7DAR—RZA4 UNLDEILE

o——o 757 QEMEE (n=217)
*--- & 757 Q3MEE (n=219)
08 - A===-- A TS5tARE (n=218)

BT RO TS\ AIN—),

BL 6 12 (A)
55 8

* p<0.05 vs TS5t 7RE (van Elteren[E B IEHIIRTE)

V) BREEDR—RASAUMLDEILE (BIXREMER)
512 5 H#%I2B T R (L1-L4) BEEDOR—R5 4 b OERIT, FIEREHCR LT
BEREINNED b7 (p<0.0001, ANCOVA) .

fEH (L1-L4) BEBEEDODR—RXSA UM bDEILE

(%)
10

o——0 T /AT T Q6MEE (n=217)

P & T /AT T QIMEE (n=219) BN RFH9E£95%CI

gl Amese- A TS5tREE (n=218)

HEMO TS UAUIN—),

(A)

BE5HRE

* p<0.0001 vs FS5t7RE (ANCOVA)

v) BREIY—h— (IFCTX-1) DR—RFA4 U oDELE (BIRFFHIER)
BRI~ = —ThH51ME CTX- 113, HEROBMOWERR TH LG 1 » A% G T3
DO, WTNOREGHL =2 T A AL ik L TRWEZ R LT,



V. 1BRICEEd HEH

HERO TS UAUIN—),

BRET—D—DR—XS4 A bDELE (HRIE (Q1. Q3) )

(%)

60

40 —

-100

MmiECTX-1I

o——e T /AT TQ6MEE (n=217)
..... & T/ATTQ3MEE (n=219)
----- A TS5RE (n=218)

RE5HARM

*p<0.0001 vs F517RE (van ElterenE R IBLIHRTE)

Vi) DAS28 DR—R S A UHh L DEALERVERERE (SEFHR) (FRMFEMIER)
#4512 5 H#% ® DAS28-CRP (BAfiV v ~F DOHEBIFEMELZ R TIEE) ORX—R T4 b4k

=]

8 R/ _FVHE (SE) ) X, ¥/ A~<7 Q6M ££-0.79 (0.064) . 7/ A~7 Q3M #£-0.80

(0.063) . T EARAEE-0.73 (0.063) THh-olz, F7o. $5 12 » A% D DAS28-CRP O Ef#EERL
KL, T/ AYT QEM BE51.7%. 7/ A~7 Q3M #E51.7%. 7T B AREE48.8% Th-7-,

BT RS oS\ AUIN—),

DAS28-CRP DAR—X S 4 UL DEILE

o——0 T /AT T Q6MEE (n=210, 201)

®nnn * T /AT T Q3MEE (n=217, 205)
| Amm=n= A T5tREE (n=216. 211)

(n=61nH.12nA)
/N FEFIYE+SE
T T
BL 6 12 (A)
%5 2R



V. BRICEd 5

DAS28-CRP D EfRERE

(%)
100
T/ A7 Q6MEE (n=210, 201)
T/ AT Q3MEE (n=217, 205)
80 71 O F5tRE (n=216. 211)
(n=618.125A)
ﬂ% 507 4880 517% 51.7%
JE% 440% 414% 40,19 i
= 40 7 : =
20
0 T 1

61 A 126R

(7%) DAS (Disease Activity Score)
DAS28-CRP : Bffioy&fs (i) o, BEioMEIRO%. BHF 2o VAS*, C KIstEER (CRP)
G L TCHIET D HRIE, 2.6 Kiifix iR & EE

*VAS (visual analogue scale) : 0~100mm OAF/REAR EIZRAORE % BEIZHIZ DT TH b,
FOESE Y > TRADORRE 2Rt % ik

Vi) ACRa7t v FRIGE (SFFEW) (FRMFHMEEER)
$eh-12 5 A% D ACR =27 v h® 20% (ACRz0) KIGZHIL, Q6M £, Q3M &, 77 B ARETE
NEI 35.8% (72/201 f) . 32.7% (67/205 f5l) . 30.3% (64/211 i) THVH ., KAREL 7T &
AREECEITIRO Lo T,

25 12 » B#®O ACRx RIGE
(%)
50 —

45
40
35.8%

35 - 32.7%

30.3%
30
25 -
20
15
10
5_
0

TSR EE JS5)FQeME | TS5UFQIME
(n=211) (n=201) (n=205)

S om0 O >

(E)ACR=7t& v |k
KEH Y 7~ FHE (ACR) WER L7, LTF0OE@DIEHE T, #NET 20% L EOWERH D |
O~DD 5%, 3HHAT 20% U LOUENRD LNDHE. ACR 27> F 20%6%E (ACR0) R
EHIET D,

ORI ORI @/BHFICL LMD VAS @HEHIC L2 HKIEINED VAS
GERNC X 2 2RIEEIED VAS  ©BFIZ X 5 & ikiaestm (HAQ™)
@C IstEER (CRP) | ikikFdE (ESR) Off

*HAQ (Health Assessment Questionnaire) : HRIEFHR & L COMRERE OREZ I+ 572D D
BEAGPITOT o r—h



V. 1BRICEEd HEH

Vi) BEERNBULARIATOR—RSA4UHNLDELE (YT JI)L—THEH)
RIS K OVEIBEEEATO Y R 7 7 7 #—Toh 2DV U~ bA KR, HL CCP FURDIREER], & O E
TREMEDFRIE T H 2 IEIRBIE R ORIERNC, BORBAATT OR—=RAT A UL DOELEDOY TS
=TT ZAT 5T, EOFER, UV U~ b RERFBMEROHT CCP HURBGED S Y X 7 BTN
T EE5 12 s ABROBORLAARIT OR—ATA b OELEIT, WTHOEGRIZBNTHLY
TR L CHERIENED 547z (van Elteren ERINEN B E) .

o< b FEF (G, B Bl RE12 9 ARODBULARITDR—RASA Mo DELLE

[E15 (=453
35 - :
1
30 | :
p=0.0013* |
A 25 !
;|< p=0.0075* !
S 20 i
d |
> |
M 1.5 1 |
5 | _
! p=0.0386 *
;2 10 4 !
it | |
% 05 A 1
1
0 [ . B
|
-05 s
T5tRE FIART FIATT TSR E FIART FIRATT
(n=137) Q6MEE Q3ME (n=81) Q6MEE Q3MEE
(n=140) (n=128) (n=77) (n=91)

* van Elteren[E Bl BRI €

P CCP fiufk (BtE. I2fE) Bl. RE 12 ARDBEUVLARITDOR—RASA UHhbDELLE

(1K (=43

35 - i
30 1 p<0.0001 * !
/|< 25 | | p=0.0033* E
z |
S5 20 A |
1 |
o154 |
5 |
;2 10 | !
i ;
£ 05 - |
0 |
-05 :

TS5t FIATT FIRTT TS5uRE  FTIART FIATT

(n=145) Q6MEE Q3MEE (n=73) Q6MEE Q3MEE

(n=158) (n=149) (n=59) (n=70)

* van Elteren[Z Bl IBGIIRE

R—R T A ORI 10 RiiOBRFITBNT, 512 5 ABOBOHLAAIT DR—AF
A S DOENEITZ, WTHORGHIIBW TS 77 BREEICH L THERIFINRD SN0 (F
J A<7 Q6M #f : p=0.0049, 7/ A~7 Q3M ¥ : p=0.0015, van Elteren JERINEMFRE) .



V. BRICEd 5

— AT A CORERBEEIHS 10 L L@ Y A7 BFIZEBWTE, 7/ A7 QM TOHLT 7R
BRI L CHEZRMBINZED vz (p=0.0407, van Elteren EHINEALKE) .

FERREIET % (<10, 210) Al. 512 Hh ARDBUVLARATDAN—RASA UM DEILLE

<10 =10
35 - .
30 - |
K25 p=00015* :
?% 20 4 p=0.0049* !
:L | p=0.0407 *
7’3\ 1.5 4 :
5 |
0) 1 0 . 1
g : !
1t |
= 0.5 1 :
0 .
-05 — -
TS5tRE TIART FTIRATT TS5uRE FIART TIATT
(n=130) Q6MEE Q3ME (n=88) Q6MEE Q3ME
(n=129) (n=139) (n=88) (n=80)

* van Elteren[E Bl BRI 7E

ix) ®Ret
@EIEFA

THERMOBERBEIRZX, T/ AT QM B, T/ A~ 7 Q3M B, 7T B AREEDNE (LT
FEE) (2. ZNEH 17.2% (38/221 #1) . 16.2% (36/222 i) | 17.0% (38/224 f5) ThH -7z,
T ) AT ONTNOEGHET 2% FICHBL Lo FRE, BrEE% (2.7% [6#1] . 0.56% [1
Bl . 0%) Thotz, EEREIERIL. 7/ A~7 Q6M B ClIhlim V- R, SAIEE., Mt
g, MEMMEENE 05% (1) . 7/ A~7 Q3M EETILY v \BGalEREE, EIGE, WE
PERTZE AR, O EEMEBEAR, M MEGEAD 2345 0.6% (1 61) « 77 B ARBECIEM O BMERES;, =5,
ZERNEEEE N 0.4% (LB)) Tholo, EHPILICESTRIERIZ, 7/ A~ 7 Q6M Bt Tlfifi
R BROE, EMEMIR R, ZRALBEA A 0.5% (161 . 7/ A~ 7 Q3M BETIEL Y v gtk
fESE . ERRE. MVEPERGZE A, DRI 0.5% (1F) . 77 B AREECIIMOEMEER, K
VIR, FFRSRER 23 0.4% (141) Thotz, HEICESRIERIL, 7/ A~ 7 Q3M #f
DOFVEMERZEE 0.56% (141 Thoiz,

MIER] 651 #1562 51 (23.3%) (ZRIVEH (BRARMAMERE 2 5T) Db, E20b D,
1BrEE 2% 16 6 (2.5%) . KB/ 7 AMSE 14 6] (2.2%) % Tho7-, ( [VIL8.EIER ER
FEMEARBHEERVERREERE &) 21

QmFEMIENIL S LfE
THEERMOMBEMIEI LY Y MEE, T A TYERE 7T A% GEONER) [CEE
TN MEORRKOIKTRRO bz, T/ A~7 Q3M BETIE, KEIOF HHE A Tld— 2
FA MEE TIEREERE T, T/ 2~ 7 Q6M B & LRV METHER L T-,



V. 1BRICEEd HEH

2) REMHR

NGNS J L E 5 =)

MEHIEDILS D LEDEE

—— 7 /AT TQ6MEE (n=221)

(mg/;(’)Lo) - -=@-- T/ AT TQIMEE (n=222)
' --A-- T5HREE (n=224)
EH{E+SD
9.5 | | | | l
Y/ R () SR (1R *\ [y (| Sy | A | Ty (| B --
J - hl - - ol
il L N A
9.0 -1 -
85 . ; — , : : :

© -
—_
o
—_
—_
—_
N

iﬁ%%lﬂ %JJ'[E] ; 2 ésniﬂ@é 5 éﬁnﬁﬁ 7 8
#57R% 1B# 0%

BEREMoOHE(A)

*1 BEIIIFEREBICT/ATT60megE65 A I21[E (Q6MEF) . XIE3HBIZ1EI(Q3MEE) . 120 A B TFRE5L1=,

*2 HILI™L600mgll ERUVRARERIUD 400IULL LE RS —— BB LYARKE T, RIEDPIEEET
gaj%gt,;:o =1L EMRESIUDEFRALTWAEREICOVTIFALY Y AOLEME L., 8 58%
3 Egv L Zo

*3 MBI O LEQREE. SRR, 158, BE5&%11AZL. WEKRETARE. SHABORETEE. KU
6nABD#H 578 %, HUITPLERFICERELT =z,

F) MBETILISUEN0g/dLRBEDZEICIE. UTORICKBIMENIL S D LEERL =,
[BEAILL ™ LIE (mg/dL) =MEH )L™ LB (mg/dL) +4—M5EF7 LI SUNE (g/dL) |

FE MR ER : FREEDOM ZERERER (20060289) [HRik#lE] <BE  SAEAT—4>10

Ak
q ” FREEDOM =% [ [V.5.(4) 1) BhEiRitaER b) EMABEERRER 20] 2% T L-BE 2%
L LT, T/ AT EEORMZ MR OE 2% 3 5,
D | N, WA, i, FER, B ERERER (10 R ORMMTHE R
SAEM DT T aRx RS (FREEDOM #Er) A 52T L7-#kBrE 4,550 fi
o @ [FREEDOM Bk D xt5] 60~90 i O PR % B HRIE RS (M) 7,808
o BEHE ST RERE AL ER DN I AT ERAL OB B EE T A 2 7 3 —2.5 Kl T, MEir & $—-4.0
Pl
TRTCOWHREILT / A~7 60mg % 6 » HIZ 1|, K FHG L7z, (FREEDOMRBRTT /A~
By ik THEEE SN T H5RE - ERE 58, FREEDOM R8T/ 7t R B STV E5HE . 7
0 A4 — =) B, TRTOWREILIEEE LT, I va (1,000mg LLE) ROURA
By &I D (40010 LA L) #EHEARMH L,
[ EEEFHIEH ]
ITOHEB O#2MEEFHET 5,
c BERRORER
. - BERAEFERORHR
e B 20 ]
cPUT ) A= THUA DR ER
[BIR IR H ]
[EHE K KBS O BB ORIEM, W RNIARBRON—R T 1 Linb OB LB UL &
(5% B 028 R]
FENTRTIE | VRWEE, ElE. Wl N— AT A Ml BEEOME, WA X AMHAER., BEEFOMEE
DFNNZLDR—AT A4 MEORIEZILEE L U, ABICESREDRET VTREIT LT,




V. 1BRICET HIEH

HEBRTH A
BB % 5 #ARS : 34 (FREEDOMERER) BEHME: 7E (ERHAR)
SES T/ AT E 3,90265 RHREH 23436
AR % 1 F)2<7 60mg 61 BIZ1E KBTS F/237 60mg 6 AIZ1E R TFHRE
BHEESE m
7,808451 1 T5tAREE 3,90645] YORA—/\—F# 2,20745]
TS5tk 6nBIZ1E R TES T/AYT 60mg 61 BIZ1E B TFRE
TATOWRE HILL™ L (1000mebl ) RUESIDU00ULLE) kB HIRA >
R

i) BEEODA—RSAUMbDELE (BIXRTMER)
) 2= 71X FREEDOM # IEERBR TN ONR— 2T 4 6 b A B EME L OR BB 565
BEZEINESE (p<0.05, HALIEICES RV ELAEET L) |

BEREEOA—RATA UMhLDEE

fEHE N = T VA
(%) [FREEDOMZRER)] ERRR > (06 [FREEDOMERER)| EERR N
20 0
~ 18 ~ *t *T
| 16 | 8 *1
2 14 A * 1
~Z P
1 a x 1
B 7 xt oot
b 5 *T, A"
24 D wt o ‘
% % & T/ARTE/
1t it g RHREH
2 weme HORF—N—B % old . S e HOZA—B
=== J5tRE K === JS5uRE
BN =R T+ 95%01 I R B/ =R T 295%C]
T T T T T T T T T T T T T
4 5 6 1 8(H) o 1 2 3 4 5 6 1 8(F)
REHRE %5 1

*p<0.05 vs FREEDOMERERRN—R 51>
Tp<0.05 vs EERABA—ZF1>
WFhERAZRCEIRYRLATEXICETREEMRETIL



V. 1BRICEEd HEH

i) &
FREEDOM JEEFBRICHIT DA EFEFROEHRILLTOLEY ThoTe,

T/ AR TR S
FREEDOM&k5% (1~34F) SERER (1~T74)

(/100MH - 4) 14 24 3 e 54 64 T4 84 9 104
(n=3,879) | (n=3,682) | (n=3,487) | (n=2,343) | (n=2,244) | (n=2,067) | (n=1,867) | (n=1,743) | (n=1,585) | (n=1,451)
TRTCOFEER 188.5| 154.9| 131.6| 1349 117.3| 114.8| 121.0| 107.6| 109.5 95.8
G 37.7 31.9 31.0 30.2 26.8 27.5 28.9 27.0 27.0 23.0
SEVENESS 1.8 1.5 2.2 1.9 2.5 1.9 2.8 1.7 2.6 1.6
1z 1.6 1.1 0.9 1.0 1.3 1.1 0.7 0.8 0.9 1.3
KAV T NSE 0 0 0 0 <0.1 0 <0.1 <0.1 0 0.1

[ <0.1 <0.1 <0.1 0 <0.1 0.2 <0.1 0.1 <0.1 0
HELRAEEFS 11.8 11.2 12.0 10.8 13.1 12.3 15.6 11.5 13.1 12.3
Y 1.5 1.6 1.6 1.3 1.2 1.7 2.4 1.2 1.5 2.6
WM PR S 0.1 <0.1 0.2 <0.1 <0.1 0.1 0 0.2 <0.1 0.1
I 2 HER 0.6 0.6 0.7 0.4 0.8 0.9 1.3 0.7 1.0 0.9
AL 0 0 0 0 0 0.2 <0.1 0 <0.1 <0.1

FE BRI 0 0 0 0 0 0 <0.1 0 0 0

TS RE Y O RF—/\—E

FREEDOM B (1~3 4) FEERER (1~7 )
(1008 - ) (77w R#EE) (F ) A= THE) *
- - - 14 24 3 44 5 64 T
(n=3,883) | (n=3,687) | (n=3,454)| (n=2,206) |(n=2,105)|(n=1,965) | (n=1,756) | (n=1,646) | (n=1,515) | (n=1,394)
TRTOFEFS 189.5| 156.3| 132.8| 1324 112.5| 110.4| 123.3| 102.8| 103.9 92.7
kY 38.6 33.9 31.7 30.8 27.5 26.0 27.6 25.1 26.9 23.2
TR 1.8 1.6 1.5 1.9 1.7 2.1 2.8 2.2 2.6 2.7
% 0.8 0.5 0.6 1.0 1.0 1.1 1.3 1.0 0.8 0.8
EA VY A iE <0.1 0 <0.1 0.2 <0.1 0 <0.1 0.2 0 0
JHES% <01| <o0.1 0 <0.1 0 <0.1 0 0 <01| <01
HELAHER 11.7 11.9 10.8 12.4 12.2 12.5 12.4 12.6 12.9 12.7
&Y 1.1 1.4 1.4 1.6 1.5 1.1 1.6 1.3 2.2 2.1
W B ST 0 0 <0.1 0 <0.1 0 <0.1 0.1 01| <o0.1
B A EF S 0.8 0.8 1.0 0.9 0.6 0.5 0.7 0.9 1.0 1.7
TR BT 0 0 0 0 0.1 0 <0.1 0 0.1 <0.1
P sithN i 0 0 0 0 0 <0.1 0 0 0 0

n=3EHIF 5% 1 [ELL 2T, BAEDIE U DIZRBR Ak L Cui- Lotk
X1 BINT ) A~ T OFKG 2% TE LT, BEETN LRt S



V. BRICEd 5

(5)BFE - WEAIFER

KR L
(6);a B

1) FARERE (—REARERE. BEFEARERE. FARELEHRE) . HERTERET—2IX—XH
", ﬂ‘i mﬁﬁﬁb‘ﬁuﬁﬁd) HNE

O &

%éﬁ%tttﬁ%ﬁﬁl@Téﬁmﬁﬁmﬁﬁﬁm(%T)

H £

SR TR 2 AF ORI RO 22X OCA BT MBS 2RSS 2 L2 A1
kbto&k\ﬁﬁﬁmﬁ%ﬁﬁﬁﬁ%%mto

ELESWIRES

Hh gk 7 A

XREH

HHFE L WS, AAZ g0 TRE S8

St 1A

SR : 2013 4F 7 A ~2017 4 12 A (4.5 4ER)

Bl

FehGPAMATR 3 FFH, Pk - BIRIERIIZE ORF R ETE LT,

iE B B

AREREFIE 3,609 B, 22K O LT R SUE BB 3,534 f]

ELESUEES

BIVEFA S HEIA T 8.4% (298/3,534 #) T, FAENWEA (10 HILLE) XEH VY T AMSE 3.9%
(138/3,534 f5l) . &Y ERIMIE 1.0% (34/3,534 f5il) . HE.0>0.83% (10/3,534 f5) Th o7, Hk
&Uﬁﬁm%u%@%%%ﬁ%ﬁm%h%hJZWGM&%z%)&ﬁ79%(%m&n2%)f&
U\ﬁ%miék%ﬁ% RO b hote, Fio, WINC X 2RIEROREICZITFRD T,
BIEFA ORIRIC S KR EREWVITBO bR o7, 4 iﬁﬁ@ﬁ% 1A v I e B e = 5
%ﬁ@Uxﬁl?i\7V7?ﬁ/7)77/1MMUmm$% AR GBGRTO B A7 4 A7
F F— K| O AR, KRS ESGRTO D LY T MK RO X 2 D BE oM AR, A
% 5-BRAGRT O MIE 7 V2 7 A 8.5mgldL i, WNZH v T ARFI X T v # 2 D RF OHFH
ThoT,

Kaplan-Meier {£E% AWCHE I Lo, AAIZ G5B 36 » A th O RESHNETIHEE T o5 E R
33%T&oto$ﬂ&5%%36ﬁﬂ&®ﬁﬁ%®ﬁﬁW%@ﬂﬁ®%rﬂ iﬁ@26%
(82/3,172 f5) . 1% 38.8% (12/362 ) TH Y, KX Z2EIRD LNeh oz, [BHERHE DN
—X74/ﬂB®Wk+i\Kﬁ&§%ﬁ36wH%LM%T HEMARFRO bz, BahloZElk
IFZME11.6%., BHE9.9%TH Y, KREZREFRD b0 o7z,

Q@ BEY IR FEEENRE LERAGRICET S RHEEARERE 2 (K7T)

H 9

SRR TSI T 2 AH| OB R Ot CFEEICET oMERzEET S 2 Lo
HE Lz,

WA ST A

EIESCENC RN

Py

B U 7~ FITHE D B U ADEITRED b, AR 20 TG Sl (BEITHHRIER
ECARKNZ G LT BF TGN LT D)

S $5A 1)

THAHAR - 2017 4 11 H~2020 48 A (2410 » AM)

BlEIH

FLBMATR 2 4R, FEHIER QIBHRTRER ST, BISHIEK T CLetifmaeBlis 5,

SiE Bl %%

BERIEBIEL 1,266 1], ZZMEMRNT I GHEFIER 1,239 Bl A bR < SE Bk 815 B

ELESEES

BIVEA S BLEIA 1T 2.99% (37/1,239 f5il) T, ER2BIEMIXRA LY T AMAE 1.21% (15/1,239 #1) |
S 0.48% (6/1,239 f5) TH V. T\ d 0.08% (1/1,239 fil) THh 7=,

BEYMT - ETHLEOLAEITH Y LHESNIEFMOES (B0 AEITEIS) 1T 8.7%
(71/815 f5) THh o7z,

@ WERFTERT —FIR—IXAFE (BAHILS Y LMAE) (FT)
BT Y U~ TR 25 GEME L, 2017427 A 3 ALURBICARAIDYIEE G SN BEFETOKD
N T AMEFBLY A7 OFREY, ARIFERGEER LR L GHiT 52 &2 HNE T 5,
2) RRFHLELTERFEONERXIIEREL-AE - KBROME

AR ANA



V. 1BRICEEd HEH

(7)% Dith

1) FAREEHBREREENRELIBAFIH_EEHRHAEG  FREHOHER (20040132-48M) 13
PR ARG B BT A 3G & LTSNS I —HERARICB W T, BRI~ —A—Th HiMiEH [ =
T UG C- T u T T FRET, BT (REES»5 6 5 AR £C) 1351 X 0 IKE CHERF S
7o, WBEPIEZ 3 » ARD6 » AH (BRKESHLZENEN I » ARTN12 » A H) IZiZFNETNES
AT 1.3 fE RN 1.6 15 (FPdefE) (TN L 7%, 1Pk 18 » HH (Bt 6 24 » HR) 125
A& FRREE £ CIK T Ui, BEHEBHE T, 1R IE% 12 0 A (REEEND 18 » AH) (TSR &R
FREFTRT L,

2) REEBHBEREEZNRLE LEZENEIH_EERABRR U ZTOIFEHRBHEHBOBIAE v
PR H HLFRE AR 2 kG & L7 ysh s AR —E B itk (FREEDOM Bk : 20030216) KOV DIEE
Bkt (FREEDOM EE B : 20060289) 2B W T, AFI LT T R% 2 BILL &G L-EE %
HRIZ, REP IR (RGN0 T 5 ALK OBIRAZBUFEE LR, SRMEIRMEREITIX
AKIRE 3.4% (34/1,001 f) . 7 FEREE 2.1% (10/470 #) 1T Hiv, AFIFEHCBIT 2RI E TOH
M, &GN 124 5 H (PRE) ThoTz,
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VI. E3EEICEHY 5IEH

1. FEZMICEEHHILEMXITILEYEH
(BHRRIE)
EARARF— MUK (V2 Rer@r N ook, 7 vy Ra sl b o sk, 27 Fa ok
W) . SERM (BRI A ha U ZREREdal—4—) | =2 huas/ Uil miER e 2 2 2 Ds A%
(BEETY I FIZHEDS BUS ADEFTIN)
YL
EE : O H 2bEM O XIIREFT, BHOETFRLEZRT 5L,

2. FEB{EA
(MIEREML - 1EREF
F ) A= TR OEWERMETE B RANKL 28T 5 MY 1gG2 £/ 7 u—FAHIKTH 5,
RANKL [3ERE AR 8 2 U MTAATL & U CTHELE L E I % &) 2 il e K OV o BB AR O & 12 5 B4 %
ZRETH D RANK &4 LU T E IR O, FERER OVEF 2T T2 NEOEAE THDL B, T/ AT
I3 RANK/RANKL ¥ A4 BHE L, B Mila oz i+ 5 2 L X 0 BRIz bl 2 10, ZOf5%, K
B R OVERE OB REBINSE, BMELZHRSE S B2 605 171819, LUFIC, B HEREDRIE A B
ZANET ) AT OEFKE., BEY v~ FRECBTOBEMEDO A N =X L LT ) A~ T OIERKF

OREEAX R LT,
EHEEOREA DXL
RANKLOSERIEN |p @
e ® @
° "»\\
RANKL - 3

¢

EE

BT, EEARIC KBTI E . BRI XS EIERIC LY . M TEBGHATT O TV D, BHERIE TIE. BRI X
% RANKL OFEAHIML T 5,

* RANKL I3BEREA RS 2 WVIERIATL & UCHEIE L, BRI A 7] A il e & OV O RiiB A O R i (2Bl 5 A/ KThH 5 RANK
ZA LR AR O, K OEFELRETT 28RN DAT 4 =— 2 —Th D 19,

* RANKL ORBAHINT 5 Z L2k 0, EMIRoRsk, s, EFEnitE L, BRINMEE SN 5, B RILOIEEI L5 L OvVE
WEAK TN I, 2ORE, BIY 27 B3N 5,



VI S HEC B9 5 IHH

T/ AR TOERERF

5 /27T
=10/
RANKL

7/ A 71X RANKL 2 &35 Ml IgG2 €/ 7 = —F AHUET, & RANKL 2

EORRERME & BURIPE CTREG S5 10,

« 7/ A< 71X RANKL ICFFHEIICHEST 5 Z £ 12X U RANKL @ RANK ~O#EE & BRE L, E RO A iikl3 5,

Z DR

M) oY FEEICEITHEULA

BREADE | REHUIYFHREDE

WR—

BN S, BUEE K OMERRE OF BN L CHIMES RS 2 & B2 b5 16719,

ETDANZR L

e

(*) \
SRR MR

ﬁ'\

EERFNILEY
YD1

® RANKL wRANK

NIET7—J
. JO=—7H
@ a@n
; (CFU-M)

" .@ SR A

eﬁzm@m@
A Y

§  mEEED

> “I SEIE

- RANKL /35 B IS B 22 B Ml 0 (LR - T 5,

- BETRATIC RV T, IEME L S T Ml Kk OGP S 7z B MR ORI R0V IR AR R i oD S8 AN i 2 0

. IS ORIBEIC

BT RANKL 2 @8I L. Mok, e, EFEntEsh, BEETFORMELHEREL THD LELLND 202,



VI, RS ARBLIZ B4 5 H

T/ AR TOERERF

EEEE N

THHRZ. Bff ~oOJ7—J

@ 7/17773\ :D_—ﬁzmz
Q aure @ @
-

RANKL ‘ (CFU M)

EHE%:%%E%%EHE ’ AR BT
’
. \_

i%ﬁlE?/‘l')lﬁEJ
i laas %

27 E‘%‘fﬂiﬁ@%

B -._-47

S TAZ

« RANKL I3 /BB C LB 22 il i EIR < 5,
« 7 ) 2= 713, RANKL IZEBRINTHEAT 25 Z &1L Y RANKL @ RANK ~O#s& Z2E L, BeE MiaofEHAL 2 3mifl+ 5

(2)E»Z R M7 5 HBRMAR

1)

RANKL (239 B4 EBES (in vitro) 16
EM{LE N RANKL (357 ) A~ 7 OffA &ttt b RANKL &K OVA[% M TNF ®-o . TNF-8 |
TRAIL (TNF BET R F— 2 ZFE Y B R) | X CD40L 235 275§ 5 & i A Al 5 60 W5 1
(ELISA) HEICE o CRHli L7z, F7o, F ¥ A =— A 224 —JRH A CHO (2R &8 7= i &4
bk RANKL 2% 57 /) A~ 7 Ofia #alatE e b RANKL R OVE M TNF-o . TNF- 8, TRAIL,
XX CDAOL N EZRTNE7a—H A FA MVIZE o CiMiiL72, 7/ A~ 7Dk s RANKL (233 %
G BFIPE IR BRIMNEIC Ko THIE Lz,
ZORER, BEAN ELISA k&2 W fEARERICBW T, 7/ A~ 7 Okt b RANKL 233 554
IXAAEME E b RANKL IZ & - CREKRFIICIHE S L7223, RANKL Ao TNF 7 7 2 U —4 1 Th b
AYAME TNF- o . TNF- 8, TRAIL, X% CD40L (L » CIEES AW VRSN, 7r—F A b
A MU EZRAWEBRERBARBRICBWT, 7/ A~ 7 ORERESAE e b RANKL (25 2 & 1Al e b
RANKL (T & » TREKFIICHE Shz23, AEME TNF-o . TNF-5. TRAIL, X% CD40L (2L~ T
I E SN 2WZ ERENT, T/ A7 Dt h RANKL 2T 5/ GBfEEZ ]~ & 2 A, %*Aﬂﬁ
B P E S (Ka) 12 3X1012M Th-o7=, & b RANKL THIK L= B350~ 7 25 BEfla L 755312
WC, T A I E MR A A 0l L7z (ICso flElE 1X1014M)

%) TNF : JEGHEIER 1

BRIRNE (L) 2

N=IAFNCT ) AT BB TGS 5L, BN~ —A—CThHORT I MaT =7 RGN -7
BT FRPETF Lz, 720 A 1RIOKER FRGICED | BEHFEP, R TR =T —7 206 N -
T RRTF RO T AFRE LT,



VI, LRI B9 5

3) BEEICHTHIEE (YVR, ¥L)
T ) AT BREET HF A T RANKL Z 8Bl S g7 @ s iz~ A2 (8 N RANKL / v 7 A4 >~
A) AT ) A~ T % 10mg/kg D& THE 1[0, S HMNKER THREGT5 L, BRI~ —1—Th 5 IMiEH
ARG ERRTE R X 7 7 % — 5b (TRACP-5b) IRENSHEIK T L, BHENEM L0, £, I
B =7 A WIS T ) A~ 7 % 25 XL 50mg/kg DAETH 11, 16 » AMKER F &5+ 5 & i
M K OB OB % R OVE IR DSEIN L, B & &R IR IEOFBEBILR AR O b iz 19,

4) BITARICRIFTEE (TUX) 29
B N RANKL / v 7 A >~ U ACKBREASMES T2 LT / A~ 7 % 10mg/kg ®H&ETH 2 [F], 21 A
X342 BEER T35 L REO Y ET Y v 7138 E L2 0SB I OB B IK T Lo 7z,

5) BAEIRICRIFTHE (Tv k) 242520
Ty NEAERETNVEM, 7 ) AT OVl — "y ThHLAARTA T aT 7Y - ra 7 ) Uk
ealt7 7 77 A & (OPG-Fe) 3mg/kg # BIFIRFIERIC 2 HIZ 1B, 5 [E& PG5 5 & BB ORIE
WITREE L 2o 1oy, B8 EE OB ONCA B AR AL, s M OVie B SR/ Rk i TRAP-5b R D
BT BT,

(Q)EAHKIREERA - AR
M ERR L
<35%E : BEARETHICH T HERFRERE (8 20030164) >V
T ) AT O 0.03~3.0mgkg #HFEE TG LR, 1.0mgkg L EOHETIE, BR#~— 1 —
(uUNTX/Cr . OMiiE CTX-1) OR3P 72< &8 6 » ARMERF S,



VIL_EYyihieIZ B4 5 I H

VIl. EYEREICET 5EHE

1. MAPREDHR
(1RELEMGILSRE
MR L
QEERFABRTHRRAIN-OPRE
1) BEEE v
fatRE7e B AR N PR 2 MEIC AN 0.03, 0.1, 0.3, 1.0 XU 3.0mg/kg & BRI F# 5 L7z & & O3EpYshfie s
T AR ERITRT, T/ A< 71X 0.03~3.0mg/kg O &P CIEEORYEBREL R L2, 1.0 LY
3.0mg/kg Tl Cmax X OV AUC IHIEIE AT LB L THIN L 72, A#4] 1.0mg/kg % HEIE F# G Lz & &0
MiEHT /) A~ TREHBZ L TFIZ, $4&5BTOMETT ) A~ 7 REHBE 55 L L CRRT
Do

MEPT/ AT TDEYERE/NT A —4

P55 Crnax Trnax® AUCo- CL/F
(mg/kg) n (ng/mL) (R) (ug + A/mL) (mL/ A /kg)
0.03 6 99.6 =  25.8 7.00 (7~10) 2.06 + 053 | 153 =+ 4.2
0.1 6 492 + 166 12.0 (7~21) 152 + 6.7 8.31 = 4.97
0.3 6 1,910 + 658 14.0 (7~21) 843 =+ 20.1 3.72 + 0.89
1.0 6 8,690 =+ 2,170 14.0 (10~21) 481 + 131 2.20 + 0.56
3.0 6 | 27,400 + 7,880 14.0 (14~42) 1,790 + 650 1.85 + 0.58
a) FRAE (s M~ A K AE) CLIF: Ao s V7 I % mean =+ SD

ERAG B ARANFERZMECEE 1.0ngke ZBERTRELI-EEOMBP T/ AT TREHS

(ng/mL)
—e— 1.0mg/kg(n=6)

10,000 (mean=*SD)

8,000

6,000

4,000

P ANRADARNSTR 6 3=

2,000

0 4 8 12 16 20 24 28 32 36
RS &R GE)



VIL_ EYEhfelc B9 5 HH

T/ AR THEIRTHREROEREENMEFREHERS

(ng/mL)
100,000

10,000 £
1000 &

100 3

R L <IN LB 3R

0.1

00l +—+—7——7———7— 77 7 T

OO T /A7 0.03mg/kg (n=6)
O==07/2770.1mg/kg (n=6)
L= T AT T 0.3mg/kg (n=6)
V= =7 T/AT T 10mg/kg (n=6)
Q> T ) A 30mg/kg (n=6)

LOQ = 0.8ng/mL

&5 &R

) RROERBINTHELOCHEIZ, UToLEBY ThHD,
(B HERIE)
WE. RAZIET /) A~7 (Efa#Hz) L T60mg % 6 4 Al
<%%J77% ZHE DB ONS A DOELTIIH]D
WE ., AT /) A~7 (i E#x) £ 1L T60mg % 6 » HIC
DEFIZENTH, BOLADETRRD LNLGEITIE. 3 » HIZ

2) RERS
a) BMEE

T

28 32 36
(&)
mean—+SD
LOQ: EETFIR

1|, ETH&E5T 5,

1|, ETHETS, 7k, 6 5 HIC
1[E, ETFHE5THZENTE S,

A AN BARR L 2 ME OB HLERIE B3 157 BlICAH] 14mg, 60mg, &N 100mg % 6 » A2 1 [\, F 2 [H]
BEF#EELIZEE WTHLOHEIZBONTHIEYT / A~ 7 IREICEBETIRD o7, REELOEY
X 0.961~1.14 Th -7, HpEREH OWMEEHIIYIE G & 2 [F Hi5 CRg > TWeRd, Wi
OHEIZBNTHHIEHES- & 2 [FIH 50 Cnax XN AUCo-tau DFEEEDZET 28% Kl TH Y .7 / A
~ 7 DI ENREN R SUIREHR 51 L > TEL LW Z E RSz,
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BAANRERSROMERREH]R

(ng/mL)
10,000 4 O—O 14mg (n=5348)*
] B—860mg (n=5451)*
L—AN 100mg (n=49,45) *
1 mean=*=SD
1,000 5
1 ]
#
7 ]
7
2 100—§
2
7
E
10+
1 T T T T T T
0 2 4 6 8 12 14 (B)
RS * (WE. 2B OE5)
EMENE/IND A —4
I, Tmax Cmax AUCO-tau 5
& B
G RS ER (A) (ug/mL) (H -+ pg/mL) A
L4m 1 (n=52) 30 (24~35) 1.24 (0.37) 45.6% (18.4) 1.14P
g 2 (n=48) 30 (20~47) 1.35 (0.72) 57.9P (37.1) (1.05)
60m 1 (n=54) 30 (24~41) 5.72 (1.53) 317 (120) 0.961°
g 2 (n=51) 34 (16~44) 5.78 (1.77) 3109 (125) (0.224)
100m 1 (n=48) 30 (23~36) 9.54 (1.98) 5499 (162) 0.987 9
g 9 (n=44) 34 (21~42) 9.71 (2.46) 548 (207) (0.199)
Trax [EHRAE (Fe/ME~FARME) . @ n=46, Y n=25, 9 n=49, 9 n=47, ¢ n=43 mean=+SD

1) AAROER SN ELROCHEIL, BUTOLE) THD,

(i HLRRIE)

BE. RAICIET ) A~7 B F#fiz) L L T60mg% 6 » HIZ1E, 515,

REET) o< F 2D

AN FUXY— NEETOABARARBER Y v~ TFEH 252 HIIICAH 60mg & 6 » AIZ 18 (Q6M #f) |

3 » HIC 1A (Q3M #E)

2 A (Q2MEE) | 12w AR TG L& & Q6M BETIL,

5B 6 » HEoMIEN T/ A~ 7RED 7 7134 40ng/mL TH Y | MFHT / A~ 7 IREIC
BT bneh o7, QM EEK T Q2M #E Tl &5 6 » A% D 12 » ABOMIEHT / A
TIREDONY) N T 7EREOFIIL, T 1,070~1,350ng/mL % O 2,580~2,690ng/mL & (FIF—E

B
=
'?
—

Th ., BEBME 6 » A £ TIIZIEEHIRAEICEE L., Q3M HEDOEHFIREEIZI 1T 5 AUCotau D BFE
T 13 Thotm, 2. 6 » AROMIETT ) A~ T7REOBELIL, Q6M BETIE 1.17. Q3M Af
TiE1.32. Q2M EETIX 1.74 THh o 7=,
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RELSHOMBERREHD
61 A1C1E1% 5 (Q6MEE)

(ng/mL)
10,000 5
mm 1,000 o
= 3
A 3
':E ]
7 ]
2 100 3
~ 7
2 e LLECE T EE PP PP PP PEEEPEPERERPEPS &8 TR E=20ng/mL
B 103
1 n=85
1 F¥fE+XSD
[ T I T I T T T T T I T 1
0 60 120 180 240 300 360 (B)
5 &R
3n AIC1EE S (Q3MEF)
(ng/mL)
10,000 5
m 1,000 5
== 3
/B 4
it
7 ]
2 100 3
% ]
- R ] EE TRIEE=20ng/mL
E 10 4
n=82
THEXSD
- T T T T T T T T T T T T 1
0 60 120 180 240 300 360 (H)
5 &R
2nAIC1E#R 5 (Q2ME#)
(ng/mL)
10,000 -
= =
/A B
7
7 ]
2 100 3
3 ]
7 {mEesssssssssssssssssEssssssssssssssEssssEEsEnn. EE TRIEE=20ng/mL
i3 10 3
n=85
FE¥fE+£SD
1 -
T T T T T T T T T T T v 1
0 60 120 180 240 300 360 (BA)

R E &R
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RYBE/NS A4

Tmax *1 Cmax AUCO-tau AUClast [E2! *ﬂgtt
(H) (ng/mL) (A - ng/mL) (A - ng/mL) A
0 » HHEF
Q6M Ff 28.0 4,350 230,000%*2 224,000%2 B
(n=85) (19.0. 41.0) (1,500) (110,000) (110,000)
Q3M #t 28.0 4,480 211,000%3 210,000%3 B
(n=81) (16.9. 38.0) (1,510) (84,100) (84,700)
Q2M #f 28.0 4,060 150,000 147,000 _
(n=84) (16.0. 35.8) (1,240) (48,300) (46,500)
6 » Ak
Q6M #f 28.1 4,660 251,000%4 245,000%4 1.17%4
(n=81) (16.0, 56.0) (1,550) (123,000) (121,000) (0.5)
Q3M 28.0 5,390 276,000%5 274,000%5 1.32%6
(n=74) (19.0, 63.0) (2,220) (129,000) (127,000) (0.4)
Q2M #f 28.0 5,780 255,000 255,000 1.74
(n=178) (6.0, 48.9) (2,130) (106,000) (109,000) (0.6)

%1 Ol R/ ME. e KRfE) *2n=84 *3n=80 3*4n=78 *5n=72 *6n=71

Q)HhEE
EER R L

4BRE-HHREOZE
AENOFEAB AN 23l T 2 ERRER E LT, 24 Y 74 (CYP3A4 FE) & OFEWENREFRUFH AAEH
R (PR BAEESNLTWD, AFIOEYERRAAMEEICET 2HRIZRONATWDR, 7/ A<
713 RANKL (2RISR E T DF /) 7 0 —FT AR TH Y | FFIROREHER [ ~ 2 v — 24 P450 (CYP)
F]ICEDHR LN &b, BYBRERMH A ERNE S 5 EtIEn L B2 615, 2, AANTEK
THREENDTED, BREORBELZMNT D BARRBIIER L T,

<HEAT—EF (SFYSLEOEDHEZNHREERRR) >

PR OB HEIE L EBE 18 B4V 7 A 2mg 2 1 HH &N 16 B HICHERE A S L, A% 60mg % 2
HEICHREIR F#E Lz & &, AAIDFHEGR (16 HH) O 47 5D AUCot, AUCe-int & T Cmax (3 HAR
BehEE (1 HHE) OFNREN1.02 4, 1.02 KN 1.04ETHY, XY T LAORYEREIIAKI G 51 X
DWEL LT IR ho Tz,

2. BMEERB/NT A—4

(MR A%
FERRBR I 2 BNE AT A —HEH : /o ar /= A hETIL
(2)R U 23K FE TE 3K

TEREZR AN B 8 S B HLERE O PR IS £ ME R O AV BB ISR A 2 JE T 5 LTz & & ORI E 5%
#0.00921hr! Th o 7c (RHEFISEWBIREMNTIC X 2 HEEM) . 7/ A~ 7 OWRIGEE ERITFH & & b IR
TLER, ZOEEREDENEFREOMIETT ) A~ TRE R I KETEETb TN TH o,
(AARANROSNEANT —H)
RYHKEETEH
MR L
@HIIVF7IUR
VI1.(2) 1) HEEE ) &8



VIL_ EYEhfelc B9 5 HH

QP ik
<HNBEAT—% (58 20010124) >
TRFEPARS AL 2 M AR & LR R RN B - L 72 & & O B HRIED A B FEITK 29~55 mL/kg Th Y | MIER &
(43mL/kg) (S3TBL LTz,
(6)F D th
Y LR

. B&EM (REaL—2ay) g

(1A E
AN % BT AT ERIRN R 514 DR EE — REHER 2 e b L <FRib 2 BB EE 7 L1, $BRRM = 3 —
A2 R ~DSA, IR QIR OWATT H1HK, WIS 1 R ERED 2 22 /X— K AV M ET AL TH
STz, R OERIT, e EIREET{L, L 7= target-mediated drug disposition €7 /L2 & - TRl 7=,

QRUNT A=A EFHER
REITT ) A~ T OFEYEBICR O REVWEEZ RFTTHEEL LTRESNE, LML, 7/ A~¥7 60mg
DEHAZ K o THEHERL D RANKL OR—2 7 A 26O FIZAWAEGEHE CRREIC /R D L Z 2 b,
T AT OEYEE T A —Z TR, YR, KON K D BEREELZ T o T,

CRIR
TRERE 72 il N AR 85 BE 35 HLERIE O BB M L OIS VBRI C A K 2 e TG L2 & X Dkt S T _A 5
YT 413K 62%™ THh o 7= 29,

1) REEMEE B REARNT I K D HEEE
(AARAROAENT —2)

]
(1)1 % — R B P @ @ 1
<#T—32 (h=U4HL) >
T ) A T IR RICIZE A EBIT L2 > ( [VIL5.(5)Z DIDMEHEA~DBITHE 2]) |
(2)Mi% — B AR EA P @@ 1
<EBMT—2 (h=U4%L) >
RV IV E I OIR - BRIERAERBRICBWC, BHMNLT ) A~ BB ESn=Z end, T A7 1%
fefgz @il L CIRIBICBITT A B2 o5 ((VLL6.(5)1 M M) .
QR)ET~DBITH
bt b IgG IFHHTICBITT A Z @i sn s ( VIL.6.(6)REE &) |
@) EER~NDBITHE
MM ERR L
(5)Z DDA~ DIBITHE
<HEAT—%2>
BN T ) A~ 7 25 Lic & & ORI EL, MiETREDK 2% Th o7z ( [RL.2.85 BT
BERRZIEER] ) .
<#MT—4% (HYJL) >230
=0 A PN 1217 ) A~ T % 0.1 XX Imglkg OB THEBIEZ TG Lz & DWTORGEIZENT
b 12817 ) A~ T HOROGHEMEIXAFE GRS L7z b OO, 55 &M D v iz brE, migs
L VDo T, MIFICRW TR Y /38, B, IV K& O S @ W BEHEE DN G O B ivlz, amicBT %



VIL_ Y Ehielc B4 5 IH H

ORI b d o Tz, 7eds, FRRMR B FRRIRICER O b Vo @B O S REIE, izl L7z 121 4y

FARRBICRRBIICIRV AEhzZ LIZhkT2EE2 6D,

MDA =D A HFILIZD5I-T/ AT T% Inglkg DAETHRBRTHRS L-BOMEBTRE

_— T/ AT THERE (ng eq./g)
12 B5E 120 F5iE 672 FEfE 1,344 B5MH

Bl 505 (0.07) 577 (0.09) 60.2 (0.14) 1.6
[ e 403 (0.08) 678 (0.13) 90.1 (0.21) 0.0
ik 3830 (0.59) 3510 (0.60) 229 (0.54) 2.1
H (RBEE) 173 (0.03) 92.9 (0.02) 12.4 (0.03) 0.0
H (=18 NS NS 32.9(0.08) 0.0
B (5 = HaHE) 350 (0.05) 421 (0.07) 44.5(0.11) 0.0
BHE ORBRE) 787 (0.12) 480 (0.09) 39.9 (0.09) 0.0
% 67.0 (0.01) 46.9 (0.01) 3.5 (0.01) 0.0
B G (2 176000 (29.4) 15200 (2.67) 222 (0.57) 52.1
BHEAL (FET) 46800 (8.82) 5500 (1.04) 167 (0.44) 155
AR 119 (0.02) 136 (0.02) 29.8 (0.07) 0.0
RERSI 352 (0.06) 650 (0.11) 51.9 (0.13) 1.7
Lol 600 (0.09) 738 (0.13) 66.6 (0.16) 2.2
T M 999 (0.16) 896 (0.15) 69.0 (0.17) 3.1
KW 188 (0.03) 379 (0.07) 49.3 (0.12) 0.0
JH I 928 (0.14) 930 (0.16) 68.1(0.17) 2.2
it 871 (0.14) 1090 (0.19) 110 (0.26) 4.0
U o (R 7180 (1.15) 1090 (0.17) 383 (0.92) 75.7
U ol (RAEES) 630 (0.09) 669 (0.12) 374 (0.89) 97.2
P (RBRES) 77.1(0.01) 69.9 (0.01) 9.0 (0.02) 0.0
HrEL 1900 (0.29) 1730 (0.31) 155 (0.37) 2.3
M 209 (0.03) 328 (0.06) 41.6 (0.10) 0.0
JIRTE) 6520 (1.00) 5800 (1.00) 424 (1.00) 4.2
g (EER) 226 (0.04) 446 (0.08) 41.5(0.10) 0.0
/N 407 (0.06) 467 (0.08) 47.5(0.11) 0.0
ek 995 (0.16) 731 (0.13) 169 (0.39) 74.8
H 712 (0.13) 592 (0.11) 71.6 (0.17) 0.0
B () 402 (0.09) NS NS NS
Jiba fi 225 (0.03) 296 (0.05) 23.5 (0.06) 0.0
SIRN I Y=L N 891 (0.16) 9290 (1.55) 9550 (23.0) 2780
= 287 (0.05) 979 (0.17) 104 (0.25) 0.0

EE 2 B2
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VIL_ EYEhfelc B9 5 HH

T/ AR ITHERICIFER LY LEREDOHRSTEENRD SN -HiH TOMSTREDHER

(48 0.1mg/kg & (481 gmh 1mg/kgFZ
B-F )2 Tng4 E) Bl-F)AITng4 E)
1,000,000 — 1,000,000 OwnO i
O-=O &5 (KE)
100,000 100,000 O—0 & 580 (R T #B#%)

®---@ '/ \Hi(RE)

10,000 @ -@® /i (AR

5’.{ 1,000
B

100 T te,

.
v,
.
g
.
‘e
‘e
‘.
.
e

0 168 336 504 672 0 168 336 504 672 840 1,008 1,176 1,344
whwme (D 155 R (E5F)
KDY oRILIEn=2/ B0 FEHE

(6)MITELMEEE
ZEER e L
(T A=T713E/ 7n—F Ak Th Y MFEAE LEST S TREIRVwEEZh 5, )

R

(DA BERAL R U R BHRRR
<EMT—H2 (HJL) >29
T)AXTIE FgG2 VT 7 T ARIBTHE 7 a—F PR THLZ D otk rar ) v bRk
WCAERNTORIIC K VKT D LR SND M =7 A P 18]-T7 ) A~ 7 1mglkg # BB L FEH L
fo b & B SN SREITE G554 56 A F TIZ T7.9% 3R TICHRIE S du, 2o Ky Tl s o Ea v
FARTTF RNBATHD EEZ BT,

QRHICBES5T S8R (CYPE) ONFE. F5F
M ERR L

RWEEEMROEERVZTDEE
Y L7

GREVOEEDOERERVENL., FHELE
BRI L

CHE
[VIL6.(1)4HER G B U R BHRER ) &R

b5 Y RK—5 (BT B 1
TR L

. BITFICKDBREER
ZEER e L



VIL_ Y Ehielc B4 5 IH H

105 ENEREZAITHEE
BHeEEEE
<HEAT—%H >3V
RIFERE IR 8 12 1] R OVB R RERE 5 FR AT 43 1 (R EE OB MEBF 5 FBRSE 13 B, AR D8RR FBREE 13 i,
HEOEMERREEBES 9 6], BITOXLER KRB ALES 8 #) ITAK 60mg # HE L FHE Lcs X, M
EHT ) AT D Cuax KOVAUC 12, BREREREEOREICL 2 60 Z2RITERO b ho Tz,

BEEKE FTREFOMEHREHER

(ng/mL)
100,000 O--0 BiEEEE (n=12)
OO BEQELEERRE (n=13)
O--0O hEEQEHBRESE  (=13)
O—0 EEQIENERESRE (n=9)
10,000 7 00— FHDUELRHBRLEE (n=8)
1,000 -

100

R L AN LB TR

%)

0.1 T T

Cer<30mL/min TH 5,

HER TREFORDBE/ NS A—4F

56
HE &R

T
112
(/)

mean=*SD

Cockeroft-Gault OFIEXTHEH L= LT F= - 7 U T T A (Cer) X, BHELF#H : Cor>80mL/min, %
FED MR R BRE : Cer=50~80mL/min. "FEEDOIEMHERERSE : Cor=30~49mL/min. FE DORMEREBESE

O 6E
A T B BEED AR D HED BT ONER
a (n=blla)) BRI RS | BMERARE | BERERRERE | KBRS
(n=13) (n=13) (n=92) (n=82)
AUCO-IGweeks
217+76 266+143 322+154 295+120 208+107
(ug* H/mL)
Crnex 5,160+1,770 6,200+2,880 7,040+3,060 6,020+2,320 5,370+2,590
(ng/mL)
Trax 10 10 10 10 10
(H) (3~14) (2~28) (3~28) (7~14) (5~21)
mean=*SD

a)  AUCo-16weeks D FIEITEHEAEEH F n=9, BEOEMEEREELE n=11, TEHEDEME

HE OBV R IEEE n=9, BT O VIR KIE A 2EHE n=8
b)  HRAE (e M~ R K fE)

1. Z Dtk

B R L

B BB n=13,
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VIIl. £ (ERLOZIESE) T3 HER

ERNREZTDEH
EIN Ty

Re IR

N
ﬂ

BERNERETDEH

L BE CROBHICERELLEWVI L)

2.4 AREIORS 3 LIBBUE OBEERE D & 2 g

22 KAV T AMIEDERE [8.2, 11.1.1 B/]

2.3 I AR L T D RTREE D & 2 &b [9.5 S ]

R

2.1 AFIOS (FES SUIEINAD) (oxt LiBBUEOBERERED & 5 BEICAKI 25 LI-H4. Lo EER
BWERANRET 2B8EZNNHDLDO T, AFORGZEEITHZ &,

22 AAOEGIZEY | BRAMH S Z LD, MIFEI LT MEOIRFREZ 5 AREERD D, KH
LT DSED & D BFEITK LT, AARGANTE T L2 7 AEZ & 1E LT b AA OG- 2 5l ta7
5Tk,

23 BEBROMERNS ., KROIEH~OEGAZKT 2V A7 PRI izz, BRICRE Lz, i Xix

B LTV D RTBEMED & 2 LME~DOARFI O G130 T 5 2 & ( [VIL6.(5)8EsR) ) .

N

3. MERIIMRICEET HFE L ENER
(V28X IIHMRICEET 5EE 2R

4. BERUVAZICEET TR LT DER
[VARERUAZICEET 58] 2R

5. ERLERMIE L EDER
8. EELEARMIE

(BheeE)
8.1 AANIT r~—27 LRSS (T A=7) 2alelcd, AHBREGETOREITT o ~—7 OG5 2k
FHZ &,

8.2 AF|BEBIAANCMIEMIES L U MEZHERT D2 &, IRV T AIED & 5 BF 1T, AFIHG-Hi
ARV AR TRET A2 &, [2.2, 9.1.1, 11.1.1 ]

8.3 ARAFIPHIZIVIEIN T T AMIERSH HDLIDZ ENH DD, MIGMIED VT T MED EE T/RVER
D, WAL TLROEZ I D ORFRAMAD S LICAAZRET D2 L, 72720, BiEREED
e, BEICEMR e 2 2 0 D AL TV A EBEEICE WL, @mE, FHRe 2D AT 5 L
EBIT, AT T RNIOWTIEGOLEEZHE L, &5 8EZMET L2 L, o, HERKEZ R
KO O% S EMRNCIIE D LT MEZRE L, IIEMHED LY T MEOZEEL, K, LUOh, %
RYFREOIERIZIERETH 2 &,




VIL.

el (I EoEEs) (BT 5EA

¥, AAOENE AR CIX, 2 ToOBFI LT, FRAEHICEA D7 < L 600mg D
AN AJKN400IU O RBH e # I 0 D Bl Sz, £7o, TREICERD LS U LE & i S
AIIEBID 5 B 3B H D3RS T & TERI O HUE, WIEBE 5005 7 HLLNORBL TH -7, [9.1.1,
9.2.1, 11.1.1, 17.1.1, 17.1.2 &M#]

8.4 THEBIE-FHEEMANDLOOND Z LDV | AR ORMIRGIZ L0 BBRPHINT 5 ATREMNH 2,
WS SNTIEFI DL < D3RR % OFEE 3T DR IERY 72 B RHLE S0 R TR IC B L TR BL L TV B,
UAZRAE LTI, B, (LFFE, MEREMRER, aLFaxT oo IR, UL,
ARED R A, RRHLE ORISR BTV D, KAIOFGBHLARNII O ENOEFIREZ R L, &
TR T, ISR Ll 2R A 4 =), RENRERLEZ CX MR FEE T LH Y
T 5L, AREIEG IR EN 2 ERMLE DS LB o T2 A 12, ARIOREEELEETH L, F
7o. ABERNZIERICHR S Z & EMNRERRELASZ T2 2 & WRZZRICARAI O % h R ERIC
AL REN R IEHLE T TX DRV BET D 2 L E R BFICHOE L, BESED DhHAIC
X, BEHICHR - AR EZRZ T L0 IciEET 52 L, [11.1.2 3]

8.5 AAINITLE AR AR FR— b REHIZFEHH T LTV DEBEICBW T, IFMEM SUTBRMAR I X DK
BRE R T VAL KERE B8, ARG EBREEOIEEREHNRE LI L ORENDH D, 25D
WECIE, BAEISEZ 2HCER S5y A BN KBRS, B, A 2B CHIBRE 2R 5
NTVWERELHDZ LMD, KEOEGBIARICZ O X 5 2ERDEED bR HA I, X has
ATV, WEIRAEZITH Z L o, WIMEOBIRELC L RER S D Z L FICIEER G
PR & 7258, RO OFEIREL R L, XBMEZITH L, HEICBIZETL52L, X
FRIRA I I R E ONEESE | R BB AT AR A LR TEB Y . 20 X 5 RGEIIXE b /e AL E 21T
92 &, [11.1.4 2]

8.6 AKIDOVY LVESE I AL, RERIL (TT I R) 2GR, TUVAX—GERITIERHD
DT, WHIZEEL, M2%2175 2 &,

(CEMFRIE)

8.7 AANGHH L, BN —\PEICTTE L, ZRMEMEEETNH 0N LR H LD T, K54 H 1k
T H5EEITIE, AANGHR P L #IERIHIEOEH 2B ET 52 &, [11.1.5, 17.3.1, 17.3.2 ZH]

(&) 9 FI2E S BU b ADEITHNED

8.8 R U U~ F OIEMIBIFIZOWT 25k - BEBRAFFOERMO b & CHERTLZ &,

8.9 HHIREZAH L TWHRE Y v~ FEBHE T, AFLSOEBHIRIERERENEN SN T D56, Zh
D DFEANZ DN TE GO BER st 25 Z &y

fi#Es -
(ZhEEH @)
81 AAHIER—FREy (F/ A~7) &t [Fo~—27 K FiE 120mg* ] & ORI, WBEERGIZR50

THET D Z &,

* BRIy - 7/ A~7 (BETHE#EZ) 120mg/1.7mL
ZhRE I3 & -
OZRMEHIEIC X 2B REROCEEEEBIC L 2 ERE
O Bl ufiE
FEEOHE
(M ERIEIC X 5 BRAROEEEB BB XL D FHRE)
W, RAICIET ) A~ (BEfnfH#az) & LT 120mg % 4 BB 1|, F F&RET 5,
(B B AN AE)
WH, T AT (Baffiz) L LT120mg % 1 H, 58 H, 150, F29 0., Z0%IT 4 H@HEIC 1
[\, 2 F#HE35,



VI 2zttt (B EokEgss) (CBd5HA

8.2

8.3

8.4

8.5

AR OBHGIZELY BRI SND Z G, MIGAALY T MEDIK TRNEZ D AIEENH D, K
N LSED & D BEITK LTI, AFRGANAR T L2 7 AE Z & 1E LTS AH OG- 2 Bl ta 7
52k,
AR OBHIZL Y . BRRAIEI SND Z b, MEI VYT MEOIK TR Z 2 FIREMENH 5, AH|
B G BAAGRN T MG M IE D Vo 7 SMEFZRE - FHEL, A2 7 ARSI D OBBIRIE G O,
BH ORIEKL O RR AL U CTHEUIC AL T AR X I D #/ifT5 2 L,
KAWL OBIE, MIEHIERT V> T MEREETRWIRD . ALY T AROE S I D OMFE L2
Th 2, AFOENFEMARRARER TIE, £ TOBEIIK LT, mBBETIcE 272 < &b 600mg D7
LT AN 400IU O RSB e 2 0 D 3l Sz (B o~ FBE 2R L U7 CIE M
XD B L TWEEETIE, Ay U LB GONEMEP S, RS EDEEREINT)
7k, BHRERELE S, BRIOEHEM e I D 2H L TW D BFICEWTIE, #E., EHEMes I v
DaMEMTHEEHIT, IATTAZONWTIRGOLEMEZHIT L, EEZEEMEST D L,
Fro, AFEGATOMIERIED V> T MEIZEAD ST, &5 %RH &K OZE 0% b EMRIC g s L
U LMEZBIE L, MEMEL /LT MEOEE, S L0, RSSO L2 T A LE O RS IR
FERICIEET D2 &,

* ART VT I CIMIEDBE TR, BT LAY T MEPMEMEIZ R D720 MIFT VT X fED 4.0g/dL AR O

Bor. UTFTORICEVMHELEEZHWD Z &,

MIEHES VL7 ME (mg/dL) = [iEH/L> D AME (mg/dL) + 4 — MmiE7 V7 2 E (g/dL)
¥, ENTHREZICHE SRV AGED 5 B, FEBLH AR T & TEF ORI, WER G
5T HUNORBTH -7 (VIL8.(1) & 11.1.1 AFWEEREMN SIEAIL P LMEHKEFE TOHM
[Z21T) 2H) .
AFNOFHAZ X0 | BEEFEESE (ONJ : Osteonecrosis of the Jaw) 738 5 5 A[REMEN H 572 3% E L7z,
ONJ HBLDOJFREAEFTITH H TRV, BFICET 200 &> & LT, BR#OIH»RE 2 5T
Do AFNT. MeEMlaOA, e, EFEZIET L2 LIl o THERBEZIMHT 2720, ONJ OB
A0 % LRSELAREERH D,
IHETICHE SNT2BE DL TiX, ONJ [T E DT E (5T 5 R ERA 7 i BHLE <0 8 P g |12 B
LTHEBELTWD, VAZRERF L LTE, B, LERE, mEHERER arFazxTes NE
WL B~ OBURRE. AEO AR EA, WRLE OBEEN ML TN D,
AKN 25T D%, DENOEHERELZ RO L, NEREALEIZTE MY FEE T L HHE
L. HERAZIFRIERSZ L, EMNRERRE LT 2 2 L E2BHITHIT L2 &, SHEBEIEDRH
ML D7-wlc, WRERE OFEEEEZRD Z b, VL8.()EXLZEIEA L MEER 11.1.2) 0ELHD
ETERTLHZ L,
A & FRRICEWIINFIER 267 5 © AR AR — N REAZ R S BEITBW T, MG
D RBEEEEA T R OSENL KRB EE O I ERF P AV RE STV D, ARHI 0 ENE AR AR I 0
T, RIREOIFEREHORWEHOBME XN, T/ A~ 7 OMWIMNERRBRICIB W THRERH D Z &2
O, AHIF GRS RIREER T X O RBR A BB O ERLFITICET 2 EENLELE X, EAR
AR — FREHROBEBHEREANERZZE L L TRE LT, £z, ENIZBWT, AHILKNE ZR AR
R— FREHN O GHIZ, RE. BEE COHEMFTHNRE SN TND, ZHHOHE TIE, KEEEIHEE
BgPr & FEROFT R (BEITS., FREDIERESE) PEO LN TE Y, IEEREIOREICIE, B0
FHEEHAZBELG L TV Z EXREINTND Z Ennh, NI REEHHEOIEREIT) (T 2EEL
soE Lz ( VIL8.(NEXGZEIER EHEIRER 11.1.4) /)



VIL.

el (I EoEEs) (BT 5EA

8.6 AFNDLY VRN AN—ITIEIRERTL (FT v 7 A) BEAINTVWDLDOT, 77 v 7 A ZXLDT
NR—RCERET D2 &,

(BRI

8.7 [VIL8.(1)f#Fk 11.1.5) S/

(BEEY) R FIZHES BU b ADETHNHI)

8.8 AANIPLY v~ FIOMBI AL BT OIEAITH Y | BFI U ¥~ F OIEMIEHIZ DOV T4 7 ik - #%
BrRafioOERMObL ECHEMTLZ &,

8.9 AFNTHHBRIEICK T 2HISEA L TWDHID, BFHREL AL TWHEH Y v~ F 8 TARAILS O
BHEIEREENEH STV AL, b OEF OGO EE 2 Ritd 5 2 &,

RENDERZEITHEEICETLIIR
(MEBHE - BEEEDHLEE
9.1 AHHE - BMEERZEOHIEE
911 BALCHLMEZECTEZTNDOHLEE
BKh U AIERERT 2808 H 5, [8.2, 83, 11.1.1 ZH]

fRER

9.1.1 AAOLHIZEY | BRNAMEISND Z b, MFEHLT T MEDIKFREZ DA ettnd v | K
AN T AJEERE ZTEBENDH D EBE~ORGIZIERZET 5720, RE LT,
BN AIEZEZTRBENDH 5 BE~DERGIZONTIE, VI ERGERKIE L TDER
8.2, 8.3 =M,

921 EENBEHEEZTOHIESH
BRRRBR CIIAA ST 5, KLy AER R ZTRBENRH S, [8.3. 11.1.1 ]

=

fi#ER -

921 HEOBEEREDDH D BESLCENZZIT TODERYBHEEDERETIE, WA T LDRENS DOFRIL
ERE R OVE S COWISRENME T L CW D ATREME S B 0 . BHEREN B 2B IR L, (KA rs
AMIEDFBENE L RDBENRH DD, TGN T MEFEDE=F Y T 5T H T L,
HHEREBF BT 2 AR OENEMAHELRR Tk, =274 v oMiEs L7 F =l 2.0mg/dL
U boiFsz, B v~ FEFICBT 2ENENMEERRRCTIL, =274 07 LvT7F=0271
7 7 AN 30mL/min A5 B & R0 BERIN L Tz,

EHERE DR N H 2 2 BE At R & Lo O3B RERAER 30 (B IERE 12 Fl X OBHEReREE R
F A3 B (REEEAE 13 1, PR 13 i, BRI 9 Bl B AT DB R R4 8 )
A 60mg Z H[AZ &L L7-#ER] Tk, Z L7 F =027 U7 F 2 A 30mL/min A 0 & FE K
HEBEE R OB OVLER KB REBEOERA LS T AMFEDOHEFSL L L TORIGIE GEBLR) 13,
5/17 5] (29.4%) TV | BRI K OV 85 B0 A8 BB I QN B M RE IE 5 5/38 il (13.2%) & ki LT,
FERNENS -2 ENRESN TN D,

BB EAE TIL, EX I D OIFHEASEEINTWAT D, BEEREOREIZIET, ¥4I
DIZOWTITIEMRE X I D 2T 5L & HIC, AT T AIOWTIIHRGOMLEMZ KL, &
HREZHERET D L,



VI 24tk (B Fokss) (355

(3)FF#&aE BE
ExfEé?h’Cb\chl/‘

(4)ETEREERT %

94 HJERREATSHE
FEIRATRE 22 MRS L T, AR G R UM e G- — E IR IE U 2kt ik 2 V0 2 KO 885
ZE, [9.52H]

fRER

9.4 YILIZHENE 20 H 254 E TARKI (50mg/kg/4 #8) Z 5 F#eH U7-f5 R, sEEOEM, HAER OS5
O, B - OB, KD S EHORENRRD LT,
AR A RE 7o oMl L Cid, W@l 2175 K O WHRETH 2 &,

(5)4E4®

9.5 &
TEAE SATIEIR U TS ATREE D & 2 LRI I3 G- Lisn 2 &
W RER TIE, YVICHER 20 A2 550 IRE S TAA (50merkg/4 1) % BT Heh LIZRER, SERED N,
AR DOt E T O, H - HORE . KM Y A FHOXENED b, [2.3, 9.4 Z]

fRER

9.5 YILIZHENE 20 H 254l £ TARKI (50mg/kg/4 #8) % F F#eH U7=f5 R, sEEORM, HAEIR OS5
OB, B - OB, KD o EHORENRD LT,
T 3R L CW A ATREME D & B L E~DARF| OFe 513k T 5 Z &,

(6)1%ELbw
9.6 1R3LIF
B EOFEMER ORFLREBEOA MM Z BB L, RILOMK T IE ZHRETT 5 2 &,
AAIOE NI F~OBITIIAATH D2, b b IgG FIHTICBITT D 2 L@ shTns

i

9.6 WITOERFIL, HIKKBROGRN GRS STzl AT OBE T 2 KM O 2NEITHESL L
TUWRUN
AFDE FOHITFITHEH SN D NENTI AR TH L, AANTRE 27 ) o ThbHlon, fERIMET
’fﬁ:féﬁﬁﬂﬁ)—ﬁﬁﬁi‘ﬂﬁ’qj CHWMSND RN S D,
ARG 25 E12F, BR EOARMEL ORI REOA ML ZE L, RIL Ok U 1L 2 Bt
THI L,

(7)/NR%E
9.7 /MR
9.7.1 /NRFEZ SR E UCEIRRERITER L TV,
AF % Be b L7 A C BT BRI RO RE RO biviz, RANKL™ &S5 L. 7 v
FHEROEREMOCEOFHHAMEI SN D Z RSN TND
1) RANKL : receptor activator for nuclear factor- «# B ligand
9.7.2 WA TH DN, BIEMAEIED/NESUTFFRN 255 & UToils R ARIC RS W T, SRR EE
D BB ALY T AIERHRE SN TND




VI 224tk

WM EoiEEss) (2B 5HH

FRER
9.7.1 /i
LA

>R

5

RS2 %5 b LR B & £ L TRV Z & @M ERICB\W T, Bl UIC BT BB iR D
W, 7y MEAERIZE T 5 RANKL OFREIZHE S BOKER OHEOBHORENRHRE I N TWE Z &
. RE LT,

9.7.2 BIRMAAIES O/NESUTHEERN & x5 & LI R BRI I € RUEBREE A 5 EERm b L

v

%1

2

U AMJERHE X4, CCDS™ 2 ICEEMEAGBR SN Z E B E LTz,

AANDOER S TR SUTZRIE, BHRE. B U~ FIES B AOEITIHITH 5,

CCDS (Company Core Data Sheet : {¥HEET—# v — 1)

B E ORI SCEEAERT DBRICIEE L 2 ZREFRIGETH Y . KHID CCDS 1FR#EST LY = AR TER S
WTWD, ZRMER, RESUIZNE, HEROHE, FEFEREOCEBICET 2 2 0fMoEdRr s h
TkY, HHRPNSED LN LZRMEERI M S, BFOHRPKBIND K 5 BRUGETHTHLN TN D,

(8= lnE
BIE STV

7. HEERA

(MBEtRER L ZTDEH
BE STV
)ptREFE L ZTDER
FBE STV
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2 & 4 | Amgen Inc.

AR 52 4 | Prolia (denosumab) Injection, for subcutaneous use
¥ gt 4| 2010 4F

Zhe X325 | 1 INDICATIONS AND USAGE

1.1 Treatment of Postmenopausal Women with Osteoporosis at High Risk for Fracture
Prolia is indicated for the treatment of postmenopausal women with osteoporosis at high risk for
fracture, defined as a history of osteoporotic fracture, or multiple risk factors for fracture; or
patients who have failed or are intolerant to other available osteoporosis therapy. In
postmenopausal women with osteoporosis, Prolia reduces the incidence of vertebral,
nonvertebral, and hip fractures /see Clinical Studies (14.1) ] .

1.2 Treatment to Increase Bone Mass in Men with Osteoporosis
Prolia is indicated for treatment to increase bone mass in men with osteoporosis at high risk for
fracture, defined as a history of osteoporotic fracture, or multiple risk factors for fracture; or
patients who have failed or are intolerant to other available osteoporosis therapy /see Clinical
Studies (14.2) J .

1.3 Treatment of Glucocorticoid-Induced Osteoporosis

Prolia is indicated for the treatment of glucocorticoid-induced osteoporosis in men and women at
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high risk of fracture who are either initiating or continuing systemic glucocorticoids in a daily
dosage equivalent to 7.5 mg or greater of prednisone and expected to remain on glucocorticoids
for at least 6 months. High risk of fracture is defined as a history of osteoporotic fracture,
multiple risk factors for fracture, or patients who have failed or are intolerant to other available
osteoporosis therapy /see Clinical Studies (14.3) J .

1.4 Treatment of Bone Loss in Men Receiving Androgen Deprivation Therapy for Prostate Cancer
Prolia is indicated as a treatment to increase bone mass in men at high risk for fracture receiving
androgen deprivation therapy for nonmetastatic prostate cancer. In these patients Prolia also
reduced the incidence of vertebral fractures /see Clinical Studies (14.4) ] .

1.5 Treatment of Bone Loss in Women Receiving Adjuvant Aromatase Inhibitor Therapy for Breast
Cancer
Prolia is indicated as a treatment to increase bone mass in women at high risk for fracture

receiving adjuvant aromatase inhibitor therapy for breast cancer /see Clinical Studies (14.5) ] .

MEL T &

2 DOSAGE AND ADMINISTRATION

2.1 Information Essential to Safe Dosing or Administration
Pregnancy must be ruled out prior to administration of Prolia. Perform pregnancy testing in all
females of reproductive potential prior to administration of Prolia. Based on findings in animals,
Prolia can cause fetal harm when administered to pregnant women [see Use in Specific
Populations (8.1, 8.3)].

2.2 Recommended Dosage
Prolia should be administered by a healthcare professional.
The recommended dose of Prolia is 60 mg administered as a single subcutaneous injection once
every 6 months. Administer Prolia via subcutaneous injection in the upper arm, the upper thigh,
or the abdomen. All patients should receive calcium 1000 mg daily and at least 400 IU vitamin D
daily /see Warnings and Precautions (6.3) ] .
If a dose of Prolia is missed, administer the injection as soon as the patient is available.

Thereafter, schedule injections every 6 months from the date of the last injection.

) 20234 1 AtiT® [Prolia] ORAHCE (full prescribing information) (ZXS& Bk L7z,
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4. Clinical particulars

4.1 Therapeutic indications

Treatment of osteoporosis in postmenopausal women and in men at increased risk of fractures. In
postmenopausal women Prolia significantly reduces the risk of vertebral, non-vertebral and hip
fractures.

Treatment of bone loss associated with hormone ablation in men with prostate cancer at increased
risk of fractures (see section 5.1). In men with prostate cancer receiving hormone ablation, Prolia
significantly reduces the risk of vertebral fractures.

Treatment of bone loss associated with long-term systemic glucocorticoid therapy in adult patients at
increased risk of fracture (see section 5.1).

MEX O &

4. Clinical particulars

4.2 Posology and method of administration

Posology

The recommended dose is 60 mg denosumab administered as a single subcutaneous injection once
every 6 months into the thigh, abdomen or upper arm.

Patients must be adequately supplemented with calcium and vitamin D (see section 4.4).
Patients treated with Prolia should be given the package leaflet and the patient reminder card.

The optimal total duration of antiresorptive treatment for osteoporosis (including both denosumab
and bisphosphonates) has not been established. The need for continued treatment should be
re-evaluated periodically based on the benefits and potential risks of denosumab on an individual
patient basis, particularly after 5 or more years of use (see section 4.4).

Elderly (age > 65)
No dose adjustment is required in elderly patients.

Renal impairment
No dose adjustment is required in patients with renal impairment (see section 4.4 for
recommendations relating to monitoring of calcium).

No data is available in patients with long-term systemic glucocorticoid therapy and severe renal
impairment (GFR < 30 mL/min).

Hepatic impairment
The safety and efficacy of denosumab have not been studied in patients with hepatic impairment (see
section 5.2).

Paediatric population

Prolia should not be used in children aged < 18 years because of safety concerns of serious
hypercalcaemia, and potential inhibition of bone growth and lack of tooth eruption (see sections 4.4
and 5.3). Currently available data for children aged 2 to 17 years are described in sections 5.1 and
5.2

Method of administration
For subcutaneous use.

Administration should be performed by an individual who has been adequately trained in injection
techniques.

The instructions for use, handling and disposal are given in section 6.6.

1) 2023 4 12 AkET® Prolia) O¥EE SPC IZHESE1ER LT,
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Drugs which have caused, are suspected to have caused or may
(Prolia, Amgen be expected to cause, an increased incidence of human fetal
Australia Pty Ltd, malformations or irreversible damage. These drugs may also
2023 8 H) have adverse pharmacological effects. Accompanying texts

should be consulted for further details.
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8.1 Pregnancy

Risk Summary
Prolia is contraindicated for use in pregnant women because it may cause harm to a fetus.

There are insufficient data with denosumab use in pregnant women to inform any
drug-associated risks for adverse developmental outcomes. /n utero denosumab exposure
from cynomolgus monkeys dosed monthly with denosumab throughout pregnancy at a dose
50-fold higher than the recommended human dose based on body weight resulted in
increased fetal loss, stillbirths, and postnatal mortality, and absent lymph nodes, abnormal

bone growth, and decreased neonatal growth /[see Data] .

Data
Animal Data

The effects of denosumab on prenatal development have been studied in both cynomolgus
monkeys and genetically engineered mice in which RANK ligand (RANKL) expression was
turned off by gene removal (a “knockout mouse”). In cynomolgus monkeys dosed
subcutaneously with denosumab throughout pregnancy starting at gestational day 20 and
at a pharmacologically active dose 50-fold higher than the recommended human dose based
on body weight, there was increased fetal loss during gestation, stillbirths, and postnatal
mortality. Other findings in offspring included absence of axillary, inguinal, mandibular,
and mesenteric lymph nodes; abnormal bone growth, reduced bone strength, reduced
hematopoiesis, dental dysplasia, and tooth malalignment; and decreased neonatal growth.
At birth out to 1 month of age, infants had measurable blood levels of denosumab (22-621%

of maternal levels).

Following a recovery period from birth out to 6 months of age, the effects on bone quality
and strength returned to normal; there were no adverse effects on tooth eruption, though
dental dysplasia was still apparent; axillary and inguinal lymph nodes remained absent,
while mandibular and mesenteric lymph nodes were present, though small; and minimal to
moderate mineralization in multiple tissues was seen in one recovery animal. There was
no evidence of maternal harm prior to labor; adverse maternal effects occurred infrequently
during labor. Maternal mammary gland development was normal. There was no fetal
NOAEL (no observable adverse effect level) established for this study because only one dose
of 50 mg/kg was evaluated. Mammary gland histopathology at 6 months of age was
normal in female offspring exposed to denosumab 1n utero; however, development and

lactation have not been fully evaluated.
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In RANKL knockout mice, absence of RANKL (the target of denosumab) also caused fetal
lymph node agenesis and led to postnatal impairment of dentition and bone growth.
Pregnant RANKL knockout mice showed altered maturation of the maternal mammary
gland, leading to impaired lactation /see Use in Specific Populations (8.2), Nonclinical
Toxicology (13.2)].

The no effect dose for denosumab-induced teratogenicity is unknown. However, a Cmax of
22.9 ng/mL was identified in cynomolgus monkeys as a level in which no biologic effects
(NOEL) of denosumab were observed (no inhibition of RANKL) /[see Clinical Pharmacology
(12.3)].

8.2 Lactation

Risk Summary

There is no information regarding the presence of denosumab in human milk, the effects on
the breastfed infant, or the effects on milk production. Denosumab was detected in the
maternal milk of cynomolgus monkeys up to 1 month after the last dose of denosumab (<
0.5% milk: serum ratio) and maternal mammary gland development was normal, with no
impaired lactation. However, pregnant RANKL knockout mice showed altered maturation
of the maternal mammary gland, leading to impaired lactation /see Use in Specific
Populations (8.1), Nonclinical Toxicology (15.2)].

8.3 Females and Males of Reproductive Potential
Based on findings in animals, Prolia can cause fetal harm when administered to a pregnant

woman /see Use in Specific Populations (8.1)].

Pregnancy Testing
Verify the pregnancy status of females of reproductive potential prior to initiating Prolia

treatment.

Contraception
Females

Advise females of reproductive potential to use effective contraception during therapy, and

for at least 5 months after the last dose of Prolia.

Males

Denosumab was present at low concentrations (approximately 2% of serum exposure) in
the seminal fluid of male subjects given Prolia. Following vaginal intercourse, the
maximum amount of denosumab delivered to a female partner would result in exposures
approximately 11000 times lower than the prescribed 60 mg subcutaneous dose, and at

least 38 times lower than the NOEL in monkeys.

Therefore, male condom use would not be necessary as it is unlikely that a female partner
or fetus would be exposed to pharmacologically relevant concentrations of denosumab via
seminal fluid /see Clinical Pharmacology (12.53)].

JL[E D SPC
(Prolia, Amgen Ltd,
2023 412 H)

4. Clinical particulars

4.6. Fertility, pregnancy and lactation

Pregnancy

There are no or limited amount of data from the use of denosumab in pregnant women.

Studies in animals have shown reproductive toxicity (see section 5.3).

Prolia is not recommended for use in pregnant women and women of child-bearing

potential not using contraception. Women should be advised not to become pregnant during
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and for at least 5 months after treatment with Prolia. Any effects of Prolia are likely to be
greater during the second and third trimesters of pregnancy since monoclonal antibodies
are transported across the placenta in a linear fashion as pregnancy progresses, with the

largest amount transferred during the third trimester.

Breast-feeding
It is unknown whether denosumab is excreted in human milk. In genetically engineered

mice in which RANKL has been turned off by gene removal (a “knockout mouse”), studies
suggest absence of RANKL (the target of denosumab see section 5.1) during pregnancy may
interfere with maturation of the mammary gland leading to impaired lactation post-partum
(see section 5.3). A decision on whether to abstain from breast-feeding or to abstain from
therapy with Prolia should be made, taking into account the benefit of breast-feeding to the
newborn/infant and the benefit of Prolia therapy to the woman.

Fertility
No data are available on the effect of denosumab on human fertility. Animal studies do not

indicate direct or indirect harmful effects with respect to fertility (see section 5.3).
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8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use
The safety and effectiveness of Prolia in pediatric patients have not been established.

Prolia is not approved for use in pediatric patients.

In clinical trials, hypercalcemia has been reported in pediatric patients with osteogenesis
imperfecta treated with denosumab products, including Prolia. Some cases required
hospitalization and were complicated by acute renal injury /see Warnings and Precautions
(6.11)]. Based on results from animal studies, Prolia may negatively affect long-bone

growth and dentition in pediatric patients below the age of 4 years.

Juvenile Animal Toxicity Data

Treatment with Prolia may impair long-bone growth in children with open growth plates
and may inhibit eruption of dentition. In neonatal rats, inhibition of RANKL (the target of
Prolia therapy) with a construct of osteoprotegerin bound to Fc (OPG-Fc) at doses < 10
mg/kg was associated with inhibition of bone growth and tooth eruption. Adolescent
primates treated with denosumab at doses 10 and 50 times (10 and 50 mg/kg dose) higher
than the recommended human dose of 60 mg administered every 6 months, based on body
weight (mg/kg), had abnormal growth plates, considered to be consistent with the
pharmacological activity of denosumab /see Animal Toxicology and/or Pharmacology

(13.2)].

Cynomolgus monkeys exposed in utero to denosumab exhibited bone abnormalities, an
absence of axillary, inguinal, mandibular, and mesenteric lymph nodes, reduced
hematopoiesis, tooth malalignment, and decreased neonatal growth. Some bone
abnormalities recovered once exposure was ceased following birth; however, axillary and

inguinal lymph nodes remained absent 6 months post-birth /see Use in Specific Populations

8.1

#[E o SPC
(Prolia, Amgen Ltd,
2023 412 A)

4. Clinical particulars

4.2 Posology and method of administration

Paediatric population

Prolia should not be used in children aged < 18 years because of safety concerns of serious
hypercalcaemia, and potential inhibition of bone growth and lack of tooth eruption (see
sections 4.4 and 5.3). Currently available data for children aged 2 to 17 years are described
in sections 5.1 and 5.2.

4.4 Special warnings and precautions for use

Hypercalcaemia in paediatric patients

Prolia should not be used in paediatric patients (age < 18). Serious hypercalcaemia has

been reported. Some clinical trialcases were complicated by acute renal injury.
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