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AUCO-18 weeks

area under the serum concentration-time curve
from time zero to 18 weeks postdose
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CDS core data sheet ERET —Z v — b
CI confidence interval {5 HH X
CR complete response SERRR)
CSR clinical study report IR TS
CT computed tomography a Vo —2WiEREY (5
CTCAE Common Terminology Criteria for Adverse HERERLMEAERE
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EORTC European Organisation for Research and —
Treatment of Cancer
EU European Union RPN
FDA United States Food and Drug Administration KEEMERKSLE
BEDG-PET fluorodeoxyglucose positron emission TF T AR TV a— ABEL
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GCP Good Clinical Practice % 3 b D il R BB 0D St oD FE e
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2.5 BRFRICEE9 4 #BLHEETE
F)RTT 7Y —9 K TiF 120mg

1. HEBRFEORRL
1.1 FEHMEE
111 FREOEZRUVBRESE

B EAIIE (giant cell tumor of bone: GCTB) T FENRFRMEFIEE TH Y . EFHOE GG
e B, SUTFHED U <V B ITlRm DD B IR & LCRBT 5, KE, KINES
(European Union: EU), A% KA —R 87 U 7 THIZIZZE SNLARERFIL, FhEh
fAER) 800 44, 800 44, 80 44, MUN304: Thd D, EWNICKIT 2 FIEREEIL, 1972 4-~2003
T 21264 (B LR . 2006 4-~2008 42T 4154 (B 1ALEF) THOH | 1972 FF~
2008 4E (2004 4F K TN 2005 2 Br<) THEF 2541 L3 HE STV D, 2008 AO#HA5 1FH
FETIR 4 Tholz (BEEEESGE 5, 2008), GCTB ITEFEN Dian-H, ZDH
RIBBICET 5T =208 E0ND X o7, T u R0 T ¢ 77 B8 BRS0 thlo FRRRBR 13 3R
i ST, 72720, Z< DREFIRE, iRl Ea— KL br AT T 1 T4
RILFERFRORER & LT, WEMMRTE T 1 7 7 A VPR LI LIZRE ST b
(%5 8 TH. Hutter et al, 1962)

GCTB BH D% < 1320 R~30 ROEFHRATH D, /NETD GCTB DWMEILZI EFNT
BV, REFEDOEGE, BEITEHRIBKALZE (T2bb, Bk EROMASE) ([THIET
%o GCTB I, TulZetgiE, HEOFHE, K OEDEEHE~OREL R M E T 5, 5
I$F%E L72 GCTB B DK 6% T H LD (Szendrdi, 2004) , BIFRFIREZR GCTB &3 Tl
ABHIFIR R EN 256030 5 b DD HIFRAREZ: GCTB RHEBMED GCTB DBH TR LT
(X, FHOER 72 R A T 2 & DR ATV D IBRIRIEIIAAE Ls

1.1.2 JRELHE

GCTB X RANK U % > K (RANK ligand: RANKL) #P£4 L TH Y . GCTB DT RANKL
IZHKAE LT D (Szendréi et al, 2003) . GCTB 1%, FHNTH A M 338 3 L 7R BB O va a1
AT, IR E OBSUIAHR CH VO | JRHRBITR A AT 5, GCTB 1L, #Mffk7ric
I%. RANK A 3EEL4 2 A M sk EHERE K OV O RisHERE, 3 QNS Ak E MRS b 2 7 ¢ —
— % RANKL %589 2 BRI EMN Tl ST d (K2.5.1-1), RANKL (X, FEE @A
SATFTERI OB EE & U CHAE L, HRERH Rl E R0 e B R e S OV B R AT 2
RANK t 69 %, RANKL & RANK 2EGT 5 & EMia~E oL, iEfia s LT
FHET 2 & & b F MmN ER 3% (Burgess et al, 1999, Lacey et al, 1998, Yasuda et al, 1998) ,
RANKL % F8L4 2 BZHREMIEIX, GCTB WIS T DIEEH oy 2k T 5 & &b,
BRR CE el BiE 2 m I E AR E R 2B B35 L B X 541 T\ % (Branstetter et
al, 2012, Thomas et al, 2010), SCHk . RANKL (I fth o> B S &R L, BrE HifnofREIC
BIH- L CWVWDZ EARIBEINTUWS (Tayloretal, 2011, Leeetal, 2011), L>L., GCTB LA%t
D REIFHEFEAY RANKL |2 K o TEZICHIE S TW D 2 & 2m T BRI S v Tun
RN (BY 2—L24),



2.5 FRERICEE9 A #EE T
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2511 BEMEEIZH TS RANK XU RANKL O FIE

:__/-_‘ - s ;‘J ;‘! 7 -' = |

Panel A: RANK-positive tumor giant cells detected by immunohistochemistry (IHC) using N-2B10, an
IgG1 antibody (Amgen) (Gonzalez-Suarez et al, 2010).

Panel B: RANKL expression around stromal cells detected by IHC using the M366 monoclonal antibody
(Amgen) (Gonzalez-Suarez et al, 2010; Roudier et al, 2006)

113 WITDBBERVTUAY FAT4HIL=Z—X

GCTB IIRIBRDO L FME T 2 LT L, MEE 22/ L CTERER 2P L, £
OFER, BEIXARNERICEY , BHRICK > TIUEE RS /iR H D, Lizhi-> T,
BRO B, IGOREIC L VIERRABET 2 2 &, BB PR O 7k & 2 O
FIoZ e, WA LZUESCHFHEOKEZRIE IS5 2L Th b, FlTiE, EEN
U EIBR S ALAVIFRIE FIRE T d % (Civista Health Library, 2011, Malawer et al, 2011, Singer
etal,2011), L»L. &REMEOSBIAVLE (B, BIfT N LRIE@EHIN, Uik, A
BRI CIRFRUIBRAVLE L RO 5ERH Y . WTIIC K > THERRBBIENED
BENDRD D, ISR 2 5E 2 U Loy » 72356 FERE O BHEE I3 @V (Becker et al, 2008) ,
REAFBE THREBIIMADL G LR TH Y | BUTOREERRIORME RS L NEE T
AR T 720 (Puri etal, 2007)

GCTB I IBATH A, IEFHARE OERDAHRETH O | #EIEHTIC L 2 UIBR%Z O3 Y
AT FARWS D720, @REEOHBIFNEFIEN LB L R 25612\, JRPTiEH &K
WS 2 72O DRBIHIEREIEICIE, 7 =/ —/VIRIE, WHEFIN, 7T 7T v b—HF—fE
. R ONA 2 — RE OIS —IZ X 59 BARTERELEE 72 873 db 2 o i EICHER LToIR A (3
bbb, BAMTRBLIRE) UEMBEFED X 57 TOIRL CTHEERENIZE A EED
RNEEZDND] B TR LIFHAIL, UIRE, EERE bRV EIREE & 52 Ln
b5, FHMEDO GCTB I T 1K S . WHILHRBEEN K HIRWRGE R —IRURTH Y | Fr
WZEIER L COMRBIEENIZ L AL RN EZ X 5N HE CIHAFRUBRDB AIRETH H, —
J. EBEREZURT 225G, @, BT 2B OUBRE v IR 58 - B
BENBEL D, HFEEICRERWEDLE. ToblBrixz & 2 72O U2 4872
ZELHDH, ZD LT, GCTBITUIBRIZE » TIRIET 2 Al b H 5 — 7, AR T I
HRRBEIEZ LA, AR OEICHERE %S KIET (Malawer et al, 2005), S 52, 2B DR
FAEDORIWER & LT, IRBMEOEEIE, B 27 OEK, KOVEEG OEBIER ERZET 5
ND, RIS 2 SVEHCALE D S, RIS M RERE (BiZe &) 23 Z 2 wRett b



5 BEERICRE 9 LA
FI)AIT X —UKRTE 120mg

& % (Dhillon and Prasad, 2007), ¥£7z. FHESCBEEEMIORE TIX, &REEOIER
FIEEZHOTHIEBENE,

BIRY A7 1% *ﬁ@%%fum~m%\m&MF@E@ﬁw?wﬁ%ﬁimm~%%k
HEE STV D (Malawer et al, 2005), GCTB 23F% L7245 iﬂwﬁﬁ_/»fxtr—h/»—c
X DIRBEEGIHI R OVEE A M REAZBIIL TS %7‘@5%%%9@7}@?% D03, FrxFEER|
21.7% LW SN THEY | fHHEE, RENICATERLELE 20 BEOEE iﬂw%&ﬁié
T2 (Balke et al, 2009) , 2 < D356 SVRHOIT AL 2 FELLNIZ T 5 23 (Yasko, 2002)
FRMAES S )E T D FINOBIREIIR 5TV 5,

R DONLESCRREEIZ X o Tk, AARHIBIBRA AR ATRE /256 b 2\, IRIAEIFRAS R ATEE72 R
FCOWRFHIEL, BEOETZELCED L LI, AFOEEZMRFTL2Z2THD, L
L. YIBRARRE )UTHB D GCTB Bt L TR 222 B HERR S LTV B G HOEIR I
7200

TIBRNHE GCTB Ot & LT, ZERRIN ., HUNHRIRIE, (7L, EX T+ A7 13— Mg
5. EOZEOMOERI O E 72 E3THiIL T 5 (Caudell et al, 2003, Leggon et al, 2004,
Malawer et al, 2011, Singeretal, 2011), L2>L., Z# 5 X DIRWEOERIF (FEEHE/NHE,
By ha— Wl L) 1T AT =213 WTNOIEIRE T L R ITR
SN TWRN=D, GCTB Tk 2 #iiz eGSR A LI L ST b,

PLED X 512 GCTB i, SMBHUFITIC Lo THERRBBIEZHD 2 L. R Y A7 B3E0D
Z L. RUSBHOOIBRA NGBR35 G I IXR BRI DR N2 &R EM D, @BNT U Ay b A
T AN APNFIET DIRETH D,

12 T/AIXT

7 ) A< T7IXRANKL (IZxf9 5 b MUE ) 7 o —F L 1gG2 HURTH Y . muWEifitE (K
3x 10" M) THRA R OBEEER O b RANKL (2R AR AT 5 (Kostenuik et al, 2009) ,
T ) A< 75 RANKL IZHEAT % & RANK OTEMAL IR S, BeEMiaofak, e, &
OAEERISI S5 (Kostenuik et al, 2009) , GCTB 38 Tid, JEEOME MR L T
% RANKL 23T /) A~ 7 CHEIND Z & 1T X - T lrE Aiakk o IE 5 B S AR 23 2 L,
B & EAMIREOMEST 2 ME S5, HEIEMERTE IS 0 . FEBETENE T O E 0D
W e SR S, T ORERE L THRERALESND,

RANKL PAEHK E L COREMREMBFTFEEZET L. 7/ A~ 712K H1E%(1T GCTB
OIERPRIEL RIS, TV A Y b AT 4 v=— R %= EERIRFGEINAL & 72 5 ATHE
PERH D,

7/ A~7 (120 mg, 4 M 1H [Q4W], K T#E) X XGEVA (ENTIZT v~—7)
DRIE4 T, BEEIEBEE BT 5 5 BE$E S (skeletal-related event: SRE) DIl & i fis &
LT, HRKETERINL TN,

Fo, T/ A7 (60mg, 6 » AT 1H [QeM], K T#45) 1% Prolia DIRFEA4IZ T, &
AN BE U 72 E CHER S EICRB W TR SN TV D, [ENTIE, 201343 A 25 H



2.5 BRFRIZEA9 % BHE T
F)RTT 2 Y — R TFE 120mg

2. 7 VTR TE60mg > Y DOMRIES TF MERIE DM IGE CAR I T,

1.3 FELGHRBAAF R

HHSB B CE (Z B9 D IR REIE ORI I BIE L7 T A BT A 13780y,

7 ) A7 D GCTB %15 & UTERBIRIL, BARRBRO T A v R OMEEER, ©4
PR OE IO, FRME E OBHR, I NTHEFHIFRNC DWW T, 48T 604 R A
ZERE L CRNE L7z, BRIRERBRIZ, Aok EU EF S BIHIFIAERR 2358 (International Conference
on Harmonisation: ICH) E6 (ICH, 1996) (ZRCih & 7z [ 38 ,dh oD B PR AR 0> SE i 1 2 B 9~ % S v,
FEFVEG 14 555 3 TH, 25 80 52D 2, [EHIL D ERIAFRER D F2 ki D H:HE  (Good Clinical Practice:
GCP) (ZBHT 28F (CER 93 H 27 AIRAERTE 28 75) .~ v U E S OfiERA I,
A N A ] e OIS D AN - TIehi L 7=,

HEEEIVEICET 27 / A T ORI 7 0 77 KE, 7T LAY = A2 L D 2 DOLEE
LR, FEER. BB, S ILFERER (20040215 & T8 20062004) & 55— =Rk A3 E
NTERTOIFER, H—RE, 5 HARR (AMG162-B-J201) TR SN2,

AR 20040215 K T 20062004 DA ZhPEREA T i, M EERRR A AOFUIRIES 20 R S TR BR A
Bl 23 H 0T U 7= U 0 SRAT DWW TR R A7l L7z, 20D O BE—REABRIC I 1T 2 fiE
Teh R 7[Rl — HHE TR 3~ 5 72D, MRRBRICHH A AGL b IV T HBRE DR R 5 A v, ik
N U T R FERAR B X D BBINBUEE I RO L b v AT T 4 TRl 2 TV, T A%
7 ® GCTB I 2 e et Uiz, £io, HalBROAIEOR R, FBIRITUEL R
i R BT DI DHEYNET — 2 & Ule, ABHFEICHNIE & 72 2 FER LMK OH
FHMIE, KRERSEZESR (United States Food and Drug Administration: FDA) & Wi d E& &
243 CHENi L7 (FDA pre-sBLA meeting, 2012), F£7-, EU KON T X OBIHIYF & b Wik L
THEAZGTz, 72k, KETIL, [Treatment of adults and skeletally mature adolescents with giant
cell tumor of bone that is unresectable or where surgical resection is likely to result in severe
morbidity| ZZhEERNE L L 2013 45 6 H 13 HIZHKR Sz,

ABR AMG162-B-1201 T, HRFLAEBICIS 1T 2 EHREHE OMAZ LRI L v . %
BIPUEIGENR O T v AR T 4 TR 24T > 7o, AHGEEEITIX, 6 » HU v b A TR
#r G2y bA7 A2 ER AR P ORRERLE, bk, BB AMG162-B-1201
i, I O D R R R S B (Pharmaceuticals and Medical
Devices Agency: PMDA) DB E # ik 2 TE M L7-, £ 7 IIIIIG
I~ <. PMDA 2B BE x50, 2 E] A P
[ S S

7 ) A7 O GCTB Z x5 & U7z FRIRBHFEFHENC B3 2 M) Y 5 & D BB R WA 2 3%
2.5.1-1 IZEHKIT D, PMDA & OIRBRAHGGLIRIIT Y 2 — /L L IZHT 5,
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EORTC: European Organisation for Research and Treatment of Cancer, - . oA K(EEMEEMLF. GCTB: 7 EHiiahE, .
-‘ PMDA: EHMERMBEZE AN, RECIST: EREOTHELE,

TGA: Therapeutic Goods Administration
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£251-1 T/AITNDGCTB xR & LIEBRRAZEICET 2L/ LDOEELRBRNBTOBME )
A fF =10] _ HA X A
q_ . ]
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e J

@17 1l BE 27, Eio
I
. soic. il
BhE %67,
2012410 A TGA (Australia) 7/ A< 7IZDOWT, GCTB BEDRFERL L THIVEFRHAEELOBELZZ T,

- FAReE i L

A+ . I
BEE/. ik,

BhE%&T,

201346 A JEA @A T ) AR TIZOWT, GCTBIZHT A2/ EFAEEGOBEEZZ T (BEES 25%) $3065),
I D - ;2 525 L 7. [
N ) = % 1572

2 =) B

I, ) = % 157

EORTC: European Organisation for Research and Treatment of Cancer, - . DA KERGEFREMF., GCTB: FEHIAE, \
-\ PMDA: [E3&mERMERE ST, RECIST: BT OB RHIEEE, .

TGA: Therapeutic Goods Administration




2.5 BRKRIZBET 5 BE T4
FTI)AIT S5 UX—Y KETiE 120mg

1.4 BEMREZNZELET/ A JBKHARETEOME

AREISECBT 5T /) A~ TR 7 0 7 F K2, 759 = U3 FE i L7zl
20040215, 20062004 (W34 b ERRIEE, FEEM. B 5 IAERR) . KOEN TE
OB AMG162-B-1201 (GEER, B, 5 AR 2507z, B 20040215 (X, 7
HXTUIBRAGE A D GCTB & (374) xR e L7z Th v, BRZET LTV D,
FRER 20062004 1, A SUTE AR L2 12 5L EOREED GCTB BE A4 L LKk
BRChH v, BUEFEMT TH D (5 3 [T T DR AET 286 44) . AAHFE TiE, 3R 20040215
O FEFFHr OFER & | #BR 20062004 OFRMZFHE S 725 3 [BIPEREYT (57 —2 0> b4 7
H:2011 423 A 25 ) OfERZRT, E7o. ShE 2 BROFEMr R R & LT, T RFik
BT L B BEEGUERE I R OMSL L= L b 22T F ¢ 7RO R E2 7T,

AR AMG162-B-J201 TlE, ARASUT BRI LT 12 5% 0L EORBAFED GCTB BFE (17
4) ERGE Lz, AHEETIE, 3Bk AMG162-B-1201 D 6 % A v M7t (F—& %
v hA7 B2l A PR ORREECRL, 2y ASy AT (F—4 % v b
A7 20EPA P OFmERLED, Eio, 2F L LT, BB 20040215, 20062004,
J OV AMG162-B-J201 Z 5452 & LT AR V2 e 3 3R OF S T OFER 2~

AKHFEICBIT 5T /7 A~ 7 O GCTB IZxT 260 MEILEIT, 3k 20040215 K& T 20062004
DHE 2 FREROFA IR, I ONTERBR AMG162-B-1201 TER D & 1172 Z B AIHUIR S0 5 0O 34
FERERWTOR LT, F72, 387 20040215 KT 20062004 OAE 2 DA ZAMEDKEF e OFRER
AMG162-B-1201 O % OO ENMEFHME B O 51, REOHUE L2 F O FEAM RS 5 2 AT
HI=DOHEMET—2 & L,

Fio. RHEETIE, LR3I RBRICBT 2 Z2EOFEIT O EE =T, bl 7/ &
~ 7 DT A kb5 & LT BRIRBAFE ST (R B B 12I81T £ SRE Ol B4 2 3Rk
20050136, 20050244, K Tr20050103) DOHERFE K 5700 4 THOLNTZLZRMEORER L | B
B tEb 2 WEBIRPIERISI I 2 68 & Le 7 7 B A IEaAER GRUBR 20050147) OWERE
#1400 44 T3 BT ZRMEDFERIZ OV T, —EZ@RITRT, b, TV 2—1274 (5
51321 RO 5.1.322 1) ([2iEs% L LT, Bk 20050103 K& T8 20050136 DIEE M-
W OFEROER) & 3R 20050147 D FHEERE G K IR GRS ORE ROZK 2R~ L
7

ARHFEERNE Y 2 —/L 52 ORERHEBR—EFRIC, 3Bk 20040215, 20062004, KT
AMGI162-B-1201 OFRER H ), SRERT VA | 1REREE, FEAEAANERE BBRME, KO
BERRE R OB & R,

10



2.5 BRKRIZBET 5 BE T4
FTI)AIT S5 UX—Y KETiE 120mg

2. EYMERFZICEAT HBIEE

BEAROTIRAT » A~ 7 8| (XGEVA X7 v ~—7) 1. 70 mg/mL /A1 7L (&
1.7mL, ##&58 120mg) ThbH, Bk 20062004 &N AMG162-B-J201 Tik, Z OFEHESE
B Mo 2 A7z, 7R 20040215 TiE, 7/ A~ 7 120 mg 2% 53 572912, 60 mg/mL
O FEMARA] (1mL) % 2 Af#H L7z, 70 mg/mL 5] & 60 mg/mL $L5H| % 120 mg O &
THE Lz & & oA ERSrEIL, RBR 20060446 (EHERIE (77 U 7] ROV E
FIZIIT 5 SRE OGN+ 2 KRB HFE [T v—7 SRE W] O—#zMk) TrRIh
TS (AUCq.18 weeks D&M EHMED L 1.07, 90%(E#EIX[# [confidence interval: CI] : 0.95~
120), ZD7=H, B 20040215 T S AL 8GN L, WA & AR RE TH D,
7 ) A~ TR OWHFAEWMERE: T 0 7T W%, T ~—7 SRE HIFEEROEY 2—/12.7.1

W2 LT,

11



2.5 BRKRIZBET 5 BE T4
FTI)AIT X —UKRTE 120mg

3. ERRZFEIBICEAY HELHEETE

T~ — 7 OKRBHFEROT ) A~ T ORIRIEI 7 v 7 F 5 TIE, fERHERE & OVEITH
WIBEICBT 27 7 A~ 7 Ot AN, EyEne, 3%, RUGRE - RSB
DFEEH LN LTz, TORRIE, 7 ~—2 SREHEEEHOETY 2—/L 272 ICEHL
Too K70 T T NTHLNICEYERRT — % KOS 57— 2 2\, GCTB & E X5 &
U 7o BR O HiE - HEZEIRLT-,

B 20040215 K& TX 20062004 Tlik, 7/ A~7 120 mg Q4W D FHRE512hz, %8 H K.
O 15 HD 120 mg A 52179 AL - &L Uiz, 120mg QAW 1L, 7 > ~—27 OFk -
HELFRICTH D, GCTB BEIZHWTH, EFIREBOMIERT /) A~ 7RO HIEE %2
FHBEE LFARELTLI0RRYUTHLEE X, WTIOBFEMATS BRI, &#5L

BEDORKZE (95%H) ICBWT, E5HFEZE LT RANKL ~O K E & O E %215
HZETHD (F~—2 SRE HFEERIOEY 22—/ 53.3.5 57 H—#IT8 A HREEEIC

Téﬁé#@%ﬁﬁéi&%élmm) 3571\ GCTB BF|ZH T 2 L - AL, migHhT /) A~
TEFE R TELIC EFIRAEICRLE L, D OMRE RN 2 E TOE KO 11 AR5
TR SN E EED X OITRRE LT,

GCTB BB 21 B, B E B EH TO SRE Mfillcxf 4 21RM & 3820 | |
B 72 U R 2155 2 L Th D, GCTB B3~/ EOEEOIFHIREBICH 5720
BHBM% L » AUNICEEREIZET 5 2 ENEE LW EB 2 bz, il 20040215 Ti,
120 mg QAW 1255 8 H &35 15 HIZ 120 mg DAM G225 Z L2k - T, H5IAE 1
B AUNIC BEREIZET D LD B R S, 85 15 B RO 29 HIZEBT A MigH T
) A TIRE N T ZEO PRI, 5 9~49 WOEFIRRE L [FFEE (LI 16%A0 & Y
35%@?2) Thotz, ZHIx L, BEEBEEETIE120mgQAW (2L ->T, F4~6 » H T

FAREEICET S (B 2—/L 273 F4TH),

IWT;@TJ@ L 727k AMG162-B-1201 &, #5R 20040215 K O 20062004 & [7 U A - A&
& L7, B AMG162-B-J201 DILIETT /) 2~ 7HED k5 7EI2, 3Bk 20040215 & B8%
REFRD N o7z (B 2—1 273 K2.734-1), o, KRBT, BR#~—D
—THDRF 7 VT F = U FHIERFN-7 18 X7F KOHH] () 80%) 235 5> HERD B,
#BR 20040215 OFER L FELIL Tz (BY2—/1 273 [X2.7.3.4-2),

PEOZ END, 120mg QAW 1255 8 H L O 15 HD 120 mg A& 5% Mz 7= % - H
X, EWNSO GCTB BEICBWTHDITH D LB 2 D,
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2.5 BRKRIZBET 5 BE T4
FTI)AIT S5 UX—Y KETiE 120mg

4. B3O BIESTEE

KHFEIZBIT DT /) A~ 7O GCTB Tk 2 HMEIXTIC, 7 ALY = 403 FEkE U 72305k
20040215 K U 20062004 DA E 2 FREROFAfRtT & OB AMG162-B-J201 (6 » H > b A7
fiRHT) TR LN FBRIGTUERT R OFGRE R 2 VTR LT, Mi%atliofs R, Koy
DFIRF NI TR 22 PRV R 3EsE Sz, Z OREFRIE, 3Bk 20040215 K OY
20062004 DA 2 DA MED 5 R K O ER AMG162-B-1201 D% O DA Zh M FHMTE B O 5
MHHEST HiL, GCTB BFICK T 2 EMABDER, WEOMEITHHE], & ORISR O
BN RENTZ, ZNDDORERNE . A SUTERE DR U T2 R D GCTB B3 OIEHICEH
J 5T ) AT ORIV HER ST,

ARHGFEEEKT D KRB ORBRT 1 > 25 4.1.1 IR T, KEOHUESL ) F O RO
FHeT A v FHEEE . KOWERHIENT IR 412 O 414 RS, 2, M
ST U 7o G EEAT O b ot G 4R M1 S OMBBR B SR OFEME 22 56 4.2 THIT R L, ShE 2 BUIBROFE 7
T O%BR AMG162-B-1201 OFIMPEDOFER %5 4.2.2 IR T, 5 4.3 HIZIX, FAEIZY)
BRATREZR GCTB FBF T 57 / A~ T OFINEZE 5 4.4 T, 38R 20040215,20062004,
KON AMG162-B-J201 D % DA A 80t D #E B4 BT 5.

41 FAMHEFET 1>
411 HERTY4 > 5E& 20040215, 20062004, KU AMG162-B-J201

B 20040215 (SMESS I AREGARRBR) 13, GCTB BE Zx% L Li-FEEMR, B8, F1
R TH Y . 7/ A~ 7 OFIEEN R A2 B OMmAE (X=X T4 b 90%LL Lo
Bk, AITEMMRAEGLD 5%A CTh - - HEIEEMOERIRHEEA) T
B RR A CEBRETEAT DA & LT 25 TS CREEAWHRZ OHEIT/2 LT XL - Tl L 7=,
Flo. T S AT OREEEFHE LTc, KRR TIX, 7/ A~ 7 120 mg Q4W DR N 512,
FHSHMOE IS HD 120 mg AR G2 MA T2 GEAr Va—N b Lie, T ) A~ T 5L,
N D SEARYIER, R OMEAT, IRBRETER SUIIRBRIEE 12 X 2 ko, #RFE I &
DHIEOR L, XIFERA T+ AT 3 — MUK Iy b=rb L3 A ¥ —T=n
0-2a HHOWTNMNICEDL LT THE LT, 72720, T/ AT DA TH - IgiBrE 11T,
HRLZGARET ) AT OHEEGEAREL Uiz, ZattT — 2 133 2 i U T
L, T/ AYTEEEGH2EET6 » AMRBTINE LT, ARBRK TR TARRBRICS
BN T TR 135k 20062004 (21T L7z, ARHEEICIX, 3Bk 20040215 O FEfRMT TS
DN OB INVEDOFER, W ONCAREBR I & O 2 FM 022 BE R AR 31T
DBV D AT DFERD T EN D,

R 20062004 (FMEF I AHERARER) (X, BN OVERE DS R U 7o RAAE (18 A
? GCTB BFHEZ XI5 & LIcEITTHOIEER, B—H., FUMERBRTHY . 7/ AT OLE
PR W ONTVRBR AL A2V E U7 USSR 2 R i3 5 72 0107 WA o Sivle, REAFEHK
B Z A AN DAL, IR T 1 OU EOREREA L TWDZ & (B B L
B ERE AT 5 Ehed) 2R Uiz, 3Bk 20040215 & AR, 7/ A~ 7 120 mg Q4W D
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2.5 BRKRIZBET 5 BE T4
FTI)AIT S5 UX—Y KETiE 120mg

FETFEEIZ, B8 HEOHE 15 HO 120 mg A& 52 Mx -5 A 7Y a—n b L, AR

BRI, UTD 35D ak— hEfHEANT,

o ad— b 1 YIBRARREZR GCTB &3 (1 lE SUIFHED GCTB, & 5 W dhids /e &
DEFMIRE AT T 2 BH)

o 3k— b 2: UIBRATREZR GCTB & f L. HEEOKBEIEZ 3 T (F: BAEtIER, F2
O, LA HFEREOINED) OEEARBRFICTEINTWDEE

o adR— b 3 3RABR 20040215 S BAT LI

aR—h2 TR 7/ A3 TR OFERER R OB A T O K OFE i D
HIEEER L, PR WBRE X957 ) A~ T OEMEEFMI Lz, aR— b 212/
HAN ST UIBR TR D, N— R T A ¥ OB L FE 2SR L& T IE B B T
A2 U7, TRBRE(TEANL, EFSEZF SR SRR O RN G| R—2 7 1 Ui
FUCEHE LTI e 7 B OSRBR H 2 920 U 7= Tl 28R L 7,

T A TR, 2R — b2 OWERE CIIER S EUIBRKE 6 Bl E TR L7, fhod
TOWERE T, WBOMETOME, TERETEM SUTIRBRKEE I L 5P oW, HhER
FIZL D IEOH L, 1GBRETEAMIC X DERA M Lo, & 25 IO AR R
BEOEBOWTIMNCEDETT /) AT EEEMGE LIz, 2B, 7/ A TEEPERT
HoT-WBRFITIL, BRLEGBAREICT /AT OH&EEAFEL L=, Bk 20062004
IXHEITHR O 7=, RRFEIIEL, FANCEHE SN 725F 3 BT (7 —4 4 v h4 7 B:2011
F£3H25H) OEREED,

AR AMG162-B-1201 ([EWNE T AHERRERER) 13, BN R OVBERE DS L 7o KRR (20 7%
HKiifi) O GCTB BEZXIG L LT OIEER, H—R, FHUHERBRTHY, 7/ A~7
DEBITIES R R A 7 0 A7 7 ¢ 7\ P RGEEE TRHME T 5 72027 A STz,
Fio, KRR TIET ) A~ 7 OIEWEIREK OWZRMEZ T LT, REEORERE 2 /A A
LHATE. BB IRE T 1 DU EORENHRA L TWDS Z & (il PASH L 7o BmERE A
T % bE) ZiERE L7z, w5 20040215 KU 20062004 & kR, 7/ A~ 7 120 mg Q4W D
FF#EIZ, B8 HAUE 15 HDO 120 mg A& G2 M2 &G A r v a—n b Lz, Yk
RIRE 7o B CIINER OS2 RUIBRE 6 ME CF / A~ T G- 2 Mk L1z, o3 ~<TOHER
FClL, B OMEITOMER, IRBRETER SUITERIEE 1< X 2R IE 0¥, #BRFIC L5
b LH ., TRBRELERMIC X 5 BKRAA MR LOYIE, & 2 W0 AL O i
DWTNDNCEDLETT /) AV TEGEMGE LT, o, 7/ AT EREPEN Th o 7o
BREICIE, BRLICGAREILT ) A~T7 OfREEZ L Lz, #B AMG162-B-J201 (%
EATH O ARGECIE, FANCEIE LIz 6 » Ay bA TN (0> b4 7 H: 20 £
B v 2sAny bahr oy b7 R E=] AR P ofREE DT,

4.1.2 FEBMURESHROTMESGE

FRBR 20040215 T8 20062004 (ZHLA AI B AL T- R E 2 5t G212 BBRHUIES ORI B9
DML LTV ba AT T T il A EhE U7z, PUEE DR M QYR O AT O D79
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2.5 BRKRIZBET 5 BE T4
FTI)AIT X —UKRTE 120mg

T—=FHy bATH201143 H 25 HETOFMARERTNTOE(E (2 a— 2 WiEik

#2215 [computed tomography: CT], RE5IEISHEI{#]E [magnetic resonance imaging: MRI], X |Z
i%’ TNF T AX U a— AGE R E R E  [fluorodeoxyglucose positron
emission tomography: "FDG-PET] 12k %) % fRFEMBICRit L7, 7ol AREGRHM T
T, BRI X BT 4V b B AT URAERER, SUTEE AR R R & Lo T,

GCTB 2B L. Fess L7=HUEG AR OFHE LI 2, £ 2T, 7/ A~ TR EREOKE
HFIEE R R 2 RIS 5 728D, IRD 3 SOFHliEAE 2 IR L 7,

+  CT/MRIZ & v fE¥5 & % 5Eli 9% modified Response Evaluation Criteria in Solid Tumors

(RECIST) JL#

«  EDG-PET |Z & v (R#RYTEME: &2 5F4i9- % modified European Organisation for Research

and Treatment of Cancer (EORTC) J¥E

«  CT/MRIIZ X DEEY A XL CT @ Hounsfield HAZIZ P A FET 9 5 modified

inverse Choi (density/size) F&#E

U R OFHAM AL HE T do 2 RECIST 1%, HIZHKEARKIC I 2 B O ¥ A XDz
RAEL LTV D, BERKLREEL Y D72 WIESHIT @ H . RECIST AEYETIIRHE S h vy, 73T
7 GCTB A& S HE WTREZR MMM AL 2 A4 2D Tidr < Eio, FUEBNR MRSV
A ROPW» LI LR WEA S H D72, RECIST O TlX, GCTB IZxid % Hriiigh &
R 5 Z SICIZIRA S H D, GCTB OH|AITIE, EEY A XOBD Tidza <, B H
TEMEDAR T S)UINEF ST 55 (AIKAL) O¥INZEEE L CHIEREZNR 27T 5 =
LIFFRETH D, T DT, BTl 2 SORMIEIZYE, 9772355 modified EORTC 2HE K& OF
density/size FEVEA B L CRBIITUEE VR AFTHI T2 L & L, ZHHDOEREZH WD
Z &IT Lo T, RECIST CREliT 2 2 &L DTE DAY A ALISMT G B HE OIEEPED
REEE L TORBHNEEDOLAL L | MfEFAZELORE L LTO GCTB WADHKE E5F- L9
Bp 7 70 —F CHEENREZTMT 2 Z LN TE 5, Hx OFHEEEDOTEMIZ, RKHFE
EROEY 22—/ 273 5 1.22.1 HIITRT,

ZHVE T GCTB Tit, "FDG-PET & U Choi 27 % HUIEST R ORI 2 &0 9 1
T2, Ll WL O DERRIIZEN S | {aRNROPIDNA F~—D—L LT
“FDG-PET #HIi AR FIRETH 5 Z L AVREN TV 5, ""FDG-PET IZ & % EORTC #h3H7E
HUET | ALSRIERETT %2 Standardized Uptake Value by Body Weight (SUVy,,) O ERIE K
ERTF L7 Z & &R LTIEER ORI FERERICEDSWTRESNTZH D TH S (Young et
al, 1999) ; SUVyy, OFEME DK T 13, S ORI FHRIEOTIHIC L 6RO b TV,
"FDG-PET Tkl L 72 fRE#HEE DI K-> ¢ BRERIRZ2 TS5 2 L b AliETH 5,
Zerizer b1, JFEBEE IRV T, SUVy, OFEEEDKT &S~ — 0 — O & ORICAH
BB S O | AR A TRIFEECTH D Z L 2 WE LT % (Zerizer et al, 2012)
[FARIC, BEOEIRIZED> & Choi AYEIL, THILEENES (Choi et al, 2007) f& UMKHRHHH
PIBE (Stacchiotti et al, 2009) (28T, L2 Lﬁﬁ‘érfﬁ%ﬁ"]}im@%{ﬁu f4:7% RECIST
EOHENWI ERRINTWVD, ZILHDEFRRIFIETIZ, hRHEIZIB N TESG Y1 XLk
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2.5 BRKRIZBET 5 BE T4
FTI)AIT X —UKRTE 120mg

DEALERET 5 Z & OMIMBES R SN TR Y | FEERRIEES° GCTB O X 5 72 B I5 OFF
iz T, FICERLRHD LB OND,

TR, Bk 3 SOFHMANEIC X 2 R B2EZ AW THIE L7 58428%) (complete
response: CR) S 5328%) (partial response: PR) & E# L7z, 215 3 DORHlEEREE v,
GCTB BHTH T 5 EBUNPUEL 2 B A A SR L7,

HIEZT v 2ZBT 534 T A, JRBOHRRME, FHE~DOEIFEREDT—F 77 7 b
T ) AT DEOHREAEXFTH—BE LT, 20 4L EOHRE DT ) 2~ 755144
DO GRE OIFFRETIZIE L2b o) ZHWT, Eifgay ha— A ek Lz, =
o OG- BERT OB G — 2 1%, BRI T OGS0 R ORI A B L R U Eifg
FEAGEEZ VTR L7z, 2> b o — A REOMRERE X, BRI 0B 5 IC b EENT
WA, EGFERE DN USRS R T E VK O BT TR L 72, F—#BRE IR
J 5= e — VB EOEG L RBIFT ORBIL, R ENRRDBRE DL L7,

B AMG162-B-1201 (235 1F 2 FBIREGR ORI 7 i51%, BTk LRI E Lz,
7272 L. B AMG162-B-1201 Tl&, Bz b — LB 25 E LR o7z,

413 FHEEHEEBEOZESM

REEBOPERENZIT DRt 72 B BRI, 1R OBIERIEE L 70D, 2.
DHFEBTH D GCTB IZBW T, FAEDIKRE (BIFRARESUITIBRATRE) 1220 & T RBINZE
RO LIS Z LI, BUATOEMEER NS ORE RESEZERT 5, LD &b,
GCTBIERICHBIT DT ) A~ 7 OA ML, FBHGUERIRIC L - TRHiT 5 2 & & LT,
BEOT Tr—FTT ) AT OFEENREZFG L7 Z LD, FBINZEZ 28D IR
FORG (FEHBEE) 2 & & bIT, Bl L IHE L FBIITUES R
WELRL, REMCEHME LT, 7. T/ 2~ 7 OHIENREORR AW 572D, Fl
R OBRFRAIFA I B & L C, FBIRIZE R OR BRI L ORI, S ONTIREB O TE T
O 2T U7z, AME 2 3B O RHT T O BB HURE ) R OfATIC 31T 2 7HE B 2 5%
2.54-1 ITHEKIT 5,
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2.5 BRKRIZBET 5 BE T4
FTI)AIT X —UKRTE 120mg

%2541 BEMREESDREOBTICHSITAEHEER: 4 E 2 ARG ERIT
FERMEIEA & FEMNEDEROIRE OBS (FEMNEDR)
BIREHMIEA % o FENER ORI
s RBINEZE TOHIM
o REIWWEDD 4L BRI R E 0BG
. RBIWERZD 8 EMLL BRI BRE 0BG
o KBNS 12 BREILL B L7 0BG
o RBIZEDDN 24 WRILL BRI R ORIG
o @S = be— (GE2ZEE) [CRI. #4253 [PR]. XIXZE [SD]) 2% 12 @M
L R U8 oFIG
o BPESSRFMEEE A CHIELESRA L. DO LA REE AV ERE
BN E S EHE LT HEI1, BEINZED 2RO T-9BE O RETHIG OREHHERS
Page 1 of 2

35D DA HYE (modified RECIST 1.1 2%, modified EORTC J:¥%E, & O density/size JEUE) % V7o
BOIRICE 2FBINRD L & b2, BRHIERE Z L OFBHIZZNIC OV T HRT,

EORTC: European Organisation for Research and Treatment of Cancer, RECIST: Response Evaluation Criteria in
Solid Tumors

FEIREIA NPE DR AT AT — B EAIEHE (T2 = —/L5, 45 2.0 ik)

F254-1 BEMRESHROENICHSITLHFMER: SNE2HARGEHENT (W)

PRRAGGHIEEH:  » & bW DRI ANEE W 7o i RV RRBI O #ERE OFIS
& 5 D Al HEAE A FIV 2R B DT £ T OHIH

B 5} LB EYEE AW TR BRI S & RENE 28O -5 E Lo
t%%ﬁ@ﬁf LIF OB % HiFt:
TR AT E R AR A A RNEN B D LHIE L= oEl1E
FHDAAT (FbOEWER, BHAOEIERE, ROEAC L DHEREREE) KO
BRI Z a7 O (WF b ERER 20062004)
BHOEVIRHD AT N 2R A > hEL D L7 #kBE o4 GRBR 20062004)
s HRLOEWVRADAIT N ARA L RELTTH o T HRE OIS GRBR 20062004)
o RBOEVWRHBDAIT N2 KA 2 FELERIN L= 45E OFEIS GRER 20062004)
« RBOEVRHBDAIT N ARA 2 NEBLIWEREOES (RER 20062004)
o BLOEVIRHDAIT N 2RA 2 MU LRI B ETOHM GRER 20062004)
o KBOEVWRHBDAITNARA 2 RUTIC2 D E OB GRER 20062004)
s HRLOEWVRADAIT N 2HRA 2 UL EEMT S oMM GER 20062004)
o BLOEVIRLHDAAT N 4R, BB ETOME GRBR 20062004)
o BEREAITRR—RT A VRO 2 LU BRI I 3 DL RICE b LR
FoEE  GRER 20062004)
. PR R a7 NAR—R T A4 D 3 LLE2» SRR I 2 DUT 2L Lg%
FoEE GRER 20062004)

Page 2 of 2

B HFEIENE (modified RECIST 1.1 J&%E, modified EORTC %, M UX density/size J4E) % M-
BRI L 2 FBAIED & & HIT, FRHIELE D L OFBRIZAIC OV THRT,

EORTC: European Organisation for Research and Treatment of Cancer, RECIST: Response Evaluation Criteria in
Solid Tumors

FEIREI A NPE DR AT AT —B EAIEHE (T2 = —/L5, 45 2.0 k)

FRER 20040215 & T 20062004 DA BRI DT 7 A~ T OFEZMEIL, v BT R
HH, EEFMEE . R OERRAFEGE B2 X - Tl L7z, #8k 20040215 O EZEEHE H
IHEEIR CTh o7, M RIL, 1RBRENEHE I CHUE U7 W B P e (B
DIEHR) SATEHGEH A (RBREEERM O & U CH 25 R CEERRZE OEITR L)
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2.5 BRKRIZBET 5 BE T4
FTI)AIT S5 UX—Y KETiE 120mg

(2 &Ko TRl L7z, 78k 20062004 0 FZERH0E B IX L2 Th > 72, 3R 20062004 DA %)
PERHMEEE H L, 24— N 1 TIRBOETE CoOM ERFHEEE), 2R — 2 TIEE6
H A OF T RMTBIMAT S R0 ekl OFIE (RIKEHIIE ) | & OYRBA O R IFHER (5
KHFHMEE) Th ol

AR AMG162-B-J201 O FEFEMIE H X, BB 2RO T-kiE oFIG & Lz, mlik
FEAGEE B X, BB 40 12, KOV 24 BERHIDL EFrE L 72 rE oFIG . BREICRT 5
BB 2RO T HIRE OFEIE | B EHGRHE I 361T 2 BBINZR D A58 O 1ok OFIE
FHIZEE COWIM., KOZEMIME Lz, 2T ORHMEEE oftliz, 35 AMG162-B-J201
Tk, Bk 20040215 & [R] UiEFE 2 FIWBUBEE R R 2 38 L 72, 72RO ELT £ TOHIR,
556 H AR CTRMBIEAT SN2 To i OFIG . IR ORIFHER LRkl L7, #BR
AMG162-B-1201 OEBLHIHURIE ) R B4 2 M B 13, 75k 20040215 K& TF 20062004 4
[E 2 REROFEMRT O A L AR Td D720 RHFFEEETIEEK 2.54-1 ([T L 7= 5-mRE R &
& BT, AR AMG162-B-J201 O R K O 3 30k (20040215, 20062004, K Y AMG162-B-J201)
DPFEIFENT OFE R A4~ LTz,

414 #ETFE

{2 ORI HHEHFIEIL. KARFEERIOEY 2 —/L 5128 5 SR EROIRTIRIE
WEEIRT,

72 2.5.4-1 1R LT BBIIGUES DR OFHNIE B IS 2 MG FiE 4 # 2.5.4-2 ICERNT 5,
FBRIGUEL 2N R OMAL U 72l B3 D et it (B2 = —/1 5, 2.0 K X,
RFEELFERI DN B 32 5EH U 7= A T — & OfEHT & FEhi+ D anicieE Lz, w5k
AMG162-B-1201 OFEFHENTEIEE & O 3 RERFE T OFGEHRTEt il & (£ =2—L 5, £
WENE LORR) 13, 20D Ofift & i 2 Al e Lz,
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2.5 ERERICEY Y 2 BEHEET@

FTI/RATT 7Y —Y KR TiE 120mg

:254-2 EHWREBDROBITICE T 5HeFE
FHGIE H O - .
Lo AT TE Fik

TR E B BN 2RO T RE OF]  CHHEEE & OWHI 95% CI %2 2K
& (FENEDR)

B EHmE B FENEDNE COMBEOEE ST 2550%, WONEPH (FPyfE, 25 K75
RIZR%h D FRfe N—t B A )UE) O Kaplan-Meier & K& OV ]

95% CI A i H

RN 4, 8, 12, KU 24 HHEEMHEL ORI 95% CI % EH)
il s TN 1 e A 2 A
FENEN RO HRE DR FHHIREZNCE T % Kaplan-Meier A <> M EAEZHLED
FHEIG ORI (6 » AR RREFHERS K Ol CT 22K
fEgE = b — s 12 8L CHHEEE & O] 95% CI % Z5
Ffge L 72 95s 0 EIE

BRAFEMIER RBREMTPoRBOENOMEE  CR, PR, KOSD, NI PR LLERISD LI ED
FHoEIG HELHE BB K OV H] 95% CI % ZEK
JREETT £ TR YT DA, WNCE (R, 25 R OVT5

NR—t v H A )U#E) O Kaplan-Meier HE &l K OV ]
95% CI Z i

CL: {S#X[H. CR: 5ERE), PR: H0Z5),

19
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2.5 BRKRIZBET 5 BE T4
FTI)AIT X —UKRTE 120mg

& 2542 BEWNEBNROBNIZETLSHHAFE WS
AP S i

ZOMOBRNFMMEE: H oD L MAREL AV RRDRICESE | RENEDZRD T HRE LR
IR T EHRE O LT O A & it

TBREEEMPABRA RN S FebHE &2 TR

% LHE LI HdRE oFIS

RER 20062004 K X AMG162-B-J201:

FBHDA AT (b EVEA, FLIRFE R 22 T
FaADEMERE, K UOYRAIT L D

REREE) D&Mk

BEHLOEVIELD AT N2 R, FRHEEAE BN
v NLAERA L tERE S & D
OEVIRHAD AT N4 RA > b

PUF T o o IR E OEIG DORERF

H®

HHLOEVIELRD AT N2 RA R EHEA TR
VR BB LT RE & B
OEVIRAD AT N4 RA > b

T B 2 TR OB DR IEFHERS
ROOEVIEAD AT RN 2HRA 3547 55A1%, TI{EO Kaplan-Meier & 8 J OF
VR ERED TS ECoMBIXIE Wil 95% CI 2E
BEHOEVIFAD AT 4 R A

v RLATIZ2 5 £ TOHIHE
ROOEVIEAD AT RN 2HRA 3547 55A1%, TI{EO Kaplan-Meier & 8 J OF
> UL EBEINE 2 £ oML ®H 95% CI & H
BHLOEVFELD AT N 4R A

> N EBZDE TOHR
PFIRER 27 O LR OBERIER L E2 T
a7 WEL LIrE OBIE DR

REHERS

Page 2 of 2
CL: {S#X[H, CR: 58ERY), PR: #i0%%h, SD: LiE

42 BEEHHNEBEMDROHEHER
421 HEIREH
4211 BRIXNKREH

HBAIHUEE RN R DS E 2 FREROEA AT O 72 O DA IWEREHT e SR AERNIT 1L, 3Bk 20040215
1% 20062004 DFAA AFVILHE A 72 LU REBRICHAAN DN 1 B EDT ) A~ TR %%
FIe T R COWRE 2 BT, BRIHITUIEES DR ORI LB, A 2 IEMHT T G 4EH]
D H FRBRPOD7R LY 1R TR TREZR B 3G D T2 TR T OWERE 25 D7 (X
2.5.4-1), FBIIHIIEE S OMNT R GEERNT I, 3Bk 20040215 3 N2 5B 20062004 0> =2 7k~
— b 1 KO 2 OF il AT REZR RS 2 3 T,
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2.5 ERERICES 9 S BHIEETE
FIARTT 5 I—Y KR TFiE 120mg

®254-1 ERFEO-HOFEMNMERITHREARUVEBRHNESRRBENT AN REH:
5V E 2 HERGHS AR

B {3l D 7= 3 D Zh AR X RER
REROMAANEHEZ- L, RBRICEAAN DR 1 [BILL
LT ) A= TEREZZ T - BRE
B 20040215 2 LT, XiXEERGIN-HBREIX. R
BR 20040215 DAIZI\THEHT

BB PR 2h AT SR
5 5 WAL COWEEE A LT O ER
HKBrh o 1 B AL, B2 BV TRl AT RE AR «  HEBFo 1AL EICBWTEHMETRE R
BRELN-HBRE B GO -BRE

BRATBEY % A B ORFoH
FBHZED D A LT HBRE DI

BROFFIEICHT A2FHEEE (FEY

EHROMEE = > b o — L OREE)
4, 8, 12, Xk 24 @M. LEENT- 2
B R LA B CREAl AT RE AR i 23S B
NI=#BEDH

* Modified RECIST 3, modified EORTC 23, XX density/size 23

HNE 2 REBROFERITIC B T 2 FETUIESE R OFMIIL e A7 T 4 TRFHETHY |
18 {5 D FFAf | X 3Bk 20062004 DIRER FE S FHEEFIZHE SN TV Do To /oD — T OHERE T
HRBERE LN o2, TRTOERT —ZRHBoNholol Lnh, HlERHEE
Tl CE 2dvole, BRAEBITVNTAL, REOERICEELZLOTIIRNWEEZ LN
7o, FATRERICITGHEFTRE LR E DHEEDHH L & Lz, FRIC, FBNIEDD
FroetE B OISR = & b o — L OFHGHE OHT R REICIE, 2 b OFFEE B OFFli2 7TRE
BT — & B3G DN T- Il FTRE A BRE 2 & DT,

HEifg 2 b o — LVEEORNT R RERIL, AFF 264 THotz, YkHBRE X, PRI
I X BFHBIC AWV D B 5-BREARTO B 7 — & 53 3 R L TRLNT-HBRE TH S,

B AMG162-B-1201 DA ZhHERFHT 6 R LM R OB BAYHUIES 2 R Ot RER O E R
X, SME 2 RBROFERT OGBS (K 2.54-1) LRAETH D, 3 RBROFESAITCIE, SME2 R
BROFS AT & 3Bk AMG162-B-1201 D& MITHREM Z -G L. ARMED GRS R S 4E M
B OEBRTIERE DR OOFERT et R4ERM & L7z, 3B AMG162-B-1201 TiX, HEifg= b
o —LVEEERE Lo T,
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2.5 ERERICES 9 S BHIEETE
FIARTT 5 I—Y KR TFiE 120mg

4212 HBREOCHAANKRUAR

HE 2 RBROFEARHTIC I 1T DML U 72 BHEEFAT D 7= 8 DR 7 — Z IUE X RIL, BB
20040215 D5 THEEAIZEIT D 37 4 & 3Bk 20062004 D 3 BIFEfTrOT —2 h v v AT
A DR RIZET 5 266 4 DEFF303 4 ThoTe,

303 4 108 4 (R 20040215 @ 10 44 K UABR 20062004 D 98 4) TIXEET — & 134%
biehotz, VB ARI T 4 TRFHETH 72720, K 1/3 OWERE THEigT — & 237
ATER2WZ LIIMEDOTA TH o7, 190 4 OHEHE T 1 ALl EOFHl w72 Bifg 7 —
2RO, YiEHEERE DVNE 2 RBRHFE AT OZBHITUES N RO RERICE Eh
Teo BT — X% OFEIZ L HHREONREK 2.54-2 1IZ7R T,

RABR AMG162-B-1201 Ti&, £#5BE (n=17) BEEMNT I RER KR OEBOTUEE )
ROMETHBERICE TN, 3 RBROFEAITIX. AMEOHFERITHRER 0=320) K&
OB BHITER R OF SR RER (n=207) Z AW TEM L7,

2542 ERT—2OREICKILSHEREFAR: S E 2 KRGS

Exi1 £
N =303
[ : L
BileT — 2 BB LN - - EBRE BT — & B’ 5 b - whERE
n=108 n=195

RESBETE Rdo0 SM AT/ BE A o 7o © | |1 MRS L CREME T AR Ao Eife 7
n=40 n=5 — 2 REbh

=190
B P I B A zaw%mw@%o

| Yo -
L TR ey

BB G oN2ho Tz
n=20

R—2 7 A VEGFH A2 ER L TV
- Mois
n=10

EfgZEIR L2, T otz ®
o n=6
FRER 20040215 > 5 3Bk 20062004 |2 1T XITERE LB E 13, 3Bk 20040215 (25 T O A EEARIT I A A
iz,
Y OXBROHR
EE D= DRENTHEFGE, T BRE DT RORNCARAEIRR 25217 /2 2 L AVHI,

/{8 Table tiael.1.1; Table tiael.1.2

4213  AOMEEMHFERUR—Z 54 U

GCTB |3FW/VRBTH D Z &5, Bk 20040215 1820062004 DR ANIEREL, 1A
WRFEAY 72 GCTB BEEFMB MR L 725 X O ITFRE L7z, 3Bk 20040215 TiX, HHRXIIY)
BRANEEZR GCTB DR BE DI &l AfLTz, 3Bk 20062004 Tik, YIBRARE I LIERFIEE
72 GCTB DN BE R OBH R LTz 12 UL EORFERBE ZHAANT, REFHER
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2.5 BRKRIZBET 5 BE T4
FTI)AIT S5 UX—Y KETiE 120mg

FHEMBANDHEIL, BEHBRRE T 1 O EOEERRA L THDE 2L (B A LZE
SRR EWRE AT D EhE) AR LT,

HME 2 BROFEMRHTIC 35T 2 B HUES 20 R DT SRR ORFEIT, 3R 20040215
J2 N 20062004 DELEOFHE L [FRECTH -7 (55 5.3 TH) . BBIITIIEE )R O fghT ot 54
FUZHEA AT BT PERE 1L, 553% 03 L Th Y . KEE (789%) DEANTH T, Fiin
OHFRAE (FEFE) 1233 (13~76) WETHY, ZDH9H 64 (3.2%) I 18 A (RIAF)
Tholo, FHITUEENE 2 5-M L 7o B2 DK 29%IZ91% T O UIBR FI§E72 GCTB
THY ., ) T1%ITHF AL HRFEOUIERAREZ: GCTB Th > 7o,

AR AMG162-B-J201 TliE, SIERARESUITIBRFIEEZR GCTB O A K OVEHE DSl L7z 12
ik LA DRBAEZ A AT, BBINTUE R R ORI X EHERE 17 A2 R L Lz, 94
(52.9%) BLMTH o7, Fhno T RAE (FPH) 1330 (18~66) K THV . 14 (5.9%)
218 7% (20 3A N [RIAE]) Thote, MAANONIZHHRED S B, 44 (23.5%) H
WIFE UL HFE DO YIFRATREZR GCTB TH Y | 13 44 (76.5%) 23413 XX R O UIFRAEEZ: GCTB
ThHoT,

422 FIHEOHER
4221 FEFEIER

SME 2 BBROFE M TIE, N— AT A VR OEZ BRI T oD 7e < &b 1 REATRHE
i FTREZR G 7 — 2 35 B AL, FBIIHURIZ S R O RN E O & R 13 &6
190 4 T -7, Z? 9 H modified RECIST £:4E (CT XL MRI) TRl AIHE T > 7= DI 187
4. modified EORTC ¥ (PET X% PET/CT) CaHlifliE CdH > 7= DX 26 4. density/size
FHE (CT XU MRD) TRHlie[EE TH -7 DIL 176 44 Th o 72,

& b HEHlEEAE Ao i BRI S S RBINZZ A RO T-9E (RBINEDSR)
IE. 190 4 136 4 (71.6% [95% CI: 64.6~77.9]) Th o7z (%254-3), b 55
Wz AW BNRICE S E BB 2RO RN T25% 0 5S4 4D 55, RBEHRERNEZE
(stable disease: SD) T - 7= #BRFE 2 50 4, B OHETT (progressive disease: PD) Toh o 7c
BRI DS 44, T o T2, 2 OFEMIENE Z & ORBAZE%8h21%, modified RECIST £E¥EC 25.1%
(47/187) . modified EORTC YT 96.2% (25/26) . density/size 54T 76.1% (134/176) Tk
D f:o

RECIST A% & density/size ZHEIZ K 2 5HOMICIE. #HETHICAH B2 P RE OFEBINFED
STz, [RERIC, EORTC #EY%E & density/size FEHEIC X AFHMORIC S FFEE OFHEIMRFR
STz, % ORYET X B R O BT IC OV T, AHFEEROETEY 2—/12.73 5
32.1 THIZR LT,
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2.5 BRKRIZBET 5 BE T4
FTI)AIT X —UKRTE 120mg

& 254-3 FEBMERMER: NE 2 HARFESEN
(1 R L E CEHARTRE R ER T — 2 MMF o = 1]ERE)
(Efficacy Analysis Set)

n N1 Percent 95% CI*

Proportion of subjects with an objective tumor response (CR, PR)

Based on best response 136 190 71.6 (64.6,77.9)
RECIST 1.1 47 187 25.1 (19.1, 32.0)
EORTC 25 26 96.2 (80.4, 99.9)
Density/size 134 176 76.1 (69.1, 82.2)
Page 1 of 1

n = number of subjects with a response
N1 = number of subjects with at least one evaluable TPR using the respective tumor response criteria
* Exact confidence interval

Source: Table tiae4.1.1; results by individual study are provided in source table.

ZEZERNT. 3B 20040215 KT 20062004 DWFHICENTE B L TR O, F
7o, ABR 20062004 D AR — R 1 &2 TH—ELIZRBHEO b, YIRAREZ: GCTB & 1)
BRATHEZ2 GCTB O WM OHIRE ICBW T T /) A~ TG ORKIA IS IED AR S 7,

B BRI < BEIIZRER 1T, 3Bk 20040215 T 74.1% (3 T VIR AHBEZ: GCTB:
M FTBEZR R 27 4P 20 44) . #kBR 20062004 D =R — b 1 T 66.7% (WIFARAEZ: GCTB:
AT BEZ R R 114 470 76 4) . = 7R— b 2 T 81.6% (WIBRTFIHEZY GCTB: AEAfi vl hEZ 2 ik BRE
494140 4) Tholz, WEZYIRT DABHSLED T SN/ am— k2 OFEERFEIZS
T T 2 B L7223, UIBRIZ VA RRE & /e LTz, 7272 L. FFRERIRZ D B % 4]
B L7235 80%, EAYRZ D RECIST JEYEIC X 23T rlhE L L7z,

ARHFEERIOET Y 22—/ 273 1R LK D1, [l x OFHEREHE = & OFRO 2T, Pl
BN RHENCGRE SV EEN 72 5 Z LITERT 5 &5 2 b7z, PR OFFfi Tk, RECIST
FEVEIT density/size FEVEIZ LA KD R&E VA /BB L Sivd, £72. density/size &
HETIX, YA XD/ DBRO R & B BEFMIDOATPR LHEINDIGENRH D,

B AMG162-B-J201 TlE, & 6w 5 a2 W 72 e RRNRICHS & BB ZS %) 278
DI ERE (FBRIRNER) (X, 174 144 (824% [95% CI: 56.6~96.2]) Th o7 (#
2.54-4), 5P HFHIFENEE T o i RENRICEE S S RN 2R e o 1250 340
2B, EINEDN SD Th o - BR# 13 3 4 T, PD Th o IofRE 1Z\ e o7z, il x DFF
R = & ORISR 1T, modified RECIST JEYET 29.4% (5/17), modified EORTC Jk¥
T 70.6% (12/17). density/size FLHET 64.7% (11/17) Tholo, T HORERIE, ShE 2
BROFEFRHT OFER (R 2.5.4-3) LHRIL T, 72238, 3 BBROFEARHT O#E R 1T Table 1tiaed-1.1
R LT,
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2.5 BRKRIZBET 5 BE T4
FTI)AIT S5 UX—Y KETiE 120mg

& 254-4 FEBHIERME: HER AMG162-B-J201
(Efficacy Analysis Set)
(6-month Cutoff Analysis)

n N1 Percent 95% CI*
Proportion of subjects with an objective tumor response (CR, PR)
Based on best response 14 17 82.4 (56.6,96.2)
RECIST 1.1 5 17 29.4 (10.3, 56.0)
EORTC 12 17 70.6 (44.0, 89.7)
Density/size 11 17 64.7 (38.3, 85.8)
Page 1 of 1

n = number of subjects with a response

N1 = number of subjects with at least one evaluable time point assessment using the respective tumor response
criteria

# Exact confidence interval

Source: Study AMG162-B-J201 CSR Table 15.2-1.1.1

4222  EFLEIRBRUERWFHEEB

MNE U7 R REGIZ 31T 2 BRI TE H X, FEIMNZRO R, FBENERNE T
O, BB OFHEE (FBAIZE 4, 8, 12, KO 24 BRI LA ERHE L 7B o
FHE) . MOWEG = > b e — L OFHgrE & Lic, JWEOMITE COMIMIL, REBHFHEEE &
L7,

BEHNEDOFEME

HME 2 FRERGFAIRNT Tl FERZEZI D% IZ PD & HIE SNI-BRE 1 3FEE 1D o T,
& & LRl EEZ Wik BRVR TEBINERNN A DN 136 D OB, Dk, EX)
ROFHIIZ LD X PD L HE SN HRE 1L 14 Th o 7o, il x OFHIliEENE Z L Tk, modified
RECIST 54T 47 4 3 4. modified EORTC F:#EC 25 4 0 4., density/size J:UET 134 4
1 £4ICBWT, BEINEDOKIZ PD M8 bz, FEINEDOHIZ PD 330 b
BBRFHU T RECIST &Y L density/size JEHE TR 575, ZAHUX RECIST EHEIZ L - TPD &
HE ST 3 4 OBBRFE S, density/size FHETITT X T PR L HESNTZTDTH -7,
Density/size F:#1Z & > CREMEOH%IC PD L HIE SN2 1 4 OWBRE X, RECIST J:#E
TIET R TORERTPD LHE I, HBOEITEZ RO T PIRE D720 T2,
Kaplan-Meier £ CHEBIIZN ORI O T IMEZHEET 2 Z LT TE ed o7z, HBEIR
(ZHD < FBINZEN O FrgE I BI9~ 5 Kaplan-Meier #if %[ 2.5.4-3 (27”7,

AER AMG162-B-1201 T, FEIZENDOHIZ PD & HIE SN T-WBRE I 2o 72720,
Kaplan-Meier 1£ CEBIIZEN O R IM O R IfEEZHEE T 5 Z LITTE oo 72 (¥ 2.5.4-4)
IO ORERIT, RS E 2 HBROFE M ORER & W CEmZ R Lz, ks, 3 BRI
AT O#E 13 Table 1tiae4-2.1, Figure 1tiae4-3.1, M OF Figure 1tiae4-3.2 (TR L7z,

25



2.5 ERERICEE 9 5 #t1EET(E
FIARTT S T—KRTFiE 120mg

2543 BREPRICE S EFBNEDOFGHM: S E 2 RG-SR
(BEBNHEDNH DN -BEBRE)
(Efficacy Analysis Set)

Study 20040215 Study 20062004 Owerall
- (N=20)  (N=116) ~ (N=136)

10- R -

08+

06+

04

00+

20 13 11 10 8 116 62 35 11 2 136 75 46 21 10 4

Risk Set

4 3 10 0 . 3 10
T T 1 1 T T T 1 LIS R S S S S S N T T 1 1 T 1T T 1
BL 6 12 18 24 30 36 4248 BL 6 12 18 24 30 36 42 48 BL 6 12 18 24 30 36 42 48

Proportion of Subjects without Disease Progression after
Objective Tumor Response

Sudy Month

N = number of enrolled subjects who were eligible for the study. received at least 1 dose of denosumab, and had
an objective tumor response

The horizontal axis of this graph shows the duration after an objective tumor response.
Source: Figure riaed.1.1.. [N
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2.5 BRKRIZBET 5 BE T4
FTI)AIT S5 UX—Y KETiE 120mg

254-4 FRBEMRICEISEHMEDOHFRAM: HER AMG162-B-J201
(BEHMEWDLH o N HERE)
(Efficacy Analysis Set)
(6-month Cutoff Analysis)

Q

(2]

§_ Denosumab 120 mg Q4W (N = 14)
8 1.0 —

<}

£

2

g 0.8 —

8
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[<]

2 06 —

©

c
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8

5 0.4 —]

o

s

3

g 02 —]

2

= 0.1 —

o

=

T, 00

3 & Dmab 14 12 4 0
7 X

s T T T T
5 BL 1 6 12
=

g Study Month

@

N = Number of subjects who achieved Objective Tumor Response at least once
The horizontal axis of this graph shows the duration after an objective tumor response.
Source: Study AMG162-B-J201 CSR Figure 15.2-1.2

BEHNEYFE TOHM

HME 2 REROFEMNTIC RN T H 5 5 FEMAEHEZ AV 7= i BRI IS < FRINE MR
D B IVTHIRE T, FBIRIZERE TORFM O RAE (95% CD 1%, 2.8 » A (2.76~2.89)
Tholz, FHATRER 2HERHE Tk, 7/ A~ TR GHG%. H D HHEEHEE V7o fx
B RIHA < FBINZEL) £ TORRI O RAE (95% CI) 1%3.1 » A (2.89~3.65) Tdh o7z,

AR AMG162-B-J201 Tli&, #Hli fTREZR BHERFE TO & b P 5l HEL 7o B R
IS BB E COMMOFIAE (95%CD 1£3.0 » H (29~3.1) Thot, Zhb
DFERIT, SME 2 REROFA T OMER LR TH - 72, 7B, 3 REROFAIENT OFE F13 Table
1tiae4-3.1, Figure 1tiae4-2.1, MU Figure 1tiae4-2.2 |Z-R L7z,

EHNEDOHRME

eG4, 8, 12, XX 24 HMLL EBEN - 2 WS LA L TRl T REZR 8 T — 2 M5 B
ToHERE TN T RO FHgeE 27 L 7=,

SME 2 REROFEMNT CIE. 2D ORI, &5 SFHEEEE AW R ERICESE
BTN 3t L 725 E OEIA 1T 66.7%~68.5%TH D . T /) A~ 7 DMFEORGMEN R &
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2.5 BRKRIZBET 5 BE T4
FTI)AIT X —UKRTE 120mg

i (F254-5), filx OFAMENREZ L OZVRPFE L-gRE OFE b RIFHHHE % &
LCRIRETH -T2,

AR AMG162-B-1201 Ti&, & bW L a1 2 F 7z e BV RIZHED < K BIIZE 0 03 Fr
e L7298 OEIA 1, 83.3%~100.0%TH -7 (5 2.54-6), fflx OFFMILNAE T L OhEN
Fifet LIBRE OEIS S, RS2 L CRBE CTh -7z, T b ORERIT, FME 2R
BR OFAMRHT OFS R & W U 2R LTz, 7288, 3 ARBROFAMRHT D% 13 Table 1tiaed-4.1, Table
1tiae4-4.2, Table 1tiae4-4.3, M OX Table 1tiae4-4.4 |-~ L 7=,

& 254-5 BEHERUHNEFR L-BKEBREORS: SE 2 HEBRGHEHENT
(Efficacy Analysis Set)

n N1 Percent 95% CI*

Sustained for at least 4 weeks

Based on best response 102 153 66.7 (58.6,74.1)

RECIST 1.1 32 150 21.3 (15.1, 28.8)

EORTC 18 20 90.0 (68.3, 98.8)

Density/size 101 143 70.6 (62.4,77.9)
Sustained for at least 8 weeks

Based on best response 99 147 67.3 (59.1, 74.8)

RECIST 1.1 32 144 22.2 (15.7,29.9)

EORTC 17 18 94.4 (72.7,99.9)

Density/size 99 138 71.7 (63.5,79.1)
Sustained for at least 12 weeks

Based on best response 98 144 68.1 (59.8, 75.6)

RECIST 1.1 32 141 22.7 (16.1, 30.5)

EORTC 16 17 94.1 (71.3,99.9)

Density/size 97 135 71.9 (63.5,79.2)
Sustained for at least 24 weeks

Based on best response 76 111 68.5 (59.0, 77.0)

RECIST 1.1 26 109 239 (16.2, 33.0)

EORTC 11 12 91.7 (61.5,99.8)

Density/size 76 102 74.5 (64.9, 82.6)

Page 1 of 1

n = number of subjects with a response

N1 = number of subjects with at least 2 evaluable time point assessments that were at least 4, 8, 12, or 24 weeks apart
using the respective tumor response criteria.

* Exact confidence interval.

Source: Tables tiae4.2.5, tiae4.2.6, tiae4.2.3, tiae4.2.4; results by individual study are provided in source tables.
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2.5 BRKRIZBET 5 BE T4
FTI)AIT X —UKRTE 120mg

& 254-6 BFEMEVHIEERL-HKEBREDOES: HE AMG162-B-J201
(Efficacy Analysis Set)
(6-month Cutoff Analysis)

n N1 Percent 95% CI*

Sustained for at least 4 weeks

Based on best response 12 14 85.7 (57.2,98.2)

RECIST 1.1 1 14 7.1 (0.2, 33.9)

EORTC 8 14 57.1 (28.9, 82.3)

Density/size 9 14 64.3 (35.1,87.2)
Sustained for at least 8 weeks

Based on best response 12 14 85.7 (57.2,98.2)

RECIST 1.1 1 14 7.1 (0.2, 33.9)

EORTC 8 14 57.1 (28.9, 82.3)

Density/size 9 14 64.3 (35.1,87.2)
Sustained for at least 12 weeks

Based on best response 10 12 83.3 (51.6,97.9)

RECIST 1.1 1 12 8.3 (0.2, 38.5)

EORTC 5 11 455 (16.7,76.6)

Density/size 8 12 66.7 (34.9,90.1)
Sustained for at least 24 weeks

Based on best response 7 7 100.0 (59.0, 100.0)

RECIST 1.1 0 7 0.0 (0.0, 41.0)

EORTC 4 7 57.1 (18.4,90.1)

Density/size 6 7 85.7 (42.1, 99.6)

Page 1 of 1

n = number of subjects with a response

N1 = number of subjects with at least 2 evaluable time point assessments that were at least 4, 8, 12, or 24 weeks apart
using the respective tumor response criteria.

* Exact confidence interval.

Source: Study AMG162-B-J201 CSR Table 15.2-1.4.1

BBy hO— LY

HME 2 HEROFE T Tk, & 5 D5l HEL W el BV RICESE = e —b
(CR. PR, XL SD) 7% 12 #LL BFrfe L 7B OFIG1E 96.5% (95% CI: 92.1~98.9) T
bodz, fllx OFHMBIEET L OFHIICB TS, 128U EoEE 2 e — A REWEIET
R BNz, I Fa—Ap4, 8, Xik24 uL%MLtﬁﬁﬁwﬁ X 1280k
DYEEFEEETHY | 96.7%~982% Th o7,

B AMG162-B-J201 Tl&, & 6 5 il kL Wi BRVRICEK S &G b e —
SV 12 UL R U7 8 OEIE1E 100.0% (95% CI: 73.5~100.0) T > 7=, fHx OFEA
FEHET L OFHIIZBNT S, 12 2L O = e — L3 el TRl Sz, 6 » A
1 AT HERR T, b\fhﬁmﬁwﬂﬂﬁéﬁmib\ﬁhﬁx@%ﬂﬂﬁﬁ?ﬂ“f‘% PD & HIE S 7o #
BRI\ oo T, B hur— s 4, 8, XIE 24 WL R L 7o gRE 0BG, 12
WL EOLE EFEETH Y, 100.0%Th o7z, ZibOERIE, SME 2 BERDFE T OFE R
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2.5 BRKRIZBET 5 BE T4
FTI)AIT X —UKRTE 120mg

CHLILT WA, 2. 3 REAOFSMENT OfE B IE Table 1tiaed-9.1, Table 1tiae4-9.2, Table
1tiae4-9.3. M X Table 1tiae4-9.4 (Z/;R L7,

RBDEITETOHM

HME 2 BROFEMRHT TIE. FBAIHURS R O R D 190 4D 5 B 3 DO
%E@win@%%wfwﬁhﬂmﬁﬁfPD&#méﬂt%%ﬁilu%Gsw‘ﬁkb\
Kaplan-Meier 14 TI3HZADOEIT E COHMITTREIZE L 20 o7, 2T b 1M AICBIT LT
) AT ORGEENDRBOEITE TOMMIZ, 02~219 » A (FRfE:3.68 » H) Th
Of:o

AR AMG162-B-J201 TlE, 17 4 OFHM Al BEZ2 950 E O 9 B, W ORHliEEHEIZ L v
WO TPD L HIE SR EF IR o, 2D OFERIL, FME 2 HERiFS
FRAT DRGR & A CHIM 2R Lz, Zed. 3 iBROFEMENT O R 13 Table 1tiae4-7.1 | TR L7z,

A DERIE R VERRA 11

BRI 2 RO TR L 3RO IR o TR E LTI\ T, TA0iRNE  (GUER 20062004)
B ORI A 350 GRBR 20040215 & T8 20062004) % Al L7z (BBINEDHOA L, H5
D % Al AE A I e i REVRICEE D ) BBINZ N 38 O okl L RO 120 o T
DNTIUZEBNT S, —EDFADUENA DIV, WO ER T b #ERE O 5L
BT %S HUBEORFHERSIZE N T, BBRNICERO D 5B O EVREADHED (22
Tﬁ«~x74/wng4/%uﬁﬁ9)ﬁ&%ﬂtoﬁ%mmmw&@m%mm%‘
UC., IRBREALEMISHIET U BERAOA RIEN S D N oA 1L, FEINED 2R
IR0 TR LR TR E CRIRE Ch o 7o (FNEH 59.3% [32/54] KT 59.6%
[81/136]),

I A DERIF o ONRIR IO T8 1ME O R 355k AMG162-B-1201 TIIgBR#E = & (2R L 7=,
NR=Z2F A VIEOHEBOEVRAD A AT N 2R A > A LOWERED > b, BEZEN %
ROT-WRE T, UL EOERE T, 5 SHEUBEOIZ L A EOFHIREAIZIB VT, R
HINCEROH DR B O EVIFADORD (RaTRSN—=2T A N5 2R A > MALEED) 2
H oI, 7B, BBINZENERO o T RE Tlidk, WINbX—ZX 71 VEEOKH O
EVRAHDAATN2HRA L FELFTHY . BRI ERDH 25 b O EVIFA DD (A
ATPR—=AT A NG 2HRA 2 ML ER) OFHMIiORG L1378 572 ho T, TRBRETE
Rl 2SI U7 BER RO 3R PEIE . BREINED 2RO TMBRE 144055 124, BENED %
BB TR 34D 5B 2 ZITRD BTz,

4223 BEASBBALEZRABREREZEICSITH5EHMHNESNR
%%m%mm:ﬁ#km%mtﬂ%ﬁﬁ%Ltﬁﬁﬁ%ﬁﬁ%ﬁfﬁwﬁiﬁhﬁn
BT — 2 D3G5 G, AL U7 BRI & 2 BBLANHUEE 0 R DR 4 F2hi L 7=,

FEAT R HE 72 @T~&#1%ﬁukfﬁ%ht6%%ﬁ%kbto%3@¢%%ﬁ@?~&
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2.5 BRKRIZBET 5 BE T4
FTI)AIT X —UKRTE 120mg

Ty NATHOREET 6 A RENRBRAMEE L, 7/ A~ TRELMHEL Tz, 6 41En
T UIBRARREZR GCTB Th o7z, Uit ARAFHBRE T3 1T 2 3B o X 6.3
HATHY, T/ AT EEREOF R 9.5 0] RKXME:21F) THotz, HHWWDHFE
M2 P T e B RIS < BB 31E 66.7% (4/6) T o7z, fll 2 DR E L
e 2 & DO EBIIZENFH1E, modified RECIST JHE T 33.3% (2/6) | density/size 2:HET 66.7% (4/6)
Td V. modified EORTC F:HE THEAM AT RE 72 RAAFEHLBRE 1TV 2R o 72,

Bk AMG162-B-1201 Tix, 6 » HB v A TTOT—4% B v hAT7 B ETIZ, 18D
BERE D 1| BHAAN DT, MEERE TIE, W T ORI T L BB
NIRnoTe, 72¥, HREBRE ORBIIMIIK 3 » A Th o7z, 3 BRBROFEMT CIE. 20 7%
R OYERE 2 x5 & U CifbT 2 i L7,

4224 ERIYFO—LEICEITIEENNESNEDOETER
BifG = b — VR, ShE 2 BBROFE AT I 35 1T 2 BBIAIHTUIELE 00 SR O it et A D

B4ER & U CRRE S, & 5-BMARTOEG A B T Crlli S iz, BEigFHmIcB T 534
TZ%ﬁfétb\@%ﬁ%%@fi%%%%%if%ﬁ“iﬁﬁbto&5%%%®3%
KU LD T — 2 3G 5N T 65 26 4 OERE xR L Lz, 2 b O EBRMAHT O
X, BB O FBIATUEE DR ORI 72 JEE L [R] U G REAMR EEHE 2 F O CREAM L 7=,
Hif5 = 2 b 1 — LREIZ 3 CRM S 7 B B-BRARHT O S W) O B 2> D etk O i F T D
OffEIE 259.5 B (#iPH: 65~782 H) Th o7, gz hu—AfCB 5, b5
FEANG AR E 2 I T de R R EE D < BBINZE 0313 34.6% (926, 95% CIL: 17.2~55.7) Th
o7, 2 OFHIENE Z L OFBIAIZELNZRIL, modified RECIST 7T 8.0% (95% CI: 1.0~
26.0) . density/size F:HET 37.5% (95% CI: 18.8~59.4) Tdh 7=, Wifg=a b —LEEIZ,
modified EORTC JEYE|Z X - TR A 34 5 72 @ ""FDG-PET % 1% "*FDG-PET/CT [#if4
EHT HEBREFIL N 2D o T,

i s — A CRBINZENEROT- 94 D2 H T4 T, 7/ A~ 7 EERMGHIIC
GCTB 1Zxt3 2 WO ST AN ALE PTEIR 08 32t S Tz, A IEIORNT L 7= {4 il <
X, 20X RERINAOHENTHI SN b D EEZ DND, Hfa b o — LR
MO NG THERINLIZGE, &b DR HIAREL Aok B2 RITHED < EBIZ A=
1£10.5% (2/19) TH D,

728, AER AMG162-B-J201 TidEifg = > b v — VREZERIE L7222 T2,

4.3 HSNEBIZYIBRAIEEA: GCTB EF I 5T/ AR TDEMNE

R 20062004 D AR — b 2 DWRFIL, N— AT A VRHAEIFIRSEIR S TR Y |
BB EAEER SUTIRBR D HEMIC LY, BEOKRBIELZE) SHSh T\, #RED%
ITBERATOFEERIE IV . GCTB OIREDRE L #ITEZ 2 b —/L 3 572 DIZFiid 7
BRI ST\, T/ AT OREIZED . 2h:—1 20 90.0% (90/100 4) O
WERE TIE, FIRAHIT SR o taiy, RN—A T A VEFCEE L T =TT L 0 gD
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2.5 BRKRIZBET 5 BE T4
FTI)AIT S5 UX—Y KETiE 120mg

FAAHAT S ATz, FHRIS N TV EFHR DL 1T KFMUIBIBRTH > 722y, £ < OHkBR
FC, RBEM P ICIEFIS I T SN o T2y, R—=A T A UIFICEE L CW T LD
HIREMEDERWFMT (EBRICFINE L7z 26 4 16 44) 2 hifT S 4072, #URk AMG162-B-J201
TiE. 4 4 OAFCHIBRFIRE/: GCTB A MNHAAN B NTZ, T b OWBREIX, ~—2
T A CRHZAEHIFEIR S E B S TR Y | IRBRELERM SUIRRHEMIC LY | BEEO#%
HAEZ D &I S TOeS, PIRDBHEIT SN BRF 13X R o T, E7o, ik z i
U, UIBRFHERWRE \CT ) A~ T 25952 L2k, BBRNARNE, KRodE, &
BIHUEG R RO T,

44 EEHMBEZNRE LE-EXOBERABROANEDOHER

Bk 20040215 & TY 20062004 TlE, GCTB BEHIZHBIT 57T ) A~ T DIRFEHIRAZ TN 5
7o, PEERREROREAME H . EREHEE E . M ORRRRREHEE 2508 Lz, £70. #BR
AMG162-B-J201 T, 7Bk 20040215 31% 20062004 TRHM L 7= Z 40 5 O RPEFHEHIE A (2o
WCRHIE L7z, DATICRHMBIEE 2 & ISR Z RN T 5, ek, SMERIICEIERATREZ: GCTB &
FICHT 27 ) A~ T ORZMEL. 543 HITR LT,

RBR 20040215 Tk, ARIEMNTRIREN 354D 5 5 85.7% (30/35. 95% CI: 69.7~95.2)
TIBHEN RGO BTz, JHEHRR IR 4 FEhi L7 20 42 E (100.0%) TEIRENH S
L (FThebb, X=ZXT A b 90%LL EOEMIEANEA, XITEAMMEAER LD 5%A
liti T - T2 BT EMIE FERITIHAS) . BRI O 250 L72F% D 15 4 Tid 10 4 (66.7%)
THRPRBO N (TD5, IBBREMEMOFN S LT, 5 25 B CRBOET R
IO EREDOBENNZA 20%AT | 358D IR Do 72) o ikl AMG162-B-J201 T % 557 20040215
&R UEFRE VA L 7o/, AT S D 17 4 D 5 5 94.1% (95% CL: 71.3~
99.9) ITIRFN RO bz (T2Rb 6, IRBEEEMOFRE LT, & 25 HEF R TR
DHELT DRE D RO 20%A4 ] 278D LR o72), 708, R AMG162-B-J201
T, FERRR AR 2 S0hE L 7= 13k 3, T COBRE TR CHEfgEHE Tl
PR 2 A L 72,

B 20062004 O FEFHMTE B 132 2V TH - 72, ARBR CIZEIKEHEER & L, VIR
HE72 GCTB & (adh—h 1) THEBOEITE COMMEZRHME Lz, TORRE, 522
72169 4 6 4 (3.6%) T, TRBRE(LERM OB K DWBADOMEITRFE O b ALz, kit
FHOHUTD 72 WHBOEITE TOMITFREICE L h o7, B AMG162-B-1201 T
X, TRBRELEATOHIBNIC X DIRBROETHRD LR E X o T,

AR 20062004 TIFERRAVFHHIEE & LT, aaAh— kT &L DIRBORRHER 255 M L 72, %
OFEFR, aR— b1 &2 ORETIRBE(TEMARE Uik BEIRD SD UL EO#ERE 1T 252
4250 4 (99.2%) Tdh -7 (CR254 [9.9%]., PR94 4 [37.3%]. SD 1314 [52.0%]).
WO ak— N TH, IRRELEMAHRE U7k B2HED SD UL EOERFIL 99% Th -
7= (GIBRAHEZ: GCTB 3 [=A— b 1] 159 4 158 44, BIBRFAMAEZ: GCTB B [k —
k2] 93441 924), A — k3 (FRER 20040215 7> HBAT L7-#BRE) Tik. WENGHE S
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2.5 BRKRIZBET 5 BE T4
FTI)AIT X —UKRTE 120mg

NIz 4055 2 ZIXTEBRELEMARE LIERBHIREN PR THY 941LSD Thotz,
AR AMG162-B-1201 TlE, {BRE(LEADHRE L2 i B2 SD UL ETh o 7o 1X
179174 (100.0%) Thotz, ZD 5 13 HIXERELEMARE LIk BIEN PR T
HY. 441XSD Th-oT-,

B 20040215, 20062004, &Y AMG162-B-1201 (281 5 % O Bl K OMRZR ORI TE
HORERIL, ARFEFEROE Y 2 —/1 2.7.3 KOl %« OFBROIEBRFE#R S EICEN Lz, &
RBROANEORR FRIEFEZ L) T—HLTEY ., WTHOMLE B &K UG D IREE
THT ) AT EGICE DRV RS NTz, PLEORERIT, ML U7z B FHmIC & 2 %810
PUEB DR OIS R 2 AT T D & & bIc, Yl CRBMNESN RSN Lich
BT 5 (BF422MH),

45 T/ARTOEHEDH

GCTB BB W TR R 25 5 - DIIXEMEE N LETH D120, UikbHE
FlCEiT 5 R gE ﬁ®7/277®ﬁ%ﬁ%ﬁﬁ?é LITEETH D, Bk 20040215
F TR 20062004 (BT, T/ A~ TIRED 2 L EOYERE L 46 4. 3 ELL EOWERE X
154 CTh T, B 20040215 % 20062004 %38 U T O K& G REIL 60 [0 TH Y | fKkE
AR 541 A Th o7, FBITUIEG N ROFMHAAN ONT-EREO S H, 7
J A~ TIRGHIMN 2 EZ BT WRE L 294, 3EZBRAT-WMREITTLTH-TZ,

SME 2 FHBROFE M I T D B BIRTUET VR OB RN D, 7 A~ 7 ORI RITEH]
FFEHET 5 2 LAV RES T (£ 2.54-5), BB ORISR DOEITHRRD HiL
-k E 1T, B 20062004 D 1 4 DI TH 7=,

Bk AMG162-B-1201 TiX, 12 # AW v b A T fENT 2 F2hE L7-FES T, 7/ A~ T IgEE)
6 » ALLEOPIREIL 17 4, 1 FLLEOYEREFIL 104 TH Y | HmREGEFEIT 22 B, &E
AEHENZ 179 » A Tholo, KRBRO 12 5 Ay MA 7T TIE, 174 154 (88.2%)
T, HOHWDAHEEREE AV 2 ik BRI S S FEINEDNRD bz, & OEBIZER
23 24 B LA ERfE L 72 #0E OEIA13 86.7% (13/15) THY . T/ A~ T O FITFrk T
HIEDPIRENT: (BV 2V 273 FSTE), 12 5 A0y FA TN TR, H D5
Wz AW i BEVRICE S S FBINZEMAS O PD S HIE SN HBRE IZ 14 Th
STz, ZOPD EHIESHI-HERA TIE, CT/MRIICE W FHTZ/2RE (PR
glioblastoma) 23 FBH HALTH Y, ZOTZHIRRE(EEAIL, Z O#RE 4 PD TR EHIE
L7z, kB AMG162-B-1201 D 12 % H 71 v M‘7ﬁ¢$ﬁ@ﬁ3ﬁ‘f¢@?ﬁ%ﬁici\ 6 v HHly AT
fRHT DOFER & RERBWTRDO RN -T2, B, KBROWRE BT L7 ) A~T D
BHIX, AEO GCTB ~Di# IS AEN THERRIND £ TS 52 TETH D,

T/Zv7é2~5ﬁﬁ&ﬁbﬁ%ﬁﬁ%ém@fﬁTs\%%ﬂﬁ%?ékhﬁif?y

IFLN TR (T ~—2 SRE HFEERFE Y 22—/ 273 FS1HEEOT 7 U 7 HiE
ﬁ%ﬂ-’&‘/:~/v 2.7.3 5.1 H),
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2.5 BRKRIZBET 5 BE T4
FTI)AIT X —UKRTE 120mg

4.6 ERGTEDNEDOER

7 ) A< 71X, GCTB BFHF OFIIZH W TR EWRDO H 2 HAhEE R~ LTz, W< 20

DA 7R R AINCRHET 2 Z Lok v, HEABEENICBIT LT ) A~ T 50—
SRHRIVR ST, ARHFEEENIR L7ZiBR 20040215 K O 20062004 O A 2h Al 5
IZIFUL T ORERD T EN D,

o HME 2 FRBROFSMAT: JUSL U 7o B EEINC & 2 BB 200 SR o0 REAmRS R

o Bk 20040215: P53 BRAEAR A LV R ONEHGREAT L 2 2 HTESEE 200 SR D R FAmRS S

o WBR 20062004: JEEADHELT R OFANICAE O #IBIE QBRI B3 D IGB B EERNIC L 5

FEAT SR

M RBR DYLERE (236 1T 2 BBIHUEE ) R B 240 E 2 SBROFStT Cid, FH AT RE 72
BBRE 190 4 Z ATt REM & Uiz, Z O L2 BEgHMEICB W T, 5 6 Rk kg%
AWz BRI S BB RIT 71.6% TH -7, BIERICK LT, BEY A XD
/MZ -3 < RECIST M0 3 2 ICIXBR I 238 % 23, modified RECIST Z&HEIZ L D 25.1%0D
FNRIMFF 572, Modified EORTC J:HE 2 (X density/size J:¥E A V7= & & OEGHRIT, =
ALEI 96.2% K N 76.1% Th > 7o, FRIFIGUEG I FIITRHMED RO b, BEIZE N
MR SNTBITIRBDNET LIZWBRE 1L 1 DA TH o770, FENFENT, RBUT—A
T A CIREOFEBORAE (WIFRAEEXITOIBRATHR) (20b b3, —B L RO L, £/,
RILFIZBT DT ) A~ TEEDHRIL, MAOHE LR TH o7,

Wi b — A BED 9 4 TEBINEINRO NN, Z0HIBL T4 TIE, T/ AT
P& 5-BHAARTIC GCTB (243 2 NRHF SUTSVEHALE O HE A3 FEhE S LTz, A RIOANT L
TCEEEHICIE, 2O DERKRETADIEPFHIi SN bDEEZX NS, E=a bR
—VEERRNG 2D TAEBRI LIS E . H 00 L5HIEEL AWk BAIRICESE
BIIZELRIT10.5% (2/194) ThHDH, ZORBIZEZNZF 0T 2 4 TR 2 RITH 5
nixnoiz,

FRER 20040215 2 O 20062004 DAFER T, 1F & A E ORI ATRE/2 PR A ICB W TT /2 A
TN R DB B DRIGRAR R B FAIREMIC & DI85 01RME, JREOETINH ., BIR
FEROUGE, FHE L COARI TN E TOMBOIE R, K OGHE L TW AR T 0%
BIE ORI DR EI, T/ AT OFIMEREAT Sivie, 3Bk 20040215 (2351 2 fRELHE
WRFHIEHE TIX, 7 7 A~ 7512 K > T RANK Bt S E AR S E O U345 2 &
DR SN T, BRI X o TEEMSED U, BB ORI Lz, $72b6,
BB R O i RIS O RV AR A . FEHEARME CB R O @\ BT T Ao N L B
S 7z (Branstetter et al, 2012) , Z L5 ORI LIL, IREBREALERI RS L 72 WK iR 7
DYGE L —ET 25, 512, 3Bk 20062004 |Z351F HIWBOFHHTIX, 24— K1 & 2 20
TEHEBRAE D 99%IZ BT IRBREATERT OFHM & LT SD LA EDOHUER D R 735 w%ntti

b, HBOETRRO LN oTE), ZOL I, KFRBROMER) D GCTB IHIRIC
FoT ) AT OFEIMEDR S HL, BBIITUIEEN RIS 2 ML U 71 @ﬁﬁ@ﬁ%&@
— BN b,
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2.5 BRKRIZBET 5 BE T4
FTI)AIT S5 UX—Y KETiE 120mg

FRPUER DR OO MNT DX R & 7o o 1295 AN s LR A ofizifid, Bk
20062004 ORYEERF NI T DFER LR TH 0 | FEAMTHE T b o 7o 9kBRE O K53 T, T
DIELCHRBEDNRD BT, £z, FBINIHUEE R OOFEMRHT ORI G Tld, 165k
FATERNAHIBr U 72 BRIRA A A8 M B 2/ R 1T, FBRICB T DR L RETH > T2,

[N CIERBIERANRE K OBIBR "I RE 7% GCTB M 2 %4 & L Tl AMG162-B-1201 % Ffii L |
FRNWPUERE SR A 7 a0 AT T ¢ TIZFH Lz, ZOfER, Rl AMG162-B-1201 TOR
BTSN (6 » H Uy NATATHESY) & AME 2 REROFEARIT I X 2 BB TUEE %)
RII—EBL T\, 55N EEL AWk BRIRICHE S BENESRIT 824% TH
STz, ARHMEIEYE S L OFREHFIL, modified RECIST 4T 29.4%, modified EORTC JE#ET
70.6%. density/size FiHET 64.7% CTh o7, F7o. HBOMEITNFRD DIIHERFT 1T 72 ho
Too Flo. TOMOAEMEFHHEBIZEN TS, 7/ AT K DIEHENE (RS OEITH
il EEARER O, FHE L CWEARR RN E TOMIMOIER) 235880 b, Ziud, &
B AMG162-B-1201 TOEBHIHUIESG LR OMERZE T 2D TH -7z,

AEHIZUIBR FIHEZ2 GCTB 2 T A HEREIZB N T HT /) A~ T OHIERGED b,
AR 20062004 & N AMG162-B-J201 Tldk, HIBRFIHEZ: GCTB 2 A3 245r#E D% < T,
IR T SR o Te iy, N—RA T A VERZEHE L TWe T &L D HREMOK
WFINAAT S 47z, Eo, WA U, UIERATAEZR GCTB 24 2 H#BRFICH W\ TH
FRIREOE ML, B OUGE, BEIRITIEREIR 1RO b,

Uk X oz, BEMPIES RO L > T, 7/ A~ T DBERICE®R O H 5 hilE
TR RT 2 EBNEGR I N, T A~ T B &G LTI Ky D GCTB B CHEBINE O
Rt 3RO BT Z LITITRERY O 5, BEBIWHTIESIROFMFERIZ, 7/ A~ 7
BTG ORFRIA M Z R LT SRBROME R 2 B T T D, £, 77 A~ 7 ORI
BHOIZUIBR I HER GCTB 2 H T 2 BREICB W T L0 bz, AT 2 il & 3266 L 7=
BRE ORI T, T/ AT REGIZE > TESO R A DL ENHER S V-, BHK
R LUTREEERE TH . A L RO IER R SN, 7/ A~ T EEOHRIT, Yl
BrRAREZR GCTB M MK OVEL E DLIBNE & © FTC £ 0 IR ATE7: GCTB BE OV TH
BOBNTZ, ZDLIIZ, T/ AT, GCTBIEBRICBITDEWT U Ay AT 4 =
— X%l T EERIREEINIK E R AR A AT A LB A LD,
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2.5 BRKRIZBET 5 BE T4
FTI)AIT S5 UX—Y KETiE 120mg

5 TEMOBETE
51 T/AIXI~DIREE

ARHFEERCIE, #RBR 20040215 KT8 20062004 (5 —4 4~ hA 7 H%E 2011453 H 25 H
& DHF 3 MR O ) TF ) A~ 7 120 mg D5 %% 1T 7- GCTB B3 304 4 D%
VT — 2 % SME 2 HBRIFEMITOME L L ORT, 203044055, T/ AT O
G2 1800 B3 147 4, 2 ELL BT 46 44, 3L LT 154 Th o7, KEREFE O RE

(Q1. Q3) %14 (8.0, 21.5) AT, H/MEIFE 18], HKREHLIL 60 BT o7z, RERWIH]

() odhdefl (Q1, Q3) 1X11.17 (536, 18.23) # A Th-o7= (¥ 2—/12.74 %12
H),

AR AMG162-B-J201 (6 » A > MA M) Tk, 7/ AT OREGEZZF72 1740
B BEHBEA 1 5 ALLEIX 174, 6 5 AU EIZ 134 Th o7, H5EEOF M Q1.
Q3) X 11 (9, 14) AT, #HAIZ 6~16FITH-7-, ABEHMOPHIE (Q1. Q3) X 7.56

(621, 10.45) H# A CThHotz (BEV2—/L2.74 % 1271H),

3 RBROFAMRITIC 30 1T 2 BB DUREEIRILIE Table 1tias2-1.1 1277,

% O XGEVA ~OIRIE AFEIL, 2010 48 11 A 18 B (Rewloifiuka H) 76 20 4
A B (PSUR Number 06 D7 — % [EERH) £ TOHMT, 112774 A - FELHEE ST
%, BMRICBWTT v~v—2r ofb ez BE T, 2] £ A B o TR 7300 4 &
HeE S,

52 R&MEHE

WTNOEERRBR CHREMIX, 7/ A~ T EGHMPICRI LT X ToREFLEIL
£, TNOOEEE, 1HBEEER S & OBEME, FEEIRY & Feeif], & OMRIF 2764 5
LB, BRREEOE(, WNHT /) A~ 7 HURORBL & 5l L 7=,

KAV D MIE K OVFEE8E5E (osteonecrosis of the jaw: ONJ) 1X7° / A~ 7% 5. L B
PERFER SN TND Y A7 THY | GCTB BEFAXR L LIZEKRBRICIB W T H il F5I2R
TR A EN L2, ONJ OFEEMDH 2 A EFFRIT, SMNBOMILHE T B HFM L7z,
ZOMIT, FERYE, BEMEEAEY, DI ES . R OWRBUE & BIE T 5 rRetE & 5 A HE RS
EEERAEFRSLE LA L,

AHFEEECIE, BB 20040215 & ) 20062004 DFME 2 FREROFES AT O F M O BR
AMGI162-B-1201 (6 % A1 v M A7) OfREFITRT, £o, Zb 3R BREdI%R L
L 7= 3 REROFSFEHT M OBR AMG162-B-1201 @ 12 % BB v M 7T OFER R, R
%, PRFEMRIT OFER LR BR Z L DR OM G 2R T 5, LM RERICIE, Rk
20040215 OFGIAMIH ., 3B 20062004 O 3 B EfETO S » A7 H (2011 43 A 25
A) &T. RO AMG162-B-1201 © 6 » A% v A Zfighron v 470 Qi | A
B P =cic. RBREEE | L ERS ST R COBBRE & &b,

72¥, RHFEEEICIT, WEIEBEE 255 L LT SRE O 2Rt Lz 3 2O ERH )L
5 I FERRER GRUBR 20050136, 20050244, &% T 20050103) , 3l N B 58 % £ 72 W BB HT
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2.5 BRKRIZBET 5 BE T4
FTI)AIT X —UKRTE 120mg

BT R x4 & L= BR 20050147 OL2MET — 2 b TSR+ 5,

5.3 AD%%%MH%&U&—Z34>Hﬁ

AR 20040215 & T 20062004 (ZIXEFF 305 24 OHERE DSHAAN DIV, 304 HINT ) A~
7&%%1Euhiitoﬁﬁﬂn%nt%%% X, 584% B ZMETH Y . KEE (80.3%)
DANTHoT-, oMl (#FH) 1333 (13~83) M TH U, 10 BITEEI LTZAR
RAERRE (13~17 %) Th o7, 2 RBRAIK T, R DK 35%I 34138 XL FFE O UIFRA]
HEZ2 GCTB %A L. #J 65%IT W% SUIFHH DUIERREEZ: GCTB &4 L Cu e, FERIRZAE AL
ELTEoTeDiE, B (295%). T (25.9%). KOZEOM (22.6%) ThHol-, AR
20040215 TIEIMIFEOUIERATREZR GCTB %A 7 2 #RE 1330 w%m&mot_&%ﬁ%
GCTB OFEFA M OB RRBR [ T AT A D 7e hr o 72 (GRER 20040215 CTIIiRHR I
eV WIFEOBIERATEEZ: GCTB & A1 2 #RE DSkt Siz) . ShE 2 BB OFS AT Ic 3
2 AV IRIT R G M D N ARG FROREE K OSSR B ORI, ARHG éﬂ@%/;
V274 F 132 HUTER LT,

AR AMG162-B-J201 (21 17 4 OPREDNHAAN B, RENT ) A~ 75 % 1 AL
E2TTe, 17494 (529%) BaMETH o7, FhoPRfE (FH) 1330 (18~66) i
THY ., 1 ADWVEREBEE LT REERRE (185%) Thoto, HBRE ORI 24%I 3415 XL
BIEOUIFRWREZ: GCTB A L, I 76%I 9178 XL HFE O YIFRAHEZ: GCTB 24 L T\ /e,
BERIRASEAL & L TS0 > T-DIk, B (35.3%) TH D RIZE D T=DIE T2 DAt (23.5%)
Tholo, [ZOM) IZEENTIERETNALL, FEICHTH o7z, RkBRo e SVEMT 5
RO N AFEHFRIRME R OSSO RS | RKHFFERIOEY 22—/ 274 5 132 HIZHE
A LTz, R AMG162-B-J201 DA HHERHFRRRE K OB AEE O KrPE I T4 E 2 5B OF S ARt
EERFRIEETH o 72,

N—2 T A IO N AFEHFRVRE R OSSO Fritk o> 3 FUBROFS 74T 13, Table 1tias3-1.1,
Table 1tias3-1.2. Table 1tias3-2.1, Table 1tias3-3.1. X Table 1tias3-3.2 {Z~9

54 REMOHER
541 AEEZR
5411 HEZROHE

R 20040215 K 1120062004 (ICH1F 2 A EFLOFEBURDUEL, ZHETICHLMNER-T
wéf/xv7®§éﬁ7n774w&75ﬁﬁ\w¢m®ﬁ$f%?/zv7&ﬁmﬁﬁ
L2270 ) A7 13380 b ino iz,

AR 20040215 K T 20062004 TIEBRHE 2 1 [BILL B G S, ShE 2 SBROFEf#AT O 22 2
DFERATERNCE D bR RE 304 20 5 b, B PICHEESRSR LY | L ERTI L
PR 1L 259 4 (852%) Th-olz, HELAEFFRIL344 (11.2%) . 1GHREE & OB
HDHLHESNEEERAEERGLIAL (1.0%) IZRDOHNT, 24 (0.7%) DT BHE
SN, WTNDORET ST/ A~ T & OBEME T/ &HIE S iz, Bk 20040215 KO
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2.5 BRKRIZBET 5 BE T4
FTI)AIT X —UKRTE 120mg

20062004 IZB T D AEFESR, EERAEFSR, KO TCICETAEFLZORBRELE
2.5.5-1 IZEHKIT 5,

AR AMG162-B-J201 TlE, 1ABREEAE 1 BILLE& G S 7 2 M EMNT 5 SR O 98 5RE 17
LDOIH, T8y MATHETICHEFSZ | ERBL LA 1T 164 (94.1%)
Thole (£255-1), BEELAEFLII24 (11.8%). 1RRIEL ORFEMEN & 5 &HIE &
NIZHERAEFRIIRD o o7o, R AMG162-B-J201 Tid, FETITFE D HALRD
O?L:o

HEREGD 3 RROFE MR R OMELL, Table Itias4-1.1 K O* Table 1tias4-1.2 |2~

%2551 BEBREBEEDODEN

Study Study Overall® Study
20040215 20062004 AMG162-B-J201°¢
Denosumab Denosumab llggnosum:\b;v Denosumab
120 mg Q4W 120 mg Q4W (N“;%S 5 120 mg Q4W
(N=37) (N =281) n (%) N=17)
n (%) n (%) n (%)
Adverse events regardless of relationship
All 33(89.2) 236 (84.0) 259 (85.2) 16 (94.1)
Serious 9(24.3) 25(8.9) 34 (11.2) 2 (11.8)
Fatal 1(2.7) 1(0.4) 2(0.7) 0(0.0)
Leading to study discontinuation 2(5.4) 13 (4.6) 15 (4.9) 0(0.0)
Leading to investigational product
G fnuatim & p 2(5.4) 14 (5.0) 16 (5.3) 0 (0.0)
CTCAE Grade 3,4, 0r 5 10 (27.0) 50 (17.8) 59 (19.4) 2 (11.8)
Adverse events related to investigational product®
All 12 (32.4) 140 (49.8) 149 (49.0) 9(52.9)
Serious 0(0.0) 3(1.1) 3(1.0) 0(0.0)
Fatal 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Leading to study discontinuation 1(2.7) 2(0.7) 3(1.0) 0(0.0)
Leading to investigational product
G fnuatim & p 1(2.7) 2(0.7) 3(1.0) 0 (0.0)
CTCAE Grade 3,4, or 5 1(2.7) 15(5.3) 16 (5.3) 0(0.0)
Page 1 of 1

N = Number of subjects who received > 1 active dose of investigational product
CTCAE version 3.0
Includes only treatment-emergent adverse events

* Includes only events for which the investigator indicated there was a reasonable possibility they may have been caused
by investigational product

® Integrated Analysis (20040215/20062004); Integrated Safety Analysis Set. Subjects who rolled over from 20040215 to
20062004 or who discontinued 20040215 and re-entered 20062004 are counted only once in the overall column and
their analysis period for the overall column will start from study 20040215 and end at study 20062004.

¢ CSR of Study AMG162-B-J201; Safety Analysis Set (6-month Cutoff Analysis)

Source: Table tias6-1.1 in Integrated Analysis (20040215/20062004), Table 15.3-2.1 in CSR of Study AMG162-B-J201

54.1.2 EBEHECRONIFEER
SHE 2 BRBROFE AT THR) K K AL O AEFRIL, BN arthralgia (21.1%) . 9@
headache (18.4%). #ul» nausea (17.8%). T5#JM back pain (17.4%). J%57 fatigue (16.8%) .
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K OWUESRE pain in extremity (16.1%) Toh o7z (¥ =2—/1 274 £2.742-2), RBREEE
fIC L0 7 A~ 7 L OBEMN & 5 LHIE SNIAFFROREBRIT, Bk 20040215 T
32.4%, @R 20062004 T 49.8% Th o7, IRREEEMICL Y T/ 2A~7 L OBEMENH D
CHIESNT-AFEFRT, Mz s U TR L < AbhzniX, 57 fatigue (9.9%) .
BHJ headache (9.9%). Hul» nausea (7.6%). KUMEY FERIMJE hypophosphatemia (4.6%)
Th-oT,

AR AMG162-B-J201 T 2 4 LA BIZER O B V7oA EFEGIL, HEHEBALRE injection site
reaction 4 44 (23.5%) . F&SJE& malaise 4 4 (23.5%) . S=MASAZE nasopharyngitis 4 4 (23.5%) .
BEH dental caries 3 4 (17.6%) . EMESE cystitis2 4 (11.8%) . D> nausea2 £ (11.8%). &
BN pyrexia2 4 (11.8%) T o7z (B =2—/V2.74 #2.7423), IBBREILEMICLD
TRBREE & ORRENED & D LHE SN EFROBEHRIT 52.9% (917) THY, 24LL kI
PR BT HSIT, EFHAAISE injection site reaction 4 44 (23.5%) . #&JE malaise 2 4

(11.8%) . K UEEL pyrexia2 4 (11.8%) Tho7=,

AEFRIZET D 3 RROFEGARTRE R IL, Table 1tiasd-2.1, Table 1tias4-3.1, Table 1tias4-3.2,

Table 1tias4-4.1, } OX Table 1tias4-5.1 IZ7 "7,

5413 EELHEESER

HEERAEFFSIL, W 20040215 T 94 (24.3%) . #k 20062004 TIiE 254 (8.9%)
WZHBL LT, BT 24U RICHB L EE R A EFRITERER osteomyelitis & TN ONJ D A
THY ., TR 20062004 T2 4 (0.7%) D B, IRBREITLERNIC XV IR
& DOREMD B D LHE S T EE A EF LI ER 20062004 T3 4 (HH#iZ% osteomyelitis
& ONI 3% 240 [0.7%]) 1258 BT,

B AMG162-B-1201 TliE, EEARGERSGIT 24 (11.8%) ([CHHE L, K pain LUK
9 pneumothorax T o7, TEERE(TLEMIC X VBRI L ORRENENR & 5 L fIE SN EE
BRHERERIIRD N1, "B 6 # Ay NA TN OT —5 71> b A7 BLUREIZ,
TRBRSE L ORSHEMEN S D LHIE SN EE A EFSR (KM pneumothorax) 23788 H L7,

5414 T

FRBR 20040215 F T 20062004 DRET, FECIT 24 (0.7%) 158D 7z, 7Kk 20040215
D 1 43R O#EIT (ICH HEEEZAFESE [Medical Dictionary for Regulatory Activities:
MedDRA ] D FAGE CIZEMHTEY) neoplasm malignant) . #5& 20062004 @D 1 4 IR A4
respiratory failure D72 O L7z, WT IO HIGRELEMICL Y 7/ A~ 7 & OBk
T EHE ST,

R AMG162-B-1201 Tix, 7—4 4> +A7H Qi AR P ETECIERD
LRl
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542 ZOMOEELRHEEEZR
5.4.2.1 FIEICE>-HEER
BBEROZE G IEICE > - AFEFGL, 3B 20040215 TlHE 24 (5.4%) . 3Bk 20062004
TIE 144 (5.0%) THEINT, Wbz E T T2 40 EICR b IEBREDO K 5 Ik
IZESTEHEFEFRRILIONI DA ThH -T2 (24 [0.7%], #R 20040215 K& T 20062004 D45 1
4) o AEFRIT I 0 ERERZ P U725 13, BUR 20040215 Tl 2 4 (5.4%) L 7Bk 20062004
T 134 (4.6%) Tholz, WkRzE U T 24U SR ORI ILICE > AE
HHUL, s metastases to lung (2 44, 7R 20040215 } U 20062004 D4 1 44) J O ONJ
(2 4. B 20040215 } 120062004 DF-14) DI THoT-,
AR AMG162-B-J201 TlE, RBREOE G TR P ILICE > T A EFLITRD LN
o,

5422 EBERHESER

BERAAFFRITE T 27mR RILAFGFEEROE Y 2 —/1 2.74 %21421/5 IR LTz,
KA > U AiSE, ONJ, WBUE & B3 5 rIREME D & 2 A HE 54, BYYE, B4,
DIMERFRZEERAEFRE U CHE L, 35 20040215, 20062004 (7 —% 71 v ~ A
7 H:2011 43 325 H), ROVAMGI62-B-1201 (F—4 %> r47 A2d £ A I B
TROONEBELAEFROEN L, 554221 HNGH 54226 HITRT,

5.4.2.2.1 EhILS ™ LnfE

R 20040215 TIE, KA T AMAEDOAEFRITBD S o7z, #BR 20062004 T
W, IRV T AE (VT ARZ caleium deficiency & OVILH 77 /L3 7 A7) blood
calcium decreased # 5 1r) OHAFFLEN 154 (5.3%) THESNTZ, WINbEERAFER
LTI otz VEOHRNEE (AEFRILEHFERYE [Common Terminology Criteria for
Adverse Effects: CTCAE] @2 L — RiX3) Tho7lony, JBBRELEMIC LV EIRAERITR
W EHIWT S To, 15 40 1 44 CIIARREAE - FRHE RUGHE 23 OF 38 L7225, it \_fﬂ?ﬂ(’i’ﬁo T
BRI ol

B AMG162-B-1201 Tl KAV 2 U AMUEDHEFEELRN 14 (5.9%) THREENT,
ARELIIIFFEETHEE (CTCAE D7 L—RiL2) THY ., KI v 7 AMAEICEIE L 75E
WRITFEO b7 iroTz,

54222 SHEIRSE (ONJ)

SME 2 HEROFE AT IR 1T 2B IM O IEIX 112 » A TH Y | MSTHEZBRICTEY
ONJ L HITE SN FHROBEBFEIT 13% G4) Tholz, TOWFRIE, #Bk 20040215 GAER
M OPRAA: 194 » H) TIEL2.7% (1 4)., #ER 20062004 GRERWIRK O 9Ll 104 » H)
TiX1.1% B4) Thotz, 44D HH 241, ONI BELOFNIEEEZZITTEBY, 444
BN ONI DY A7 RTEH LT\, 440955 341%, ONJ DR L L COVEHOLE % 5
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iz, FRD 1 40E. BIE L7 (WiBRE 001* ),
R AMG162-B-J201 TiX, ONJ L HIE SNT-HEFRIIRD LN o T,

54.2.2.3 BBYELEET HAREMEDHLIEEER

A E 2 FREROFE AT CTld, BBUE & B 5 a[REMED B 2 EFROIFHEIL9.9% ThH -
7= (GABR 20040215 T34 [8.1%]. #Bk 200062004 T 27 4 [9.6%]), i k< Abhi-
HLL, L rash GUR 20040215 T 5.4%, 3R 200062004 T 4.6% [LAT., FIE]) . BT
i face edema (2.7%. 0%) . {92 eczema (0%, 2.5%) T 7=, @k 20040215 K& T 200062004
ZiE U, IBEUE & BET D RO & 5 A EF G TIRRIE L OREMENH 2 & HE S NT-F
G413, 395 rash (7 4 [2.3%]) . {95 eczema (4 4 [1.3%)) . FHi#IE face edema (1 44 [0.3%])
Tholz, BEMRFESLRLCTCAE 7' L— RN 3 U EOFERITBED LRI -7,

AR AMG162-B-J201 Tl WHBUE & BT 5 ATaEtED & 5 A FEFLORBLRIL 11.8%

(2/17) TH o1, Zh b @%% I%, #E rash L OUKIEVER 7% dermatitis bullous T o7z,
WTNOFERLIFEEETHY ., CTCAE 7L — KRiX 1 ThoT-, IBRE L OBEMENRH D &
HE SN FRIT R Do T2,

5.4.2.2.4 R ha

A E 2 FREROFEAENT Tld, MedDRA O E BIKEE TEYHER L OV%4 BUE infections and
infestations | |Z3% 4T 2 A EFRORIEIL35.9% ThH -7 B 20040215 T 56.8%. kbR
20062004 T 32.7%) ., g X < O EYYE GBI 3.0%LL ) X, SEEZ
nasopharyngitis (7.9%) . E%GEEY: upper respiratory tract infection (7.6%) . JREEEYE urinary
tract infection (3.6%). - > 7 /L= ¥ influenza (3.0%) ToH-o7=, %< OFEGIIRE X (T
EETHY, CTCAE 7 L— R 3 T4 OFRIT 114 (3.6%) IZRO BT, TEEREYYE
DEEFLILIHA (3.0%) 2580 bz (U 20040215 T4 4 [10 8%]. Rk 20062004 T
54 [1.8%]1), 24 ECTHE SINT-EERBYYEDOR EFRIL. BHR osteomyelitis D F
Th oz AR 20062004 T24 [0.7%]). 2D 95 H 1413 ONJ é:#:l /Eém‘:o

AR AMG162-B-1201 Ti, [EYYER L OVEE BUJE infections and infestations) (Z7%249 %
HEHEZORHERIT 58.8% (10/17) Tholz, 24 L EICRON-HSE, BIHTEEK
nasopharyngitis 4 4 (23.5%) K OWEMERK cystitis2 44 (11.8%) Th oo, WITNOFEREIE
HET, CTCAE 7' L— RiZ 1 L2 Thoiz,

54.2.2.5 EMTEY

FRBR 20040215 CEMH AV OAERTGIIERO b2 -T2, Bk 20062004 Tl 3 5
S, EDONFRITE PIE bone sarcoma 2 {4, FUIRIEE thyroid cancer 1 fFTH Y, W bik
BE(LEACEL Y T 7 A~ 7 L ORFEMEILZ2 D EHIE S vz, B RIE bone sarcoma 2 {413
BRAERFLTHY, 7/ AT OFEGHIERORBRFILICE ST,

AR 20040215 & Tr 20062004 DRRT, 54RO EITIZ L VR Z F 1k L GUR
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20040215 T2 4, Ak 20062004 T3 4), £/, T OMIZ 2 423558k 20040215 & H 1R,
HPINE & B &z,

MR TILAEE 9 4 IS EMEF IS TR DOMEIT VRO ST (RBOHET: 54, BT
LB OFHIE: 24, BYEEEE:24), FEFTICHET2ERERBAE LR, 4413 GCTB
DOIEMEEAL LB Z b (2056 1 AITHEBIRRE & OBIENRE 2 b)), 34I1E
— AT A VRHCE A SUIAEOBEEREAZH L0, 24 IFAETH-7-H DD GCTB &
RRE2 SV FREMEDS B 2 b, T, AHFEERIOEY 2 —/1 274 5 2.1.4.2.5 HITR
R

XHRIZ K D & GCTB 231 2 BRSO BRI TBRIC Lo TRES ER 578, ik
REBRREEM TOREMIE TIE, K 5% EHE SN TW% (Mondal et al, 2002, Unni, 1996),
F72. GCTB OENEREELFED DIV HERE DK 50% Tid, HSTHRIRRIE I feRE ST
%o HURFAIIC L DS L A bR & | JRE PR A S e SN oD R 2T & 2
5. GCTB OIEMEREFEAL DR BRI 1% TH -7 (Reidetal, 2002), Z OFHRT, A
20040215 K T 20062004 ([Z351F 2R BIR E —HT 5, @ . GCTB OEMEEEH I 5 FLIN
IZHEZ B8, FIFZRIC 20 ELL ERGB L TR LD 2t b b D,

AR AMG162-B-J201 Tid, EMEHAYOF FRERITBD IR > T,

5.4.2.2.6 DIMERER

MedDRA DO #:B B HE LR S cardiac disorders | IZ5%24 75 A EF 5403, Bk 20040215
TiE 24 (5.4%). Bk 20062004 TIT 104 (3.6%) ITRBD LTz, MIERERTZE DR
/L. BE palpitations (54 [1.6%]). B8R tachycardia (4 4 [1.3%]). BE.CME angina pectoris
(244 [0.7%]) AMESEAR sinus tachycardia (2 44 [0.7%]) . K OVEMEZ pericarditis (1 45 [0.3%])
Tholz, IWREEEMICEY T A~ 7 L OBEMNRH 5 L HE SN FEOEERFLR
TR bR o T,

B AMG162-B-J201 Ci, [OEFESE cardiac disorders| [Z7%34 3 5 H EHRITRO HiL7e
MNoTz,

MedDRA DERE BIRAFE TI&EZE vascular disorders| (Z3%4 T A AEHRHL L. R
20040215 TiX 14 (2.7%) . 7Bk 20062004 TiX 17 4 (6.0%) (T3 Hiviz, WK T
ZOWFIL IZTY hot flush (12 44 [3.9%]) | il E hypertension (4 44 [1.3%]) . WL flushing
(14 [03%]). KOV > /)FfE lymphedema (144 [0.3%]) ToH -7z, I1ETY hot flush 73
WO LT T4 (2.3%) MOWIAL flushing 238D BN 72 14 (0.3%) 1, IMBREEERMIC X
W7 ) A7 EOEMERH D LHE SN, BEERFZITRO N7,

B AMG162-B-1201 i, M FEE vascular disorders] (ZFZHTHHEFEG L LT, 1F
TY hot flush 75 1 H#IZHIL LT, RFEGIIIFEELTH Y, CTCAE 7/ L— RiE 1 ThoTo,
KRELITIRRIE L OBEMD H D L HE S,
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543 RERME

B 20040215, 20062004, &Y AMG162-B-1201 THLT / A~ T HEAHURG M &2 7~ L= 4%
BRE IR BT GRBR 20040215 FEEARHT OTRBRFAFE RS2, U5k 20062004 5 3 IEIEPFa‘ﬁﬁ’qi
Hr OIRBRAEFE RS £ RBR AMG162-B-J201 6 # A 71 v b A 7MDK FE S E) |
A< T DOEIRERE T 1 77 LR U TREETURDO BB RIE N2 & & ﬁbt(7/v~
2 SRE DR HFERFDERIKER DT /) A~ 7 e HYERFE 3000 44 LA THELERIT 1%A30)
B INETIZ. T/ A7 OWTIOERKRRER T FRFURORIULZRD b T au,

544 BERBEERUNSZILYAY

B KL OV EMATIC 31T D AR A O RS R IX, APFEOEY 22—/ 274 H3H
W2,

B 20040215 K TR 20062004 TlE, 7/ A~ T EE IR O — B 72 L1 B v 7 A
EOKTRFEH bz, MRBREAR T L— R 2 OMmiGa Ly 7 MEOIK T IE 2.6%IZ78D 5
iz GRER 20040215 T 8.1%. #AER 20062004 T 1.8%), Ak AMG162-B-1201 Ti%, 7' L —
K2 OMiFEAINT T MEDIK TR 14 (5.9%) IZ@RBD LN, 3HRBRAEKTT L—F3 T

4ITFY T2 MG VS 7 MEDIR T IXERD SR - 72,

FRBR 20040215 }2 (820062004 TiE, T /) A~ THRGILEOIMTE U AEOK T 235580 H 7z,
HRERZE LT/ L— R3S T2 M5 SEOE TR 294 (9.5%) IR bl GR
BR 20040215 T3 4 [8.1%]. #ABR 20062004 T 26 4 [9.3%]), kB AMG162-B-J201 Tix 2
L— R 3N T 2ME Y S EOK FIERES bnehol, 3MBREAR T L— R 4(2/HH
T HIME Y AMEOR T ITFED b oTz,

B 20040215, 20062004, &Y AMG162-B-1201 Tlx, T OMOEEEMRAE T A —XZT
) AN TG OB R T ETRO b7z,

AR 20040215 Tl (KE, @E, O, K OERIRICEKRIICEZE 2 Z(RITER 0 Bz s
o7z, AR 20062004 TlE, NA YA U RMEEE A7 Y —=2 ZRHZORJE LTz,
Bk AMG162-B-J201 T¥, IMEKXKOAEIZERANCEZE R ZITRO bnignoTl, T
~—72 SRE OGRHFERFCANT U723 BT, M, Dk, FEREL, RIR. R OMKREITH
L. YU RRUVBEKOT ZEREHEE LT, 7/ A7 OEKRICEROH 5 HEITRD 5
Nigimoiz (72 ~—7 SRE HEEEEEY 22—/ 2.74),

55 HAGBREEARVKRRATICETS2REH
551 ERABALEZRABREHREICS T2RLM

B 20062004 TIEE 3 BIFFEIATOT — X B~ b A7 H £ TIZ, 10 & O RMEERE (12
WLl b 18 AT TSR L) BSAAN S (ah— bk 1184, =dR—k 2:2
2o RBFERERE D% I3tk 80% [844]) KUHA (60% [64]) THY ., FhpoH
Jefill (EFE) (X 16 (13~17) W ThHoT, 7T/ A~ TIgEEM o b g () 13 9.02 (3.3
~173) » H., BEREEOPRME @) 13105 (6~21) HITH-72, REEWBRE 10 4
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DRE (80.0%) 1T, BT 1 U EOFAEERZRBL Lz, KIS AbnH
EHELIL, A headache (54) K OMEM: vomiting (3 4) TH-o7=, LAEEE abdominal pain
(upper), S EIJE back pain, #'F#5JE musculoskeletal pain, H.0» nausea, _EXGEY: upper
respiratory tract infection, & UMAEEHENN increased weight 23, T ZEAN 24 CTHI L, £D
il 2 4 LA ECRBE L -G EFGITRO b holo, REFHRE T, KT, EERAE
FR, AEFRRCLDT ) AT O G HIE ONI OFFEFRG, FHBOETIERD bhigh
o7z, 1 BORMFHHRH T, CTCAE 7' L— K 1 DIEI /L2 T AMUIE hypocalcemia 72358 Hi,
Lo AFELIL, 7/ A~ T7HE 1 BHICEBLL, 1BREB(EEMIC X 0 IRBRERS & o
PR 2 EHIE STz, RIFHBRE ICBIT 2 AEFREBELIHER, 7/ A T7TH&EIC
B L7 Hi7o7e U A7 133D b ipinoiz,

B AMG162-B-1201 Tlix, 6 # Ay bA TR OT —%J1 v M4 7 HETIZ, 18KD
BEERFE N 1 A AN BT, YR ik, RBRWRPICAFFLORBIIRD vk
MNoTz,

3 RRBROFAMRHT T, 20 mR OYBRE 2 k5 & U Tt 2 550 U 72, 3 BUBRDFS AT 1T
B DRMAFHERERE GUB 20040215 K 1820062004 @ 18 1% X% 19 s OERE [Zh i
2KV ] a2l 4) OFERIC, FRORFREBERZTIRD NPT (EV 2
—/L27.4 % 5.1.13H),

552 MHIRRUVRELFOMER

BT h 2 kB BHE L 72 BR AR BRBR I FEM L TN 2R\, BFIR D = 7 A FOLICERE TR 5 5
ek coOM., T/ A~7 (50mgkg) % 4RI 1 BIE TG L, e, EiR, HARTKL
O WA OFAEITKRTT D B A TN L72R5 3. SEEEOHIN, AR OO, &OFE
BRI Y RE ORI EORERENRBD b (7 ~v—7 SRE HEE&ERME Y
2—/L 24 FA4S5TH), T r~—7 ORI CETIE, B S3U3ER LW D raetEo & 508 A
T LT DL L BIT, Wm, PEMm, RAMESORLGICET HIEERELIT> TV D, I
W71 =7 A FIVICERBRE ot E COM, 7/ A~7 (50mgkg) % 4RI 1 815
THEEG LR, BB MEHhT /2 A~ 7REICT L, Ao T ) A~ 7REIT 1%L
TThY, 7/ ASTOANF~OBITHR LT N TH DL Z LR I (7 ~v—7 SRE
HEEEEEY 2 —/1 266 F63H), 7/ AV 7TDE NAHFH~OBITIZARHATHY , A
WXL CT ) A= T REWER Z 5 & Z T etk B E LT, #imic&k 5T 25612138
AAFILL, BAELHIL LRSS EIRAm~OREG 2P 2,

T ) AT BIRERICEATT DREIIRATH D, 7/ AT O 2% - BHEORKRIC
W= N —OLMERREREIND Z & TRILICEEENEOOND Y A7 IRV EE I LD,
7 r~v—7 0K T v 77 20> 2 Ef A R ETIC. T A+ T 120 mg
QAW (TR L, FIRRBR DR T, & 5 WITEBRMERER ~DOUKIEIC IS < FEH I 2 @mis
TR S & LT, 30 4 DIHIRDPHER I NI, 2095 24 4 OIRIX, GCTB DK
RERICB T HT /) A~ T EGHBRE CHRE SN, 104137 /) A~ TR 2% 0 - BIEEHE
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D/X— " F—DIHIRTH o 7=, HIEPHERINTZ304D OB, S HITEERWIZEIZED
6 ZIINTHHaZRIR L, 3 LIXBARERE, | LIXFBRFIETHY | 154 ORI RHTH -
770 2O DOWENR EERIFIZEI T 2 F DM O TEHRIT, AHFEELIOT Y 2 —/V2.74 5 54 THIZ
RY,

553 /MNRTOERICEYT %IRRT L MET

T =2 OEBRK T T V) T OEB A TG 5 72 OIZE N U 7= FEERAR KR R K O\
RBOMBR, 7o~—7 ORAMXED EHEOEE] CMNIE~ORE) [ORLIEEI I
HRRELOETHHICEE T A2LERH O . b ORI, 7/xv7®¢%%f(ﬁﬂ
ALK 24EH) ICBEHE LD TH D EZX DN, 2L DFEREDOHIFHICHESY
A7 0%, FEEIZ AR O L 2 R0l O /NI B ks D pli R 25 Ffge L TV 2 BRI =y
EEZEZONDZEIND, T ) AT BRMED GCTB BEIMHEH T 258 1XFE S EEV L T
WAHZ L EMHERLTBMERSH D, ZO7w, USFCERETIE, 2 - hRICEET A4
M EOIEEOET, B SRR BE KT 2 RKF O DMK L BVEITHESL L TR0
BAEERE L TWD,

56 RH%weM

AR 20040215 & TY 20062004 Tlk, EWIRIC D57 ) A~ T OBGZET — 2 B ELIALTH

Do ZHn 2RBRTIL, GCTB ABFE 147 4705 | LA L, 46 4N 2 L EIZbhble>TT /) A~
Sz, Wk CORBHIMIZ0~54.1 » H ThoTz (T A~T OFEREIT 1
~60[A]) (B =2—/12.74 5 1271H),

B AMG162-B-1201 @ 12 % H B v S A 7 f#Hr Tk, GCTB & 174256 » ALLE,
AW VL LT ) A~ TR S e, R %W189~n9wﬂf%ot(7/xv7@&
HREEE 12~22 [B]) (Table 15.3-1.1), 12 # HH v NATBET CRENTZT ) A~ T DL4A
Wra 77 A NE, 6 h ANy MAETEIT RSN ZEET e 7 7 AV EFEBILTEY
BTRFESNTZ Y A7 TR Lo te, B, SkdlBROWRE BT 27 /) A~ 7
BH1X. AAIN GCTB Ot CARIND £ Tk T 5 TETH D,

72, #BR 20050136, 20050244, 20050103, K TN 20050147 O FE K OIERE SRk 5T
X, BRI T ) A~ 7T 0.1~54.7 5 H RIfkRAIICIREE S (9 0~ —27 SRE HEEE#}
Table IASDP5-1.1, R 20050147 FE&K 5451 [DBE] JRBARRIE S E D Table 14-5.1),
100 A« Fd72 ) OFFFEREHRE L GHEL7ZSE6 . KR IS Ao AEEL K
OHEERAEFLORBLRIT B BAL T L2 BBIR LR CTH 72 (7 v —7 SRE
HEEE BT Y 22—/ 274 55 2.1.6 TH), B 20050136 & T* 20050103 Tk, —EHEMRIIK T
Ke, TE Sl 2 ke R O T X CTORERF 1L, 2 BRI ULT / AT R Elisnbs £T
DNTNNRNVIEEEE T, HEERTFTT ) A~7 120mg Q(4W K T 52Z 5 bhb L &
L. FEBREGHITHAAN SRS TEBRF T OV L, R&E GG 2 FER OBV
FRE & 32 Lz, EERBEINCRIT DT ) A~ 7 ~ORESIEIL, 35k 20050136 TIE 0
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~23.7 7 A GABR 20050136 IEE K G- W OIEERFE#R & E, Table 14-5.1) . 7Bk 20050103
TIE0.1~23.3 » A Bk 20050103 FEE 5 OIRERKFE#R L £, Table 14-5.1) TH o 7=,

57 REMERRUVURI&/ME

A TIE, 7T/ A TNET o~ —7 OFEEA T, ZRMEERIEIC X 25 WE &K OB
AR IC K D BIRAZNEE - 20 L L ORR S, 201244 A 17 HIZ Efidnic, £,
20128 A 31 HETIZ, Fr~v—72 253N BF HEER 7300 4) TEHERKI LY
U AMSEDORIWER A 32 £ S, SER & DORENFERICAE TE RWK AL T AfSED
FEFIS 2 B EN TV e, ZDOX DT, MREBICEERED LY T AMAEDIBLDTZD b
Tl iz, ATET v~—27 OB LELLET L, BT T AUEIC DUV TEE
THEELBICHEMAZR L, £, KB OIEEMFIRNTT 7 4 7 F 2 —IZo0
Tlik, ¥EFEET —% > — b (core data sheet: CDS) kil 2% 1F T, 201343 Al v ~—
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#2581 BEMECEY IBARERRUBRENTZH SN -XHMOERN
Type of Review
(Location) Number of Administered
(Period of Case Patients or Patient Therapies/Surgical
Literature Reference Review) Cases Follow-up (Range) Population Procedures Summary
Dabhlin et al, 1970 Retrospective 195 patients Not specified Primary and Radiation; curettage Of the 83 patients with primary treatment
Institutional recurrent GCTB or excision; en bloc at Mayo Clinic, recurrence was reported
Review resection; amputation  in 44.6% of those who had surgical
(Mayo Clinic, US) treatments other than primary en bloc
(1910 to 1969) resections or amputation. Radiation did
not decrease the rate of recurrence.
Dahlin, 1985 Retrospective 407 cases Not specified Primary and Radiation; surgical Recurrence was not evaluated though it
Institutional recurrent GCTB resection was noted in the publication that the
Review “rate of recurrence...was relatively
(Mayo Clinic, US) high.”
(before 1983)
Gupta et al, 2008 Retrospective 470 cases 12 to 108 months Primary, Curettage; marginal Recurrence rate was 36.1% (170/470); 47
Institutional (311 cases) recurrent, and excision; wide cases were multiple recurrences.
Review 0 to 108 months (all  metastatic GCTB  excision; radical Recurrences were observed between 2

(Tata Memorial
Hospital, India)
(> 20 years)

cases)

surgery;
hemipelvectomy;

amputation; adjuvant

therapy;
chemotherapy;
radiotherapy

and 72 months.
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Type of Review
(Location) Number of Administered
(Period of Case Patients or Therapies/Surgical
Literature Reference Review) Cases Follow-up (Range) Procedures Summary
Viswanathan and Retrospective 470 cases 3.5 years (0 to 16) Treatment of primary  Study of the association of clinical and
Jambhekar, 2010 Institutional for patients with recurrent, and lesion: wide excision;  histopathologic parameters with
Review metastatic GCTB  hemipelvectomy; occurrence and outcomes of metastases

(Tata Memorial

Hospital, India)

(1987 to 2006)

curettage; radiation
surgical resection;
amputation
Treatment of
metastases:
metastasectomy;
chemotherapy;
symptomatic

with GCTB. Metastases observed in
5.1% (24/470) patients. Metastasis
occurred at a mean (range) of 2 years (4
to 11) after initial diagnosis. Thirteen
of 24 patients had local recurrence before
or at the time metastasis. Of 14 patients
with inoperable metastases, 1 had disease
progression with hemoptysis.

Niu et al, 2012

Retrospective
Institutional
Review
(Beijing Ji Shui
Tan Hospital,
China)

(1989 to 2009)

621 patients

49 months (18 to

recurrent GCTB

Curettage; extensive
curettage; resection

Recurrence rate was 8.6% (10/116)
following extensive curettage, which was
significantly lower than recurrence rate
of 56.1% (23/41) after curettage alone.
Re-recurrence rate was 6.7% (4/60) with
extensive curettage and 9.3% (8/86) with
curettage alone. Local recurrence was
observed within 2 years of surgery for
71.4% of cases in this series.
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Type of Review
(Location) Number of Administered
(Period of Case Patients or Patient Therapies/Surgical
Literature Reference Review) Cases Follow-up (Range) Population Procedures Summary
Becker et al, 2008 Multicentric 384 surgical 5.4 years (64.2 Primary and Wide excision; Comparison of recurrence rates with

Review procedures + 70 months) recurrent GCTB intralesional different surgical procedures: 78 cases
(Europe) curettage with and (20.3%) wide excision and 306 (79.7%)
(1945 to 1998) without adjuvant curettage. Overall, recurrence observed

in 88 cases (22.9%); recurrence rate for
curettage procedures without adjuvant
treatment was 49%. Time to recurrence
was 16.4 (£ 16) months. Risk of
recurrence was higher with
extracompartmental tumors compared
with intracompartmental tumors (HR:
2.7,95% CI: 1.3-5.5). Reduced risk of
recurrence with wide excision (HR: 0.02,
95% CI:<0.01-0. 2).
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Type of Review
(Location) Number of Administered
(Period of Case Patients or Patient Therapies/Surgical
Literature Reference Review) Cases Follow-up (Range) Population Procedures Summary
Errani et al, 2010 Retrospective 349 patients 10 years Primary and Resection; curettage Of the 149 patients with resection, the

Institutional recurrent GCTB local recurrence rate was 12% (18/149).

Review For those who had curettage, local

(Instituto recurrence rate was 18% (32/200). The

Ortopedico median (range) time to local recurrence

Rizzoli, Italy) after surgical treatment was 22 (2 to 89)

(1990 to 2006) months. Based on oncological
outcome, 283 patients were reported as
alive and continuously disease-free.
Tumor location was prognostic of local
recurrences with more complications
reported for locations of the proximal
femur and distal radius.

Gaston et al, 2011 Retrospective 330 patients 76.5 months (2 to Primary and Curettage with and Study compared the recurrence rates with

Institutional 319) recurrent GCTB without adjuvant curettage alone or with adjuvant cement.

Review cement Recurrence rate was 74.5% for curettage

(Royal Orthopedic alone and 25.5% for curettage with

Hospital, United adjuvant cement. Local recurrence was

Kingdom) observed for 25.8% of patients (85/330).

(1975 to 2008)

The mean (range) time to recurrence was
22 (3 to 133) months. Local recurrence
rate was 29.7% with curettage and 14.3%
with cementation. The risk of
subsequent joint replacement was higher
with cementation.
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Campanacci et al, 1987 Retrospective 327 patients 2 to 44 years Primary and Intralesional Local recurrence rates ranged from 8 to
Institutional recurrent GCTB curettage; marginal or  27% depending on type of surgery and
Review wide excision 90% appeared in the first 3 years after
(Instituto surgery.
Ortopedico
Rizzoli, Italy)
(1913 to 1983)

Turcotte et al, 2002 Multicentric 186 cases 60 months (24 to Primary and Curettage (with Overall recurrence rate was 17%.
Review 192) recurrent GCTB adjuvant treatments);  Recurrence rate was higher for recurrent
(Canada) resection disease compared with primary disease
(1983 to 1998) (10% versus 35%). Average (range)

time to recurrence was 36 (6 to 47)
months.

Domovitov and Healy, Retrospective 270 cases Benign cases: not Primary and Curettage; en bloc Case-matched comparison of clinical,

2010 Institutional specified recurrent GCTB resection; radiological, and outcome features of
Review Malignant cases: amputation; adjuvant  malignant (26 cases) and benign (244
(Memorial 147 months (9 to therapy; cases) GCTB. Recurrence rate was
Sloan-Kettering, 377) chemotherapys; higher with malignant GCTB (20%
us) radiotherapy versus 9%).
(1940 to 2008)
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Kremen et al, 2012 Retrospective 216 patients 47 months (0.1 to Primary and Curettage; resection; Local recurrence rate was 10%. Median
Institutional 312) (median) recurrent GCTB adjuvant therapies time to recurrence was 20 months.
Review Recurrence rate was higher for curettage
(University of versus resection (12% versus 2%).
California Los Recurrence after surgical treatment of
Angeles, US) primary tumor was 9% compared with
(1980 t0 2010) 16% for treatment of recurrent lesions.
Balke et al, 2008 Retrospective 214 patients 59.8 months (19.8 to  Primary and Curettage (with Local recurrence rate was 30.8%
Institutional recurrent GCTB adjuvant therapies); (66/214) with a median (range) time to
Review wide resection; recurrence of 12.4 (1.6 to 172.2) months.
(University of marginal resection; No patient developed a local recurrence
Muenster, radiation with wide resection (mean follow-up
Germany) time of 66.8 months). The recurrence
(1980 to 2007) rate after intralesional curettage was

33.5% (63/188). A higher recurrence
rate was observed for curettage without
adjuvant therapy compared to with
adjuvant therapy. Combination of
adjuvant therapies of
polymethylmethacrylate, burring, and
H,0, (n = 42) reduced possibility of
recurrence by factor of 28.2.
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Prosser et al, 2005 Retrospective 137 patients 70.3 months (24 to Primary and Curettage; excision; Of 137 patients with curettage as primary
Institutional with curettage 214) recurrent GCTB amputation; treatment, 26 (19%) had local recurrence.
Review as primary radiotherapy; Local recurrence rate was lower for
(Royal Orthopedic  treatment endoprothesis lesions confined to bone compared with
Hospital, United tumors with extraosseous extension (7%
Kingdom) versus 29%). Approximately 80% of
(1970 to 1997) local recurrences developed within

24 months.

McGough et al, 2005 Retrospective 183 patients Not specified Primary and Curettage; resection; Recurrence rate was approximately 25%
Institutional recurrent GCTB wide local excision (45/183). The median (range) time to
Review recurrence was 20.5 (6 to 43) months.
(MD Anderson Failure to salvage the joint was
Cancer Center, associated with risk factors such as
Us) incomplete initial surgery, delay in
(1980 to 2002) diagnosis of the recurrence, and

subchondral recurrence of the tumor.

Jamshidi et al, 2008 Retrospective 168 patients 75 months Primary and Curettage (with or Purpose of study was to compare local
Institutional (minimum: 24 recurrent GCTB without burring or recurrence rates for curettage with or
Review months) bone graft) without burring. Recurrence rates were

18.2% and 37.5% with or without
burring, respectively. The average
(range) time to recurrence was 30 (6 to
54) months.
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Mankin and Hornicek, Retrospective 144 patients 11.7 years (1 to 27) Primary and Resection with Review of patients with resection and
2005 Institutional recurrent GCTB allograft implantation of cadaveric allografts.
Review replacements; Overall, 78 patients retained grafts and
(Massachusetts amputation remained functional with limitations.
General Hospital, Local recurrence was reported for 6%
us) (8/144) of patients. The mean (range)
(1971 to 2001) time to recurrence was 2.8 (1 to 4) years.
No patient died. No allograft
complications were reported for 56%
(80/144) of patients. Complications
included allograft fracture, nonunion, and
infection. Four patients required
amputations.
Saikia et al, 2011 Retrospective 124 patients 8.3 years (minimum  Primary and Intralesional Recurrence rate was 11.1% (14/126) and
Institutional 2 year follow-up) recurrent GCTB curettage (with re-recurrence rate was 21.4% (3/14).
Review adjuvant therapies);
(India) wide resection; en
(1991 to 2007) bloc excision;
amputation;
radiotherapy;
embolization
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Deheshi et al, 2007 Retrospective 139 patients 78 months (24 to Primary and Intralesional Comparison of recurrence rates between
Institutional 200) recurrent GCTB curettage; en bloc patients with (n = 43) or without (n = 96)
Review resection; pathologic fractures. Overall recurrence
(Mount Sinai endoprothesis rate was 14%. Recurrence rates were
Hospital, Canada) comparable between fracture and
(1989 to 2004) nonfracture group (7% versus 12%).
The mean (range) time to recurrence was
similar irrespective of pathologic
fracture: 31 months (5 to 64) and
40 months (9 to 108) for patients with or
without fracture, respectively.
Vult von Steyern et al, Multicentric 137 patients 60 months (3 to 166)  Primary and Curettage with Local recurrence rate was 14% (19/137)
2006 Review recurrent GCTB cementing; resection;  after primary treatment. Median
(Scandinavian endoprothesis (range) time to recurrence was 17 months
Sarcoma Group (3t029). Recurrence was successfully
Register) treated with additional curettage and
(1986 to 2003) cementing in 13 patients.
Klenke et al, 2011 Retrospective 118 patients 108.4 months (36 to  Primary and Intralesional Comparison of recurrence rates between
Institutional 233) recurrent GCTB curettage; wide surgical procedures. Local recurrence
Review resection; adjuvant rate was lower with wide resection

versus intralesional surgery (5% versus
25%). Time to recurrences was

16.4 months (4 to 50 months).
Polymethylmethacrylate decreased the
risk of local recurrence after intralesional
therapy.
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Takeuchi et al, 2011 Multicentric 110 patients 56 months (14 to Recurrent GCTB  Curettage (with The median time to recurrence following

Review 290) adjuvant therapies); initial surgery was 16 months (2 to

( Eastern Asian en bloc excision; 180 months). Early local recurrence

Musculoskeletal amputation; soft (less than 15 months after initial surgery)

Oncology Group) tissue resection is a risk factor for a re—recurrence.

(1996 to 2004) The mean interval between initial surgery
and recurrence was 14.1 months for
patients with re-recurrence compared
with 28.3 months for patients with a
single recurrence. Overall, 89.1%
(98/110) patients with recurrent GCTB
had no evidence of disease following
treatment for recurrence.

Malawer et al, 1999 Multicentric 102 patients 6.5 years (4 to 15) Primary and Curettage with The overall recurrence rate was 7.9%

Review recurrent GCTB burring and (8/102). The average (range) time to

(US and Israel) cryosurgery; recurrence was 16 (9 to 48) months.

(1983 to 1993) resection; Six of the patients with recurrence were

endoprothesis cured with cryosurgery and 2 underwent
resection. Overall, 98% (100/102) were
cured with cryosurgery. Complications
of cryosurgery included pathologic
fractures (5.9%), partial skin necrosis
(2.9%), and degenerative changes
(1.9%). Overall function was
considered good to excellent for 94% of
patients.
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Leggon et al, 2004 Literature Review 239 cases Not specified for GCTB of the Intralesional Local recurrence rates were 34% (28/82)

and institutional literature review sacrum or pelvis  curettage; wide for patients with pelvic treatments and
experience cases resection; radiation 48% (80/167) for patients with sacral
(1949 to 1999) treatments. Fewer patients treated with

wide resection had local recurrence
compared with radiation or intralesional
surgery. For patients with pelvic
treatments, 90% (66/73) of had no
evidence of disease at follow-up
(average, 10.8 years). For patients with
sacral treatments, 63% (104/166) had no
evidence of disease at follow-up
(average, 7.8 years).
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