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2.7.3 BRERIBENEDBE
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2.7.3 EREREIBENEDBE

T/AIT < —% KT 120mg
BEEE— &
W7 B LT R (3) L CWignREL (H)
BPI-SF Brief Pain Inventory — Short Form i SRR A S G/ INhiO)
BSAP bone-specific alkaline phosphatase BTN TY T AT 7 2—F
CI confidence interval TR X
CR complete response FERT
CT computed tomography; arva—2WERY (5
CTX1 C-telopeptide-1 C-Tu~FF R
ECOG Eastern Cooperative Oncology Group -
EORTC European Organisation for Research and  —
Treatment of Cancer
EU European Union RN 5
FDA United States Food and Drug KIE i E IR R
Administration
"EDG-PET fluorodeoxyglucose positron emission TNFaT A F T a— A S
tomography R e (1)
GCTB giant cell tumor of bone B E e
IEC Independent Ethics Committee VA D= ES
IRB Institutional Review Board RBREAZRS
MRI magnetic resonance imaging 5 S LN I 1
MPA Medical Products Agency -
NTX (uNTX)  N-telopeptide (urinary NTX) N-7a~_X7F K (JRH NTX)
uNTX/Cr uNTX corrected for urine creatinine 7 VT F=UMIERT NTX
ONJ osteonecrosis of the jaw e d
PD progressive disease R DIELT
PEI Paul-Ehrlich-Institut -
PET positron emission tomography W T e R (15)
PR partial response il
PRO patient-reported outcome BEOWMEIT L DR
Q4w every 4 weeks 4 RNC 1 8]
RANKL RANK ligand RANK U %> K
RECIST Response Evaluation Criteria in Solid [T 0> 20 R i A v
Tumors
sBLA supplemental Biologics License -
Application
SD stable disease LIE
SLD sum of the longest diameter REEOR
sNDS supplemental New Drug Submission -
SRE skeletal-related event(s) (EE LR
SUVyy Standardized Uptake Value by body Standardized Uptake Value (FDG D EFE % £
weight FHEIE, PET 7 A 7 CHlE L 7= A5 he
[EAHIERR] 21KE 1 kg H72 v DG
TGS RE THI - 71H)
SUV nax maximum Standardized Uptake Value Standardized Uptake Value O Kl
TRAP 5b tartrate-resistant acid phosphatase 5b A TR HRTIE R E 7 + A 7 7 Z —E 5b
UE unable to evaluate BAlENiIE




2.7.3 BRERHIAZNEDHE
FI)AIT Z Y —J KR TiE 120mg

1. BRARUVEEH
11 S
1.1.1 BEHMAafE

B EMEE (giant cell tumor of bone: GCTB) XD CTENRFRMEFIEGE CTHY . FICEF
DO E I - B, SUTFHED U U E IR OPEOEEEHRZ & L TR 5, ARER
FDLL1E, 20 R~30 (ROBEFHRANTH D, /NMNLITO GCTB OFEHFIZTS ENTHY . KAk
FEOGEILEE ., BEPRA L% (Thbb, BiREROMRHEE) 128BHT 5, KE, K
JN#EA (European Union: EU), %, KA —R 7 U 7 THIZIZZE SN DERIL. Zh
AR 800 44, 800 44, 804, MUN304 Th D, [ENITIHIT D RIEHRELIL, 1972 FF~
2003 FFC 2126 4 (FE1LAERTRAT) . 2006 H-~2008 =T 4154 (EBLEF) THO ., 1972
FF~2008 1F (2004 M V2005 FxfR<) THEF 2541 A0 HME SN TV D, 2008 FDORE 1T
HAET 1424 ThoTo (REFEE &R TR, 2008),

GCTB (X, 2ol B OB, K OVELHE R ~DIRR ) 2Rl & 5, RIGH
DFEFHES D L GCTB IFTEIT L, REFZERITBIE L CERER LM L. £ ORER,
BEITREEZICEY | BRI L > UIMK A KD /TR H 5, LI > T, RO H
X, BB A BRE URIR B 5 2 & BRSO P O PRI E 2 R F T 5 2 L WD
(R L2 U BEHEOREZ RIE S5 2 L Th 5, T Cid. BSOS @YU S i
FRIBAAIHETd 5 (Civista Health Library, 2011, Malawer et al, 2011, Singer et al, 2011), L2>L .
REMEO B CARIOALE  (BIEIEIER, BIEN A\ TRIEE#T, I, A gzl CIadre
UIRDME L R D580 D | _%LE FNT NS ERRBEIENEDIBEND B D, FREIEE
SRl YRR Lo 7256, TR OB ILE < (Becker et al, 2008) . —BEUIERTE D3
Uxﬁium~m%\?Wﬁ%@ﬁ%i«m~ﬁ%&%mém1wé(Mwwaamgmﬂo
@ﬁ@ﬁ%@k% X, SVEHFIRE 2 FLANICERD H i (Yasko, 2002) . — £, SARHOEIER
BT 12568, FREZEOIBERIIZRA N AT 5, % L7 GCTB BH TIE, &K 6% T
RS D3 ER 8 %2}%5 (Szendréi, 2004) .

A DMESCRREIZ X o T, AARHOUIBRD AR RE 725G 3%, RIGYIRMA A I Re 722 B
TOWEFBEL, EREOETZELED L LB, AFOEEMRT 2T D,

UIBRAHE GCTB DIt & LT, ZERIN, BOBIRIE, bFWiE, ERXAT7 4+ A7+ 31— M
5., EOZEDOMOER O E 72 ER3THIL T 5 (Caudell et al, 2003, Leggon et al, 2004,
Malawer et al, 2011, Singeretal, 2011), L2>L. TN HIZ L D1FEORR (G NIE, &
oy b — MR L) 1T AT —Z 13 WTNOEFRE T LRI RS
TR, GCTBIZKIT D7 2SR A LB L STV D

112 BEMBREICKITS T/ AT TDER
GCTB IZ RANK U %7 > K (RANK ligand: RANKL) % 4 LTk Y, GCTB OHEFEIL RANKL
[ZHAF LT D (Szendrdi et al, 2003), GCTB I, BEE 22 A& HE % 1 5 FRA R EEMRA %



2.7.3 BRERMADEOBE
FIATT 53— B TFiE 120mg

2L, UEITITHBRETBITERIIA, GCTB WAL, MkFHIIZIZ RANK ZRBL T 5
Rtk EMIfE K& O ORITERMIRE, I ONZARE Ml OTEMEAIC AR A T 4 =— & Téh 5 RANKL
BT 5 HEMEMR TR SN T3, RANKL #3584 2 BRI EMRIZ, GCTB 2R
B NEBIRE AT S & & b, EEAR TEARBEEENZ R TE MR EMR 2 B B
TAHLEZHNTWA (Branstetter et al, 2012, Thomas et al, 2010) .

7 ) A< 7IXRANKL IZX3 5 ME ) 70— L gGR2 HilkTHY . @Bt (Kd: 3
x 102 M) TRER K OHIRaBERE A O e b RANKL (Z8RIICHEAET S (Kostenuik et al,
2009), 7/ A~ 7 H RANKL (Z#EAT 5 & RANK OFFMEALASHE S, BB MRomk, #
e, ROEFELRIHI E D (Kostenuik et al, 2009), GCTB A Tid. EFEOREMRICREE L
TW5 RANKL 237 / A7 72X > THEFE SN D Z L2 & » T, B #iakk o lE5; R E il
DKL, BV L EMREREOETRIH S5, WEEREICRD Y | FEEaME THea
DEFEDENFTT IeHEME B DR S, ZO/BRE L THRKRERISET 5,

RANKL HEH L L TORFRMRIEMBFE2ERT 5 L. 7/ A~ 7 X H1E%IL GCTB D
ERORE LBEBEIN. T U A Y M AT 4 B =— R 5t 2 BEALBTORINGE L 72 5 FTREMEDS
H5,

1.2 EBEHMBREZXRE L-BRAXKTEOBE

7 ALYz fhE, GCTB xR L LT 2 >OEBEFE, R, B—#F. B THRR F5R
20040215 K1 20062004) #Ejfi L7z, ZhbORBET—F 2T, PRFEEHKBICIIE
BHOPERESIRO LV ba AT T 4 TRFHEEZITV. T/ A7 O GCTB x4 2 H9E%
BRET Lo, BOR#BREE 2 AW oA, KERMERSE (United States Food and Drug
Administration: FDA) & D EFEBEEZGHTEM L7 (2(. ﬂz—l A I A _
- BN BB | B NSNS
mrEicowE, pH2REE i) I A B T
I = . Control No. ) 20 Ev s Cd <=1 2 R F 2 R
= ER EHE @ - Ok
bk D LEEE/ TV D,

EATIIE =S, B AMG162-B-1201 (GEEH. B—&., $SIHARER) 2=
i THDH, ARBRTIL, Bk 20040215 K 1120062004 & [F1 U Ak - HEZEHV, FDA L&
B LU iHME R L A R EBTIEEN RO T 0 22T F ¢ Tl 21T - 1. KHEEECIX,
6 n ANy bAZHT (F—shy vA7 A EJ AR B RO12 5 A0 N A TR
(F—snyrx7R 2 #] AP PREREELDE,

AHGETIX, #B AMG162-B-J201, 20040215, K Uf 20062004 @ 3 3Rk % 3l & L7=,
GCTB BT 57 ) A~ 7 OAMEIL, EICHRFEFEEIC L 2 EBONESEDHREEZ L &
(ZFFAf L7z, 3Bk AMG162-B-1201 TOZEBHITERE LR (6 » Al v MAT#TRER) &R
Bk 20040215 K U 20062004 DA E 2 RBRGFE AT (LLT. AME 2 RBROFEARNT) IC X 28I
PUESRZ R L, RBR AMG162-B-1201 LA E 2 BREBRHFE I CHRBOPUIESE RS —F L




2.7.3 BRRHIAMMEDHE
F)RTT 7 X —J K FiE 120mg

TWBHZ Eord, £, B 3ilBR0r& T (LT, 3 REROFEHENT) 12 X 2 BEBINHUIESG )
B OGRER AMG162-B-1201 ® 12 % A B v v A 7T OFE R &R, & 52, BEIRPURES)
BRI T 2RO KRB O EE R IEFHMEEE OFRE RS £ LT,

121 FEEMIEEZXRE L-ERRHR

AR 20040215 & 1820062004 (27— k1) TIXUIBRAHE GCTB BREE RS L L=, Fiz.,
FRER 20062004 (78— bk 2) TIXUIBRATAE GCTB B AR, T/ A~ T DIREN, Fiif
DRFREIRL L 72 V15270, & D WITHRAVER ENE O SEHYALEIZ L0 FAIN O IENE A KR
TE L E I DERROCHHE U=, ENS I AERRER Ch 5 AMG162-B-1201 TiX, Ik
hE GCTB & K OWIBRATHE GCTB & Dl F &2 x5 & Lz, Zith GCTB & Z x4 L L
T ENA O N AHBRKRBROT A &2 3R 2.73.1-1 ICENT D,

FHE& 20040215 (HVEIZE || FHEGPRERER)

PR 20040215 (X, FBRSUIUIBRAREZR A O GCTB A& x4t & L7-FEE/M. H—#E. &F
IR CTH Y | JREMAMRFARE (EMEONEK) SUIEGRE (REREEER QL T
HIREDHEIT 2R THT R LIICL Y T ) A~ T OHEEHREZFMT 2 2 L 2B E Lz,
Fo T ) AR T OREEEFAM LT, KRB TIX. 7/ A~ 7 120 mg @ 4 HHIZ 1[5 (Q4W)
DO TFEEIZ, B8 HEOE 15 HDO 120 mg AR G2 MA T2 HkGAr Va—n b Lz, 7/
A~ THET RSO SR YR RS OET TRBRETEAN UV 1 XL 5 Hik o]k,
PWHRFICLDPIEOHR L, UIEA T+ A7 43— UKL hry h=vb LLIEA v 7 —
TxRyo2a EHEONWTNNCEDLETHEE LT, 7212 L. T/ AT EERAEHThHoT
WEREIIX, BRLESAREICT ) A~ T OFEE 2 REL Lz, ZattT — & 13k BRim
FEUCNEL, T/ AT HREBEGH 2FEET6 » AR CTINE L7, ARBRIE TR TA
ARERIZSIN L T 7= g 133 20062004 (21T L7,

R 20040215 O EFRYT (7 —4 7> bA7 A E] A ) ORER K OERART (4
AR L O 2 F M O AMEBIRHEIC T 2 ZaMRHE) OFSFICONT, ERE IR
FEREEICE LD, RRFEERHIE DT,

#HER 20062004 (A EZ || FEERPRELER)

R 20062004 (X, AL OVEAS SRR L 72 RECAE D GCTB IBE x5 & L7z#ITHoIEE
i, BE—#, BUHERBRTHY ., 7/ A~T7 0w, W ONSIEBRE(EEMAHE L fiiE
B R AR 5 72T A STz, GCTB IXEE TH W IBHHEIRE AR STV 5D Z &
DD, ERED R LT REAED GCTB BE b ARBRICS N TE 52 L L L, REFEOHEHR
HEMBEANDGEIL, BEBRRE T 1 L EOEENRA L THD 2 L (Fl: BH L 728
REMREHT 5 ERiE) 26l Lz, 3Bk 20040215 L[Akk, 7/ A~7 120 mg Q4W DT
BHITHES HEWE 15 HD 120 mg A& G2 MX o5 Ar ¥ a— & Llc, ARBRIZIL,
UTFD320ark— k&A=,



2.7.3 BRRHIAMMEDHE
F)RTT 7 X —J K FiE 120mg

o 2k— b 1 UIBRARREZR GCTB B3 (B U UTHFHED GCTB., & 2 WIIfitsf 7z &
DEFMIRE AT 5 BE)

o aAk— b 2: YIBRAIHEZR GCTB #A L. EEOKIBIEZETFIF (Bl Bk, F2
DY, AT HFERREIED OEEIRBR IS TE I TS EE

o arR— k3 #kBR 20040215 7 HBAT LI HBRE

aR— b2 T 7/ AT EREOHUERRG R KL VLRI Z . FARFOFEE L OVEh O
ARG L, PITATRERWBRE 1 C T 2T /) A~ T OFMEEFHE Lz, 2h— k2 IZHAA
O UIBRATREZRBIRAET D, N— R T A o RO I e SR AL B TR ST E RT3
HIEE U7z JRBREARERIE, N — R T A R R TR USE BRSO L 728 R O G |
R E T D TN A IR LT,

T AT TEGEIX, 3k — b 2 OWERE TIIEROERUIERY 6 Bl F Tkl L7, fliod X
TOWERF TIE, HHAOEITOMRS, IBBRE(TEM X IXIRBRIIES (2 L 5 Lo, #5E
IZE D IEOH U, 1GBRETLEANIC X 2 BRA M7 Lo, &2 WIXpFRE s
FRDONWTNINCEDLETT ) AT HREEfR LTz, B, 7/ A TR ENFAR TH -1
PRFNIL, AR LG E R EICT VAT ORES 2L L,

FATNCFHE L 72308k 20062004 O 3 B Efight (77— v A7 H:2011 43 H 25 H)
OFERFIGBRIBRIEREEL LTE L, AHGEERHCE DT,

HE& AMG162-B-J201 (BN || FAEGREAER)

AR AMG162-B-J201 1, A SUTBEHE DS R L T2 RAAFE D GCTB & Zxtge & LI T
DOIFER, B8, FONMHARRTHY ., 7/ AT ORBNIPTIEG IR 70 A0 7 47
(2, FRFEEHB TR T 2 72 0ICT YA v STz, £io, KRR TIET /) A~ 7 O3RyEhfE
Je V2 2 5 U 7o, RARAEOPERE 2 A AN D356 1E, iR T 1 2LL EOERE N
RALTWAZ & (B PABH LBk B a2 A5 2 Eig) 2R L7, 35k 20040215 &
V20062004 & [Flkk, 7/ A~ 7 120mg Q4W O F#EEIZ, B8 HKLKUVE 15 HD 120 mg &
WG 2 MR TG A r Y a—n e U, BEZERUIR LIHBRE CoT ) A~ 7T E1%,
584278%)) (complete response: CR) %43 78%) (partial response: PR) % Ji FRZ I il i 1% 6
[B] 3 CHikfe L7z, o3 X TOHERE TlL, W OHETTOMERR. TRBREATEA TR BRI
(2 & D Ik DI BRI K 2 ko B LU TR ERNC X D BRIRAYA R PE 7R L kT,
B 5 WO IRIEOEO VTN ELETT J A~ T 52 E L=, B, 7/ A
VT EEDED THST-WRETIL, BRLULEGAEREICT ) AT OFEK52REL LT,

RN FHE L 72508k AMG162-B-J201 ® 6 » A J1 v NA Tl (F—2 %> b4~ A: 20
] AR KOs Ay bATERE (T2 b7 R E AR ) ofER
RS E L LT L O, AEFERHCE DT,



2.7.3 BRRMIANIEDOHE

T/AIT Y —9 RTiE 120mg
#* 2.7.3.1-1 GCTB #®& & L1-FEKRAER
o ; RBRT A MAANBERE S . , Bl READIRAE;
RRE RBRO A B ORHROFA i (RERmE ) CRCERER cepeesrar) @S BORME
20040215  AHZhtE (BEMIROWY, B H A, 5K, KE. A—2 1+ 374 MAEFE0IC GCTB B0 ZAYIR, W% 5T,
BoOETRL), A%, B VT, 7T BI&ICT 7 % BHERENER L Bo#T, Pk, v ZERFOBRR
SEENHE . e, HUKK 2 ~ T ERE TG ER 18 L L AT F AT FH— TR T OV
I 120 mg Q4W, %5 8 Mo T b= T OIRBRIRIE R
HEROW 15 BHIZ XiIA v A —T7 =z HE
120 mg A ff ¢ 5- v o-2a D5,
3 H D5V
R 20062004 ~D
BITET
Page 1 of 3

GCTB = B EAIEME; Q4W =4 HERIIZ 1 [A]

FERTZFH I S AV7Z5F 3 B P AT O IR AL CIRER S U7 s O,
FANCFHE SNTZ 6 H A A b A 7 AT DR U CIREE S LT BRE D5

a o o

EHNT T AMJERFRD BIVRWIRY . 600 mg/ HEL LD ALY 7 AR V400 TU/HLL EOE X 2 U D #HHEE LT,

EH T MMFEAFRD HARVED L 500 mg/ HEALEDO I LT A KTN400 IU/HLUL EDOEZ 0 D 2 H%ET S 2 L2 HEE L,



2.7.3 BRRMIANIEDOHE

T/AIT Y —9 RTiE 120mg
% 27311 GCTB xR & LI-EaREEE (W)
. ‘ HERT A AN SR . . SRR R O PR RE;
RBE S RBRO A B ORHROFA I (RERmE ) CRCERER cepeesrar) @S BORME
20062004  Zedbk AAME (2dh— bk B IH. S ek, B, A Tk 500 4 A SUTBHAR  EEOERR%GIC T,
| TR OEITE TOH M, BH—FE AN (2864 %127/ BAALT-REAE (B CRXUIPRAKEY: HAMciE s
. 2d— k2 TIEE 6 2w T HRETHRE RS, B MICHERSATOD 3mSR O

HEF R TRz He L L

120 mg Q4W. % 8
72030 TR DEIE)

H RO 15 HiZ
120 mg B faf ¢ 5
3

R TR L
EREEN 12U L
LEFR) ; REUEIT
12 500 B, (KE
45 kg LA |k

ak— bk 1: IR
fE72 GCTB D HAE
ak— bk 2: GIERAT
fiE72 GCTB Th 5
2N, HEEOHEIE
BT RN TE
EhTWBEE
aAR— b 3: #bg
20040215 7> HBAT
L 7= Wss

6HREET, D
W OEST, T
1k, IO AL R
EDENE T

N S A

GCTB = B EAIEME; Q4W =4 HERIIZ 1 [A]

FERTZFH I S V7258 3 1] P AT O IR AL CIRER S U7 s D%,
FANCFHE SNTZ 6 5 A A b A 7 AT O U CIREE S LT D5,

a o o

EHN LT AMIEDFRD HALVRWERD | 600 mg/ HEL DAV AR TN400 IU/HEL EOEZ I D 2 EHKE LTz,

Page 2 of 3

BT MISEDEERD BALZRWIREY . 500mg/HLA LD AL AR ON400TU/BELEDOE X 2 0 D ARG TS5 2 & 2 #i5E L,



2.7.3 BRRMIANIEDOHE

T/AIT Y —9 RTiE 120mg
% 2.7.31-1 GCTB #xf& & LI-ERRAR (xE)
- o - T4 K NIRRT EL R . N BRI R REROIRHE;
PR PR HD GO . o) B gz an)  mmoms
AMG162-B-1201  Hzhtt (BB AR H U, 5 A A FEBI04LIE AU ERKSE RO TRGIc Wi
OB OEIE . By B H—RBE (17427 7 A BAUT-RABUE (B CR UL PR2VHEEES:  FENZHE SN
R, BB E TO ~ T TS R S X, B AICHER S LTS Tmen Ab v b
W, BEIROEDN 4, 120 mg Q4W, %8 FMEELICTHAL 6HESET . HH T THITORER
12, J ON 24 5B R DL _E R HEOE 15 HIT FEEN1SUE 1RBOM#IT, ik, BEEHREERE O
L= OBIG . A RE 120 mg B 59 LER) ; RRE  UIBHHZRIERED  FANCEE S
Wk 2 BEINEN % X125 b fRE ERET 125 AAy b
R IR E OEIE)  HK 45 kg LL b5 YRR 7 7 fRHT DI
Ehfe, ek, PiiRK THEZ: GCTB D GG E
S #. GIbRATHE 2R
GCTB Th 573,
B OB IIE % 7%
TR T ESH
TWBHEBHE
Page 3 of 3

GCTB =B EAIIE; Q4W =4 HIZ 1 [F]

BV T A MLE D

° RN FHE S A7 ES 3 (8] IR OO B S O EE S 7o R O3k,
¢ HAMIFIE SN2 6 # ARON12 5 A v b A7 BT ORE L CIREE S L7 #RE D
CEAN T AMFERGED HALRVIRY . 600 mg/ HEL LD I LT T AR N0 IU/HEL EOE X 2 2 D 2 FA#RE L,

10

BHSNRWVIRY . 500mg/ B EDH AL T KA T400IU/BEL EDOEZ I DAHBRAKET S L 2mHEE L,



2.7.3 BRRHIAMMEDHE
F)RTT 7 X —J K FiE 120mg

8% DEER (20040215, 20062004, B U AMG162-B-J201) &1 5B EFHEER

SAESS I AIRRER (20040215 K U8 20062004) Tl, FEEARAHIREMEE | IGBRE(TER O
FEAMGZ & D EHEFHmIE H . R ORRRASFE I B 2 W CF ) A~ 7 OFRMWEZ R L7z,

AR 20040215 OB H AL, FFFEIUIYIERAEEZ GCTB fAF Z X RICT / A~ 7 DIni)
R 952 & Tholo, IROFMIL, B 5-HiHE O AR O AR 2RI 2T IS L 0 E
i U 7o IRBREAR R AN 23 i 512 DB AR 2 BREL T & 7208 o T2 556 O A G RFA 4 F0E L 72,
EEFEN T, 2 > B2 — X iR (computed tomography: CT) S35 LIS i1 7% (magnetic
resonance imaging: MRI) (2 J = THIE L 7ZARAYIRZE DR— A T A 3B O (e R DEAR)
D3, 5 25 KT 20%LL EOGE AR OMELT L ER LT, B O FHEHEE (Response
Evaluation Criteria in Solid Tumors: RECIST) 1%, ‘BFEBOFHNH & L TUIRARH 5720

(Costelloe et al, 2010) . 7Bk 20040215 TIZEH L72h > 7=,

Bk 20062004 O FEFEEMIL, GCTB BETDOT /) AT ORENT 07 7 4 N aFHliT %
ZLTHY ., AHMETHIIIEIR B ToH -7, ARBROAIMEFHMIEE X, 2h—F 11217
LB OEITE TOWM (BIXFHEEE) . 28— 212800 2% 6 » A ORETFIRAMEIT
SN T WRF OFIE (RIRKGHESEE) . W NTRERORHER RERFHMIEE) Th
ST, ANMERHEIL, FICHIE TR DA ATRE Thd D &\ ) FHEITHE - CTIRBR (T Al A3 i3
RUTAERRE K5 & UTe, TR IR AT EANIC X 2RI -5 & | CR, PR, % (stable
disease: SD) . M OYHZEDHEIT (progressive disease: PD) (2758 X7,

FBR 20040215 K TF 20062004 TIZAHMEB L. £ DM ORI K OFRFRAIFEME H & 5%E L
7o JRBROEET, PUEBNR, BBIEL LD FINOIEEIE, Wb, K OVRAOREA T, YIkRTHE
K OMIERARE GCTB B ISR 2 AMEDEYI R REIC/ D L& 272, T ORHEEE Off
FrtRix, €Y 2 —/ 5 OBRBROBEBRBERGE IR L, MR T, BT 0 KD
AR IR B 235872 2 72 80 | TRER S M F T BUE S A 2R B (2 BE T L RS AT
IR L2200 T, 72, BHINPTUERG VRO UFEMATIC OV TIL, 5 122 HTEET 5,

EINE 1 AHRER AMG162-B-J201 O =% H A3, BIER AT RE I UIBRANHE GCTB B 2 6 R
T ) AT ORBIIPUIESE IR T2 2 & Th 5, HENHE LK O LM X RIKR B 1Y
& Uiz, ARBROAMEREE R (X, 892840 (CR XX PR) &80t oElE (3%
PR E) . FBIRIZERDN 4, 12, XUT 24 BRI LR L7 gBRE OBIG ., SREICRIT 5%
BINZN 23R O okl OFIG. A G (modified RECIST £:¥4E, modified European
Organisation for Research and Treatment of Cancer [EORTC] ¥, & ON density/size Z:¥E) (23517
D BB 2RO TR OFEIG | BBIIR N E TOWIM. R OZE2h I (RIKEHnEE) |
W T RTORFEDO P TORBEIR, NX—2 T A VRHZEHE L TOEFiT L D S EOFIN
TH ATEERE OIS IR A 27 OEAG, B~ — I — 02 b, JWEAER AR A & 32
U 7= 8B 126 1 2 B 2 r 2 b, BB OHEIT £ TOHIM, R OFRRA SEE2 RO -9
BRE OEIG (RROFEE) & L7z, EARE K OIEERRA O B FHTIX, CT. MRI,
XFBH 7 NA T X 7 a— XA BUNRIETE TGS (fluorodeoxyglucose positron
emission tomography: "*FDG-PET) |2 & - T3Hi L7-, F BRI ) RITSME 2 RBROFA T
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2.7.3 BRERHIAZNEDHE
FI)AIT Z Y —J KR TiE 120mg

E RO FMFEAEC X - TR L 72 GEIEEE 122 THERH),
5l 2 OFRERIZ 1T D E7erHMlIE B 23 2.7.3.1-2 \ZR T,

% 27.3.1-2 AcORBROAEBRERITEETCHRE L-EHAMHEMIER

A H R H OMLE-ST Rl E OALE-ST S E OALE ST
AR 20040215 Bk 20062004 AR AMG162-B-1201

U2 RN BE 9 % Al H

HBIZL) © 2B T Wil OF

& CRBREHE) - - R
R © - - Rk
HHIZERNE ORI P - - Rl
BRGNS 4, 12, KU 24 HFH i i AV
DL b H L - RE oIS b .
F S INS SIS Y€ OE S bt vk
R E OBIL i i a
T RNIUT OEH:
. EAMAR D 90%TH 2 LI E EHE

FaAMIESE O 5% A CTdo - 7=

SO X B 00 52 A Y 4

o3 BELREL A 2 B BT AT o T2 0D e ] 4

A 525 WIS O E R T

fli T, N—=A T A AT

IR E(LERIORHIIZ X 5

FEHGTE DHEFT IR B 7

1/ N\
PR OHEST F T O/ ] Bl (ak—b1) v

VT (RHBRE) A

'ﬁ’fﬁ%@éﬂfﬁﬂ {ﬁ%ﬁé'ﬁ:ggﬂi@ng #7'%,3%\:, #7'%,3%\:,

> & E a S, g Jriag ZIs 7S
i © PRI, ke, BRE (BRIKIAAEPEDB) (RO R D 20)

AE OB S AHE E

BPISFIZk17 5 HRbHOEW] i

BDAAT DR—AF A LU DED - B TRR
74k

PR 2T DOR—RZAT A 205 d
DAY, ) % i

FAroalEE B9 % FFAlliZH H

%5 6 1 A OWER CFRHTA AT S H

oo 1= B E ORI : ik (= b g
N—2A T A CHFICEHE LTV T
T 20 B U D T T A TEHER - R (ak—1F2) PR
FHOEE

AL Sy YR

H{J‘:ngv\? 7 @Al/{t (SCTX\ uNTX, EIJYK/T%‘%EE _ #7!%?\“?

BSAP, TRAP-5b, OC)

BPI-SF = fii B maa Ak (i) ; BSAP= BH 7 /L h ) 7 4 X7 7 X —+E;sCTX = i C-7 1 X7 F
F;uNTX = JRH N-T 2 _X7F K;0C= A RAT 4 H /L TRAP-5b = il A BRI 7 + 2 7 7 4 —¥ 5b

* 3Bk 20062004 O = ZFLAMIE B (X ZEMEFM TH 5,

b A B R PUE S 20 S R FE A RY IC 38\ T, modified RECIST %5, modified EORTC #:%5,  } UF density/size
UL > TR LA (B 122 THSW),

CEBERROREIIL, B GH1H OEMREOHRE 250 2 AW, & OERRIEZHRIUTE 72
ST G DR, BTN A S LT,

4 Statistical analysis plan (6-month cut-off analysis) THE L7-BHT. SUTBIENTIZ T HEHM L 7=,
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2.7.3 BRRHIAMMEDHE
F)RTT 7 X —J K FiE 120mg

122 ZBEHHOREENROBEN

AR 20040215 % 1820062004 (ZFHAAFL SNV HWEERE NI T 2T 7 A~ 7 ORBIOHUIEE %)
REFET 5720, HRFEEHEBIC L - T, U hr AT T ¢ IS U 72 BRI & 520 L
7o REHEEHM DT A o R OFHlE H 2 LA NS d (55 1.2.2.1 HEOE 1.2.2.2 1), iR
T — 2 OHFERET OME 2 BBROFEMT) ORGEFFIEIZ OV TR, 5 1223 HTHRS, &
BUHUEE ) RN B 20052 U 72 Rl OFEFHIFAT R H I 1L, 240 & OfRHTRTNICHEE L7,

B AMG162-B-J201 TlE7' 1 AT 7 ¢ 712, FRFEEERIC X - THFBINPUERE R %
PR L7z, E 7o, #ER 20040215, 20062004, &Y AMG162-B-J201 (6 % A 71> b A 7 fif#fiks)
23T 2 FBBHUES R R OGS Rt 3 RBROFEMIT) 250 L7z, 245 O K& O#tT
TOFEBRIGUEG R OGO TV A o R OFHBEE | W ONTHEEHFiEIL, SE 2 RS R
Wro%a (1221 TH 1222 TH, KO 1.2.2.3 1H) EHRFEETH 5, AR AMG162-B-1201
Fe O 3 SR OFG AT OFEEHRAT ST EIT, 2405 OMTRNCHEE LT,

1221 BEMNRESMHREOFEAE

AR 20040215 B TF 20062004 1235 1F 2 BBAIHUELE 0 R OMAT U7 7%, Bl )5 (FDA
) LOWEIC LV AR AR TERm Lz,

I FRER AR DAL OB 5-A1 K ORI R O i 2 AF3 5720, REELE
EL., YT 5REEZES (IRB) /MSfEEAES (IEC) 2OAREE- LT,
TORRE O FERE & kAT,

PUEE DR K OB OHEATOFAM DD, AF L= T X TOHE (CT, MRL, KT/ X
FDG-PET |Z & %) % kit i BC Mt Uiz, 7Zods, ARHE{EREAMN TI%, Bl X 7 1 v 4,
BAFX Y AR, T EERARERIIIR E LiehoTz,

GCTB (2B U sz U 7= HilEsEs o0 SR O R AL 70 U, HUREE ) R ORI AL HE T d> 2 RECIST
X, EICHERERRIC T D EE O A XM/ e FEHEL LT 5, SRERKARRRL Y O 72\ IS
[X38 % . RECIST J:HECITREM S ey, 97T GCTB B 23 HIE rlBE 2R s 2 & 47
THLITTIERL, e, PUEESRITESE A X0 LITHEE L WGaE b H 5720,
RECIST D& Tlx, GCTB 2k B HUiEE R 25l 72 = & IZIZR A A3 % 5 (Eisenhauer et al,
2009), JEENEE S OGEITIE, TEE A A0 Tidie < MBS ENS MO T A
BT DB (FIRIL) OBINERIE L U CHIIERESRZ2F M2 2 LIXrETH L, 20
72, T 2 SO HUE, J 72 B EORTC H#E ("FDG-PET) }% O} modified inverse Choi
(density/size) JEHMEZIBANL T, BHWGUEGIRZHET 22 L & Lz, Th bz
WBHZ EIZL Y, EEMEOIEEMED RE & L CTORBIEEOE & MkFrE (b O RE &
LTOHO GCTBIRADEE LF Lo, Bied 7 7 uo—F CHIEENRZIHMEI+T5 2 LN T
%o BLED X 912, GCTB T DWW TIEIZN AR HIE B HEDR 43 1T STV 72U 2D RECIST,
EORTC, } ONinverse Choi J&#E% 5 6O 7= Al G 7o SRS/ NSRS HIE A VWD Z & & LT,

Z#E T GCTB Tid, "FDG-PET }2 O* Choi £t % HUESIN RO FHmIC V2 &V 9 51X
20, L L, WL ODDBERIIZEN S | IRISIR OIS A A~ —J—& LT "FDG-PET
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2.7.3 BRRHIAMMEDHE
F)RTT 7 X —J K FiE 120mg

\Z X BEHEAFIHARE T 5 = L R REN TV S, FDG-PET I & % EORTC %h 54 i FE s 1,
(b ERE1 T4 Standardized Uptake Value by Body Weight (SUVy,,) O EEMEZI KX <IKTFL
722 &R LT ER ORI RICE SV TERESINTZLDOTH D (Young et al, 1999)
SUVypy O FHEDAE T 1%, TEHORECLERIEORIAIC L 5 TR T 5, "FDG-PET
(2 &K o TR L 72 AREHEMEDZEKIZ K - T, BRERZ TS 22 L b ARETH D, Zerizer
5%, B EE TN T, SUVy OFEEOIR T & &R~ — 0 — O & OMICAHE 8
NHY, WEEAFHRN TRIFTETH D Z & 2HE LT3 (Zerizer et al, 2012), [FEIFRIZ,
B OEGIRIFFEN D Choi F¥EIX, VLA HENES; (Choi et al, 2007) S UM PA I

(Stacchiotti et al, 2009) (23T, ALFFHEITKT T D ER PRI L O TRIMEAS RECIST L9 $
BN EATRENTWD, ZIUDH OERRIIZE T, W3R HE IRV TS AP OLE L%
HES D Z & OMIMIER RS THY . FERRIERS GCTB @ X 9 2B g OFHliIZ 0
T, FRCEREPOHD B2 BND,

FRUNZNT, LUT OFHIlEAEIC X 2 i BAVR &2 W THIE L7z CR U PR & EFE LT,

«  CT/MRI |Z X Y i & 4 FHl 3% modified RECIST 1.1 £L#E

«  "FDG-PET |2 K& v {\#H& M % 3 % modified EORTC

«  CT/MRIIZ L DIEEYA AL CT @ Hounsfield HAZIZ & 2 % % FE4fi 45 modified

inverse Choi (density/size) #:¥%E

D 3 ODFHMEYER IV, GCTB BEIZB T 5 ZBHIHUIRIE ) 5 2 SR ETAE L 7=,
AFHIZ WD A Y DT VOIS O E T & 3 2.7.3.7-8, % 2.7.3.7-9, KUFE
2.7.3.7-10 {7~ T,

Modified RECIST 1.1 ZE#EIZ L 2 REIOPUESE R 1T, £ 2.7.3.1-3 1T L 72 fFfli v

(Eisenhauer et al, 2009) ZHEVY, ARAGIRZ o ONFEERIR A % 5FAl < HIE L7z, PUESZIR O
EDT- DB AT L L, 24Ot ENAEEEZHOCHIE L, 2B, FiEED
HEBLUELPD & L7z,

% 2.7.3.1-3 Modified RECIST 1.1 sF{f & #
Zh R FE AR A FERE AR A

SE2Z8%) (CR)  TRTOEMNBEDOMK, EHHREL L T XTOHFEREDOHER, T X TOIHEE
T _RTOY NG EOERN 10mm AU 2/ ERZEOERD 10 mm K,
ATl

w4y2%%h (PR) ~N—2ZF A SLD 2k LT, SLD 73 30%
Ll D,

2ZE (SD) B/ SLD 1T LT, BERRZTPRIZ  CR XL PD ITHY LAAWIEEERRZD 1
B9 DM 0 <  PD IS T DK DL EDORET,
AYASTAN

R OHEST (PD) /b SLDIZH LT, fEARZE D SLD  BEFOIFERIRE OB & /e i,
28 20%LA EHER, Ay, SLD O E T
%.) 5 mm uki‘%jjuo

FHEAREE (UE) R 2T VFIZHFELTWENR, 0O R—RA5 A4 VIFICHFELTWER, F0H%
#% UE |Z78 - 7= E RS, UE IZ72 o728 5 2 FEERIRE,

SLD = &ELOF
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2.7.3 BRERHIAZNEDHE
FI)AIT Z Y —J KR TiE 120mg

EDG-PET X1 "*FDG-PET/CT D B2 ANG AT rl HE72 35 6018, SUVyy, & H W TRIE: 2 2741 L 7=,
Modified EORTC &I L 2 BEMTUEE 01X, 2 2.7.3.1-4 128 L7-FHl AL (Young et al,
1999) 1ZHEVN, BEHIIRAE 25 « HIE Lz, 2B, HHRADOHBIIPD & L7,

% 2.7.3.1-4 Modified EORTC s}{fi £t
LD PET HERYIHRZ
FRCOEAFE DIEE AN I 5 B 72 FDG BLY AL, JHPADIE

R N e NS T

PR SUVax B RF DAL (%AY, SUV ) 25, N—RZ T A NZH LT 25%LL B
2

D N—=Z T A ANTH LT, %AY, SUV e DI 25% AT, I A3 25%A
i,

PD %AY. SUV e 25, N— 2 F A ZH LT 25%LL B3N,
BEDG-PET MR AS FEHE T & 72273 o 7=, UL FEME L7-7% UE &M SNT-354,

UE EEWEED 5> b 155 UE LW S, 230 PDICHY LAaWEAaiE, #F

(i AT RE 72 BE AR 28 CHA & 237 R LM E SR WR Y | ME%HES TO CR,
PR. X% SD ®H|EIZTXF . UE & i,

CR = 524:7%); "FDG-PET = 7 /L 4 10 7 4 % 3 7 /L =t — AW B T i W @ 5 ; PD = Ji 25 D 1E1T; PR =
5575855 SD = %73 SUV s = SUV OROKI UE = AR A

CT X% MRI 23 5Hf fTBE 72 55 & 1%, CT Hounsfield L D_— A T A v B O (5
BELER) ZHWTREDOEAEZFEL (CT BOREN) . sERZ W TIRED YA A&7
i L7z, ZOFHlE (LLT, density/size JEYEIZ X 2 RFH) (21X, Choi #£#E (Choi et al, 2007) %
WAL CiEH L7-, Choi HiX, VHILE RIVENEE D EE 23V T CT Hounsfield Bz D21k &
BEDG-PET % % ¥ > DOZAb D LA 374 L, CT Hounsfield H{71Z & % 5 8 O & HLids
R EOBRER LT, T/ A TIMETEEEZLET 570, 7/ A~ T #51CX 5 GCTB
REDOFAK OARALR IR SN D (Tbb | EEMAROA KT ~DE#R), Liz-> T,
AT, HEOEE O (Hounsfield HAZDZ(LRIZ LV MIE) ZFYEL LT Choi A&
WAWAE LT (T7bb, Choi BHELITHOMGEZIFE L) WH L, £/, HWEDOY
A RZEARIZDOUWTIE, Choi FEYEIZHENL U TR L 72, Density/size J:YEIC K D IEARAE OB
OB R BT, 2 2.7.3.1-5 \RTHHEZ W T 2 L DOFEIVHIE Lz, 2B, FEHRED
HELZPD & L7,
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2.7.3 BRRHIAMMEDHE
F)RTT 7 X —J K FiE 120mg

% 2.7.3.1-5 Density/Size E#(Z & % 51
IS TR AE
CR T RTOIEB DR
N2 T A A LT, A X (%A Choi SLD) 2 10%LL BN, X% CT % E (%AHU )
3 15%LA EHE0,
SD CR. PR, 3L PDITHY LAaWEA,
—WRITONEEY A X (Choi SLD) DHEEMA 10%Z#8 2. CT ZED PRITHY LRWEE,
CT/MRI IZ & - THHIHFE O HBLDSHER SN2 5E,
CT/MRI RN ENii T & 7272, XTSI L7223 UE & HIl S i=56, ERREN,
UE BRER OV A XOWPEIZL > TFMTE 20 & WS, PDICHY LaaWEEIE, MU
B2 CR, PR, XJE SD OHIEIXTE 9, UE & §Hifh,

PR

PD

CR= 524 464 CT= =+ £ = — 4 el MRI = B &G (41E; PD = 350t T: PR= 5 K40
SD = %J; SLD = S @O R UE = R 1A

BRGS0 R ORI T2 AR E AL HEIZ B9~ 2 36, Imaging Review Charter (27~
L7z (BEvV=a—/5, #5353 H),

HIE 7 v ZIZBT 534 7 A IRBO BB, EE~DORRREDT —F 7 7 7 b &
T AR T OEOREZRT L -8 LT, 20 4L EOWEREOT ) A~ 7 & EBIGATD
Hg GEEORRERETICHE L7 b D) ZHWT, = he— ek, b
DO 5-BRLERT O EMG T — & 13, SR T OHUEIE ) SU TR B OELT ORI 72 e &
7] UG el B 2 VTR L 72, Zeds. =2 b e — A REOHERE 13, SR th O % 51
WHBENTND D, HGRFHRHE D YR E 28 TE WK O 5T Tt L7z, [Fl—
PRI D a s b e — LEEO g & BRI T OEIgIL, £ E R D FERE SR L
7o

AR AMG162-B-1201 (Z851) 2 BRSO RHM T k1%, SE 2 SRS MATIC V72
AHMEGE LRI C T D, 72720, 3B AMG162-B-1201 TiX, Mg = e — LREEZ T L7
Do Te, BEAIHUEG 2R OFHMm I 72 A5 B I B9 5 #E#MIE. Imaging Review Charter
for Japan Study |Z/R L7z (BE¥=—/L 5, 5 53.53H),

1222 EBENRESSROMBTICHEITSEUMEMIER

BEDT I a—FTF ) AT OHIRGREZTM L2 2 &b BBIRTUES R 272
AR E OBIA (EEMEER) 298 & b, FalhiEdE S L IHIE L KB FUEE S
BOFER LR U RAINEHE Lz, £72. 7 / A~ 7 OFUEE R O ReetE &2 3l 5 72,
R K OVBRFRASFEMIE H & U C, BBIAIHUE SR O F B L ORI ONTIw B otk
1TE COMIMZFHM U7, SME 2 3B DS AENT C O RBAIGUIEE S R OMHTIZ B 5 A0 1R
i1 H 25 2.7.3.1-6 [ICERIT D, 2D DT ORGR 25 3.2 HICEKT 5, T XTOMEK
O—%X, Y 2—/ 5353 (AIMEOPRFERNT) (2R LTz,

R AMG162-B-J201 OZBRHLIEE 2N B9 25kl B 1%, AAE 2 BB OFS T O Rkt
HHE (£2.73.1-6) LEERTH D0, AHFEERCIISMNE 2 SBROFEFT OFEMFE R & & b
(2. YE%ARER N O 3 BB IBNT OFE B A2 3.2 IR T 5, ZNHDTRTORE/R R

16



2.7.3 BRERHIAZNEDHE
FI)AIT Z Y —J KR TiE 120mg

EiX, TV a2—1 5353 (BMEorEMT) (R LT,

£273.1-6 FEMWRESVHROBFICETH5EMMTEER: S E 2 HERGFSHET

T FBINR 2RO T RE OFIE (BBNZRER)
il R FREIF OFFHc I
FBIIR E TOHIM

FEIZRD A 4 B LA R L 7= g o E1 4
FEZFNAS 8 W LA Rt L 72 B 0B
EEMZZNHS 12 BRI L. ERRE U 7B o BIS
FEIZRN AN 24 WIELL_ERMGE L 7= s o E1&
fES = b v — Ly 12 BRI LA ERSE L - 4BRaE o4
BHEED BRI EA W THE LIZBE L. 55 DML W =i BRI
ESETHE LA, BENED 2RO I gBE O BEEIS OREFHER
PR . &6@5Eﬁ%$%%wtmﬁw%%®%%ﬁ®%é
B 5P B FIFE 2 F W T2 IR O T £ To M
%%@6Jﬁ%ﬁ%ﬁwtmﬁﬁﬁ CESE, BB RO TR L RO o T
%%@ﬁf LIF oA &)
TRBR AT RIS W U 7= B PR B9 281
o WHOAAT (RBOEVRS, BHAOEELE, KO L DHEREREE) & OER K
A a7 Ol (WIS RER 20062004)
BHOEVHAD AT TIN2RA 2 bLLERD LIgBE 0BG GRER 20062004)
BLOEWFADZAITIN4RA Y T THo=WEBRE OHE GABR 20062004)
BEHOEVIRAD AT 2 R A > bUL BB L7245 o%E GABR 20062004)
BHOEVHAD AT IN4RA > D EBBZI-RE OEE GRBR 20062004)
BHLOEWVFEALADR T N2 ARA > ML EBAT 5 ETORM G 20062004)
HHLOEVIFAD AT N 4R A > A ERADT 2 E oM GER 20062004)
HHLOEVIFADAT N 2R A > A EBEINT 2 ETOHM Gk 20062004)
BHLOEVFADRZAITIN4RA > b EBZDETOHM GUBR 20062004)
BURH A 2 7 IN_R—=Z T A VO 2R A 2 B LT BRI I 3 R A > MELEICE
b U7 pkBrE oEla GRER 20062004)
. PRI A 2T RR—RA T A VEEO 3R A 2 ML SRBHIMTIZ 2R A > FELTICE
b U= oFlG GRER 20062004)
8 5B FHMNEYE (modified RECIST 1.1 #5%#5, modified EORTC 45, % X density/size £:4E) % V725
BRI L2 RBNZENE & blo, FiMliARE D & O RBIIZENI OV THRT,
EORTC = European Organisation for Research and Treatment of Cancer; RECIST = Response Evaluation Criteria in
Solid Tumors

B RAAZIMEOBEZL D 7= 0 OREHEHTRHE - FEME (22— 50 % 2.0 i)

1223 EBEHONEBRDROBINICE T SMEFE

FRAPUER R ORI 31T B T IERER A7 b 0 & L, IEUREIX T e o T, FME
2 FRBROFAIRHT COMEEEMIIEL, B 20040215 ORI — 2 OH v FA 7 H (2010 4
AR EFCaEShzT—% L B 20062004 DI FHE S 407255 3 8] RARHT
DIy bATZ7H (201143 H 25 H) £ TIANEINTeT — % &2 iz, RFEITUIRRE IR D
fEMTRE T, B — b T8 GRBR 20062004 Dk — b 1 KTR2) KOME %~ OkBRZ L 0
FERE L BT, WRBROT — & 2 0FE LT OfE R 2 m 3, RERERRE OLEMIZ OV TH
[FIER DT 2 Ik L7z (BRUBR 20062004 D 7r), L k1 AT T ¢ T IRER T — 2 DIV K O
i, WIEER CRBRICINME LTz, Lo > T BEIRGUESZI R OMHT O 7= 12 2 bR O
T2 EFETHZLITEYThHDL EB LT,

FRRIGUET ) R OMRHTIZ 30T 5 A MR HIE B OREHFiE & % 2.7.3.1-7 IZEKT 5, 7 E
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2.7.3 EREREIBENEDBE
F)RTT 7 X —J K FiE 120mg

X, Y 2 —/L 5 OEEERIAEDBEE D 72 OFFHET a1 R Uiz, B8HUIEE ) F
(2B 2 MEFHARAT S HIR T, TP FE AR ) D 52 AR U 7 R EEANRS R O MENT % SERE T 2 T e
E LT,

AR AMG162-B-J201 OEH{GFEN TiX, FANIFIHRISNZZ 6 v H B >y NATtro T » M4
78 Cl =R AR 7)) kv n2sAny bxoiony bA7H QlER AR B
FTCINUE SN T —F 2 T, 3RROFAMIT TN T —F &, L AT T 4TI
IAE U 7= 3051 20040215 K TY 20062004 DG T — % % A=, REOHUIEE 2 R BT 2 Al
WA Oftr 7, ShE 2 BBROFE AT & R U 55 (R2.73.1-7) & LT,
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2.7.3 BRERHIAZNEDHE
FI)AIT Z Y —J KR TiE 120mg

£273.1-7 BBENRESNROBINICE T LSMETFE

FHEEEB O - .
L ATt TE Ik
T KB 2RO T-HREFEORG  HHEEME L O 95% CI % 24
(BB E)
BilR BB E TCOHMMBOEBN 4T 2560, USNEB (PRl 25 LOVT75 /3—
ZE5H O R e & A JUAE) @ Kaplan-Meier #EE MK OFiH] 95% CI
g Nan
FRBWIZZN 4, 8, 12, KOV 24 8  HHEEME K ORI 95% CI % B
LA E e L 7= b o EIS
BB ROT-WEBRE DR BBIAIZEZNTEIT % Kaplan-Meier 1 X hFAEL DR
HEORFEHERS (6 » ARINR) WEHERS K OV R CT % 249
JEE 2 b e — U 12 LR HHEEE K OV 95% CT % B
e L7=#brE OB &
TR AR T ORBEIFENOWERFE  CR, PR, SD, PRE L, KOSD L EOMHHAEEME &L O
DOEE MfHl 95% CI % BEH)
EAETT F T O ZET AL, WP (PYefE, 25 ROV T75 X—
& A JUE) O Kaplan-Meier H#EH & ONi{R] 95% CI
HEH

Z DOMOLRRFHEER R : & 5 2FHlIENE R W7o BRI D &  FEIRN 2RO - E L8
7RI TR

TRBRFAL AN 2SI L 72 BRIRAD A LRt B 2 25

MG B TR E OEIE

AR 20062004 M OFAER AMG162-B-J201:

JAHADAAT (b OEWEAR b E2 TN

FrDFEJEE | ] O AT & DS RERS

=) 0%k

BHEOEVFLD R T T N2 R A FRE &2

v ML B Ui sRE & B O

EVEL DA AT N 4R A 2 R

TCTH - RS OEIE OREHE

#%

BHEOEVFLD R T TN 2R A FRE &2

v NDL RN Uk & b O

EWRLDZA AT NARA YV N

HB 2 TR B D EIE ORISHER

ROLOEVRHDRA TN 2RA ST 55A1F, R0l Kaplan-Meier HE i & &% OVl

VR BRI ECOMBIXIE M 95% Cl 2E T

BFHOEVELDRAIT I 4 KA

v RUATIC 22 5 TR

BKHOEVRHDAATR2RA Y 4T 55A1E, T RO Kaplan-Meier HE & & & OVl

ML ESINY B £ TOMM TR M 95% Cl = H

HLOEVIRBHRD A AT HRN4RA > b

iz 5 E TOHM

BRI A 2 7 OB B O 38 A RN i R

a7 WEL LI=RE OBIEOR

REHERS
Cl={E#EX[}H]; CR = 5£4228%)); PR = {53 &%), SD = L 1E
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2.7.3 BRERHIAZNEDHE
FI)AIT Z Y —J KR TiE 120mg

1.3 BAHUF@ET VA o OBE
T LAY x 4T, GCTB BE x4 L LT 2 >OEBILE ., FSh. B, 8 1EER
B 92 Uiz, HifIMR (FDA %) & Otk ARG o 72 D BB USRI B
DML LTV b r AR T ¢ TR B 2 i L 72, GCTB IZ-DW T, s L 7= 3l AL e
MR, ZZTHENL, 7/ A~ 7 OFBHITIEE R 2T M 57290, 3 DO AL H
oo T OOMST U 7o iR o0 2 H 191, 453 ALY (modified RECIST A% modified EORTC
FE MO8 density/size JE#E) & VT, GCTB BF IR T 2 BEIMPUEE R 2342 =
L& LT, BIREBIL, BBIMED ORI &K OFiett, 80230 E CoOMIM, WO
oy hr— L EZFiiT52 L & Lz,
FERAENERAGT A > OB Z DL TFISRT,
2 OOF MAHRBR O W TN T b | HERE RENT I FE 3 2 8 E O BFE LM 2K
THHDOTHY, et LIoBRERIL. ZOFENREERLE L TUIHRKRTH D,
AN U 72 R R X o C 2 BB T— B L7723 -l 217V, BT 0 SR 0 OF & T
ZA[Re & L7,
T ) A= T DEBEGUEG IR AT 572D, 3 ORIl EEL Az,
1) Modified RECIST 1.1 J:¥8i3, HUERA R OFHN & L CTHeN. L7-RHiliEETH Y | &
R 2 3 1 B BT OV A g/ NS EHETH 5,
2) Eﬁ%ﬁ@%%%@ﬁﬁfié%_\m@%ﬂ@ﬂtﬁﬁ(W@Gmn)&@
density/size JHEE H e, TNHOREHEIZ LY | RBRNEHEOZE( EEEEE O LA L
WO RRLT T u—F THIEER AT 5 Z L2 rRe s L,
3) &5 HEHmEEE VN i RO R & OVl &« OFHmALNE = & DRl 2 S5 L,
A I HUIEIEE 200 SR 2 A L 72,
HE T B RZBIT DA T A JREEO BIRFRGE, SEEA~DERR EDOT —F T 7 o
FeT ) AT OEONREZXHT H—B1E LT, 7/ A~ 75RO 2 A
THEB =Y e — VREARRE L, 8 OIRFRGE b om0 L7z,
ZHBRTH 50> COBIE L TG 20O FHMAS R, SZ U 72 B EEmIC 55 < BBl
PR D R BE T 2 OF AT R 2 AT Db D AMET — 4 & LT,
R AMG162-B-J201 123651 2 BBIFUEE N R 27T 1 b Bk & Fkk & L7z,
7272 L. 3Bk AMG162-B-J201 Ti&, = ha— LBEARRE Lo T,
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2.7.3 BRRHIAMMEDHE
F)RTT 7 X —J K FiE 120mg

2. E<OHBREEDELN
ZER 20040215, 20062004, TN AMG162-B-1201 OFE R OERK 2 FNENE 2.1 H, 522
TH, 230, KO 24 HIIRT,

2.1 5{E& 20040215 (4\EE || 1HEGKRRER)
B UTYIRARE GCTB BRE 2518 L LTTF J A~7 (AMG 162) D4 K O ok
% FI T % IS ML R AR 11 AR

Ak

B 20040215 1, FREUIUIBRAREZ: GCTB ORRANBE Z x5 & Li-IFaHR, H—RE 6
MR CTH D, ARBRTIE, T/ A~7 120mg Q4W O FH 52, B8 HEUH 15 HD
120 mg A& 52 M -5 A r P a—n & Lz, KRBO BRI, A GCTB BEICH
F27 7 A= T OFESRR (B A SO TG AT K0 HE) MO 4t 2 Rl
T2 & Tholo, FEFME B PSR & Uiz, YaxzhRid EARL D 90%LL E ik,
SATHEFFARIZ o5 0 5 B OEIE 7S 5% A0 OS5 & I XE MO ERRE R, b D WIEE 25
W E TICEGRAE CIEREOEIT 2T TR L, L ER L, ZaMEIT A EFLOMHE,
BERE . R OVESERE, W NGRS B2 & > TRl L7, & OO EIR & ORZRIREmIE
Hix, B~ —F— BREROAKRIEOMER, BRNARRME. 17 7 A~ 7k, I,
2T ) AT OERWEREL LTz, £72, T/ A~ T OB E% 2 ERM, ZatT—4%6
# AR CIEE LTe (Lt BERREN) .

R

BEt 37 4 OFFEIUIYIERAEEZ: GCTB O BH PARBRITHAAN DAL, EHERHF 2 1 [RILL
LoF ) AT B EZ T, EEfpfrcix, T2y v47 Qi Ef AR oA
THIWEDRIR 2 % & DTz, AIVEORHT I REINIMAAN BT 354D 9 5, 85.7% (95%
BRXHA] [CI : 69.7~952) THUMESGZIRNS A BT, 50 2B EE AR A T — 2 2355
7220 4 TlEEE (100.0%) PhRHERELET- L, BGRET — % OIS EFHE L
T2 1541 10 44 (66.7%) HNRHERAEZ - Lz (B 730, & 2.7.3.7-4 KU 2.7.3.7-5),
BRI K DA DO REROEIE, FEFARE B O R & —8 Lz, oL,
T XTI E AT 4+ A7 53— MEREICO D LT —EH L T\, 7 LT F = HIERT N-
7 1 ~X7'F K (urinary N-telopeptide corrected for urine creatinine: uNTX/Cr) M OMILjEH C-7 =
R 7F R-I (C-telopeptide-1: CTX1) 135 5 WL, —H L THfl SNz (RXR—=2 T4 0 HH)
80%H) . T DD B ~—H— (BTN H Y 74 A7 7 % —F [bone-specific alkaline
phosphatase: BSAP|, A AT AN RONEARBRKHWERYE 7 + 27 7 % —E 5b
[tartrate-resistant acid phosphatase 5b: TRAP 5b]) g4 L, MA@ L TX—2 71 %
THo7e, 77 AT ORGIZE T, Ak, IWEMOBER, KOBKIARMENTRD
Hivlc, ARG/ TR B SE), MiFHT /2 A~ T7RE N7 7EO LI K O B IZY)
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2.7.3 BRERHIAZNEDHE
FI)AIT Z Y —J KR TiE 120mg

R EZOK 25 THY | ARG EZ M TBREA TV 2 — M k> T, RHREENRG%
1 % A CHEMEE THINLEZ LRI,

37 4 D BFIRAE DN BVEDFRIT R GAE RN & 7, 21 A3 2P BERR AR IS BT L.
RZARMEOBBFHEMNOS RERICE e, LTI, Bt o104 11 A 1) mes
TOREMDRERZ £ & DT B 20040215 1BBRISIEH S & LR AT ) . SBRII T 89.2%
DYERE T &b 1 HFOFFEFERNHB LI, R X< RoncAEFELRIL, E'@’Eﬁﬁr
arthralgia, B back pain, M OMUMEJH pain in extremity TH o7z, 94 (24.3%) TEE
AEFRGZNRDONTZ, 104 (27.0%) TCTCAE Z'L— 3, 4, XiE5 @ﬁﬂé—%%!znﬁ,b
Tz, 1 LN EVET ST malignant neoplasm progression D722 L, 24 (5.4%) 23
HEHEGOT-OIZHER A2 IE L7z (Iifs% metastases to lung: B#7e U 5AEBE5E osteonecrosis
of the jaw [ONJ] : BIEH V),

LEMEOBHFRENM T, 57.1%08RE THEFLZVBRI L, BRI RonzfmE
FHUL, /KT muscular weakness, 1Ml anemia, PBIEiJE arthralgia, & OVELLs nausea CdH
o7, 64 (28.6%) CTEEMLRAFFRPWME SNIZ, 64 (28.6%) TCTCAE 7 L— K 3, 4,
L5 OFEFRPEO bz, AMEF., 54 OHERFE N LT L (5 >l iA4 cardiac
failure congestive, FMHEEST disease progression, [ifitisfs metastases to the lung, M OV MEAANR
ventricular tachycardia) . 24 (9.5%) DNHEFEGLOT-DIZRERZ P IE Lz (BREETT disease
progression, fifi#if% metastases to the lung: W94 H B L),

FRBRIAR ST A O BRI . KA v T AUE hypocalcemia D78 5 F 5 I FER
DO, K18 1 AMOEERIZ, ONJ LHIE SN FLRM 1 4 TR Lz, R
il R S B A ) ] R B R R M B I DS 1 X e o e, PRSI miG R v
LR OB ERE | BRREMEOZICITZED b oo, A ZAY A o ~DFEE%
AT EIIBE IR o T, LT/ X’x’f?ﬁﬁi@*ﬁﬁ%ﬁo TR, U7 ) A~ T HUk
MDY 1TFRD BRI T2,

faam

7/ A= T7 % GCTB BTG LSRR, BIFa~x7 4 v bV AT T a7 7 A V)N
BINTz, T/ AT &G L GCTB BE TlL, 1BHRDNE L OVEREOMEINFE 0 Hi,
BARMIZRIFCTH -T2,

2.2 5 E% 20062004 (4VEZE || HBEE KR ER)
GCTB BE AR L LT-T /) A~ 7 O EM S dL[EH 10 AR

Hik

Bk 20062004 1L, YIBRAAEZ: GCTB SUTUIBRAEEZ: GCTB DN FEE K OVE S D il L 7=
RRFREZNG L LTEITTR OISR, B8, FUHERRTHL, ARBRTIX, 7/ X
~7 120 mg Q4W DO FHF 512, B8 H LU 15 HD 120 mg At 52 Mz 7= &5 A r
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2.7.3 BRRHIAMMEDHE
F)RTT 7 X —J K FiE 120mg

2=V L, D3SO akr— haEfA AN, Thbb, adm—k 1, Bk ok
RHEZ: GCTB B3 (fl: 1U'E XUITHBEHED GCTB, & D W difsk /e EOZRMEREEZH 9 5K
F). adR— b 20%, UIBRAREZ: GCTB 2 F L., BEOKRBIENIRD FIF (Bl BAEIUIER, +
O, U RIE LN OFERARBRPICTEINTNDHEE, ah— b 3F, AR
20040215 2> HBAT LW & Uiz, ARBROBIL, T A~ 7 RG5O L2 Z M+ 5
L Thole, ZEMIT, AFEFROME, ME, KOEEE, WOICHARAERERETICX -
TEME L7, BIREOERBMIT., 7/ A~ T RGO ELZTET5 2 L Th o7, BIREE
fiEE B, 22— 8 1 TIIRBOEITE TOWRME L, 24—k 2 TIEE 6 » A DR THFI
DHEAT S 7e o TR E OBIG & Uiz, BRBIIREMIE B 1L, B AR A2 D R,
K ONRBR B T ER ORI X D BRI A M E Lz,

R

2011 4F 3 A 25 B (SEAMCEHE S U725 3 IR f#tr » A7 H) £ TIZ, 286 4 OHER
FSRBR 20062004 (TR AT BT, 5RBR 20040215 2> HBAT LT-WBRE O 9 b 4 4%, LA
PEOBEFREMICEBEMAAN DTz, BLURICR TG OMITIZIZE Tz,

adR—h1 (n=170) Ti%, 1ELPLEEGE SN2 169 4F 6 4 (3.6%) 7. IRBRE(LERNC
X o TRBOHEIT L SNz, RBOETE TOMMIZFREICE Lo Tz, IR —h2

(n=101) TiL, 6 » AL EFEEG- SN2 71 44 64 4 (90.1%; 95% CI: 80.7~95.9) T, # 6
# B E TICFMTIIAT S 20> 7o RPRIIT ORI T, 28—k 21280 T 1 B EES
ENTWERE 100 4D 95 904 (90.0%; 95% CI: 82.4~95.1) TiE, FAMIT SHieh-7z
(74 4) . N— AT A CERHCEHE L TWE R L D SBEOFIN AT S e (1644), =
=R 1 &2 20T, IRBRETERMSRE Lok RN SD UL ETH - -1, 252
£ 2504 (992%) Th-o7= (CR25%4 [9.9%]. PR94 4 [37.3%], SD 1314 [52.0%]),
adk—h3 (n=11) TiX, RBREEEMAHE U2k BOEL PR OYERE N 2 4. SD OHf
BREN 9L Th oI,

AT FTRE 72RO < Tl 7/ A T EGIZ L o TEONITH AN YGE LTz, X—R 7
A VIRFIZER B O EVFAD AT 82 7 A » ML ETHh o 7o RE O 31.4% TlE, 581614
LABLIAIZ, BIRIIICEROH 55 b O EVIREADOD (b O EVIFERD A 27 BRR—2R
TA B 2HRA Y MU EDORA) BBEDH LN, Flo, ZHHOHERE D 50%LL ETIX, &
5 3 K O O O R CERINCE RO B 55 b O EVWIFA DD 03588 D, JiHD
S, MBI o7z o TRk L7o, “FRERIEA 27 1%, SRBHIH 428 U TR o 7o
7o 2ARA L REAT), WAOBGET, SERIEFEHOHEIMIEAE LD TIERNEER DL
M7=, 7235, patient-reported outcome (PRO) FEHTHIREMITINT, N—R T A VEEO N HE
AR LXUIDETHY . WITNDOREERE R TR AEAA K (Ra7:3 K1 h
B) ERICBAT LI-BE OEIG I, 2WBRE D 47% U T Thotz,

ARE 281 L OWEREN 1 BILL EOT ) A~ TG 2% 72, 84.0%D#EH#F Tl Lt 1
HOFERELPHEB LT, Wik L < Ao aEHSX, B arthralgia, 99%% headache,
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2.7.3 BRRHIAMMEDHE
F)RTT 7 X —J K FiE 120mg

HLL nausea, L OV fatigue TH o 72, 25 4 (8.9%) THELRAEFLNRD Hivlz, CTCAE
L= R34, XE5 OFFEFROFBEL178% Th o7, AR, 14 (0.4%) 2SR
A4 respiratory failure D72 DIZFET L, 134 (4.6%) DHEFLODIZRBEZHIE LT,

154 (53%) TIEKA/L v D AJE hypocalcemia DFEHRNRBO 7223, HEZRH DX
2 BEPILICE S T2RFE TV e o7, ONJ LHESNIZHERDE 34 (1.1%) THRO
Hiv, ZALENEGBRMG K 13, 14, K20 » ABICHEB LTz, 54128\ T, #Bhic
HEVETIESS bone malignancies X IZJRZEADHEST disease progression 23588 HiL7z, 2 4 1% GCTB
DM L 72D EE 2 Hiv, 205 6 1 ATl E ORI REE & OBENRE S L, 7%
D 34 TIE, IBRBEEEMD DR SN B RE ONFZ OB 2B % 2 2 & | B Rk
BOREB TRV EEZ b,

T4y b A7 A ETIHAAN BT RBAERRE (18 ATl 12104 &P 7rinoTz
IR KRB BT 2 ZEME R OFIIMEDRRIT, BRABERE L FRTH -7,

+ =L
EA aff

GCTB BEIZHB T DT ) A~ T OIEM IR CThoTe, 7/ AT O T v 7 7
AT, ZTRETICHRSINTET ) A~7 20mg DL 7Ta 7 7 A LV ERETH- -, 1R
BREATEANC X 2 BB OREBOFMOFE R, IR OEIT 2B 7o 13072 <L 2 < O
FCRIE L= T A &z, BLEoZ e, GCTB BEICE T 5T /) A~ 7 DK
HIRE AR S LTz,

2.3 EER AMG162-B-J201 (BEINE || }HEGRRER) : 6 n BH v b4 D8
GCTB B A %t5 L L= AMG 162 (57 A~7) OIESHS iz 53 11 0K

Hik

AR AMG162-B-J201 (%, LIBRFIHEZ: GCTB UFEIFRAREZR GCTB DAL K OVEHE D3 AR
RUTRHERE 2R L LCETT OISR, B, FHNHERRTH D, AT,
T ) A7 120 mg Q4W DEL N 512, 5 8 H KOV 15 H @ 120 mg A G- 2 2 7= % 5- A
o=l Ll KRBOFEEMIL. 7/ A~ 7T ORBHIHIEES R A2TMMT 252 & Th 5,
S EhRE K OV B OFHIIZRNR B & Uic, ARBROA MR A 13, BB 25890
TR OIS (FEIHMIER) . REINZE 4, 12, T 24 BRI ERE L7298 o F)
A BRI 1T 5 FBINZE R 2RO TR E 0BG | FEGFMIC ST 2 BN EN 2589
TR OEIGS . FBIEZE TOMIM, KOZEMMIM (BIRGEHEEER) . WS X TORE
ROPTORBEE, AT OZEb, BRE#~— I —DZ ., KOBKEARMELRD T
WpE OEIG 7 & FRBFHEIER) & U7z, FEEIHRZA O BifgaHii L, CT, MRI, % O} ""FDG-PET
2 & o T LT, BEMTUEE ST RGN T, 3 DD N (modified RECIST
FEME | modified EORTC J&¥E, K TN density/size £5%E) (2 5 - TRl L 7=, SEWEHREFEAMIE B 13,
MiEHT /) A~ TRE T 7L L, Z8Mkix, AEFROME, HE, KOEEE, T
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2.7.3 BRERHIAZNEDHE
FI)AIT Z Y —J KR TiE 120mg

(ZERAR R AR (2 XK o TRl L 72,

R

2l =l A P FRCEES NI 6w Ay FATE) ETIC, 17 ZAOHBRE DR
AMG162-B-1201 [ZfAA AN S AL, BHERE S 1 B EOT ) 2~ TR E2% 72, 2D 5 b,
134706 5 AU EOT ) A~ THRE 252177,

&b b LM EE W o ik BEERICHED S BEBIHZRA=R1T 82.4% (14/17) TH Y, i~
OFHmEYEC X 2 B EIFEZFRIT, modified RECIST J:7E T 29.4% (5/17) ., modified EORTC %&
T 70.6% (12/17). density/size FEHET 64.7% (11/17) ThoT-, FBHIZEHN 4, 12, X
24 MR L2 B OEIA 1L, FNEN85.7% (12/14), 83.3% (10/12), XIX 100% (7/7)
Th o7, I BRI TS < BB BN ROREEHER (25U T Kaplan-Meier 5 THEE T 5 & |
F25HT8IA%TH Y, &5 HFHMEEE A\ - i B RIS < FEINZED E TO IR
DOHRAE (95%CD 1£3.0 5 A (2.9~3.1) Thol, o, HOWLFHIEREL AW KE
BHRIZE D CRIZ 17.6% (344). PRIL64.7% (1144), SDIX17.6% (34) THYH ., W
FEATG FEHE ST DTN OFHEIRE R T8 PD &HIE SR 1R e hr o 7o, TRRE(TERTYH]
Wr U 7= BRI RO 21 75>%:E'fE>WJFx’%ﬁ%®% 1% 82.4% (14/17) ThoT-, FHAHOLFZEL

T, UL EOWERE C, 5 S ELBICERNICERO H 5 5 b O EVWVIEAL DD TR 5
iz, 2, BRE~—2— (UNTX/Cr) 1356 5 Eurﬁnmpﬂﬁﬂ%ﬁﬁmﬁ 80% DN FE D &
N7z, =DM ERH~—— (CTX1, BSAP, A7 FI/v> RTNTRAP 5b) HiE L,
R Z B L CR—2A T A & FElo7z (FATH AN OF 5 HEHRLS), ARERERK
T (% 5) . MIEHT /7 A~ T IREONLEE K O gl ic%)]@%%%u?&@n‘ﬁ 255 THY
ZOBITFFE—E Loz 0D, HBHHZ 1 » A TEFRREBIGELZZ LRI,

17 %/}:éﬁf“i@ﬁﬁﬁﬂﬁﬁl caEn. 6 x Ay bA7H Qi E AR P =

TIZ, 164 (94.1%) THR< b 1 HHOREFLNEBLL, 24U LIZRBO N AESF
5 (10%Lh EOWEERFE IR EL) 13, SIFHEAZ nasopharyngitis 4 44 (23.5%) . {ESFERAL G injection
site reaction 4 44 (23.5%) . 5= malaise 4 4 (23.5%) . ffth dental caries 3 4 (17.6%) . M
ek cystitis 2 44 (11.8%) . FEN pyrexia2 44 (11.8%) . LUV nausea2 44 (11.8%) Th -
7z, EERAEERNRILIWBREIL24 TH o7, CTCAE 7' L— R 3 T4 DFEFS:
232 T HEL L, I pain X OV pneumothorax Tdh 7z, ELITFRD LT, HAEFRIC
& o TRl A P I TR ER 52 P 1k L7203 1338 b o 7o, ARV 7 A iE
hypocalcemia DFEHFLRIT 1 HITRD LI, FHFEHE, TEZOFEFLTH -7, ONJ &HIE
SN A ERER TFHRIF MBI b o Tz, iEF Ly 7 AR D%
bz BrE | BRREOEICITRD SRR To, /SA BV A DB R I35
SNIRInoTe, PUT ) A~ T HIENEHEDOHIRFE TR S e h o7z,

Lt

T ) AT DK% F7- GCTB BB 17 4% 14 4 (82.4%) TEBIHIENNED Sz,
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2.7.3 BRERHIAZNEDHE
FI)AIT Z Y —J KR TiE 120mg

ZOMDOEYIEFAEEE Th, 7/ A~ T O RBARMED /R ENT, KRB TOMERT 7 A
~ 7RRE ST 7EX, FCAE - ARICX2MORER EFfRETho7z, HAN GCTB EH
WZBT DT ) AT OREMEITMARIFTHY | BT a7 7 A Wid, TvE TICHEZR S
727 ) A7 120mg QAW OZ TR EREO T a7 v AV ERETH -T2, LEDZ Enb,
GCTB BHIZBIT 5T / A~ T OEWERIIERP RIE S Lz,

2.4 B AMG162-B-J201 (ERNE || 1BEEKRRER) 12 n Bhy A DT
GCTB & Z x4 L LI AMG 162 (F 7 2~ 7) OIFSHmELHzRLm 5 1 AR KRR 5

Hik
%23 IR LT,

R

2 = AP EERnCEE SNz 12 p Ay AT H) ETIS, 17 4 OBERE SRR
AMG162-B-1201 [ZfA AN B AL, BHERE D 1 B LEOT ) A~ TR E 2% 72, 2D 5 b,
1045129 AU EDT ) A~ 75 %%F1, 25 Ay v47H H# R, 1AL Y
TI)ASTORGEMIEL, 16 4R BREMET Thote, I, T—F v M T LR,
2 = A BT S5 1 ABRBREOT ) Av T @i&%—i%tﬁﬂ: LTW5,

o B W] L R YE 2 ot B RIS EED < BRI HR1T 882% (15/17) THY ., %
OFHmEYEC X 2 B EIFEZFRIT, modified RECIST 7T 35.3% (6/17) . modified EORTC %&
T 82.4% (14/17). density/size FEHET 70.6% (12/17) Th o7, BEIEMN 4, 12, T
24 AR FReE L 7-9E OEIA1X, 2T 88.2% (15/17)., 82.4% (14/17), X% 86.7% (13/15)
Th o7, I BRI HS < BB BN R OREEHER (25U T Kaplan-Meier 5 THEE T 5 & |
5525 T 82.4%., H 49T 882% TH V. & b LA F e ik R RIS Kl
HIZE8hE COMFE O IAE (95%CD 1£3.0 v H (2.9~3.1) Tholz, £72. 55
LN BRNRICE D CRIE23.5% (444). PRIZ64.7% (1144). SD L 11.8% (24)
Thole, HHWDLFMEEZ IV TEBIZEZDIDNRO LN 154D 9 b, 1 4 OHERE D
Z D% PD LHE STz, Fiz, flx OFHIENEC X - TRBINENDOHZIZ PD LHES L
PBRFE 1X. modified RECIST £:% T 0/6 4. modified EORTC T 1/14 44 density/size 7T
1124 Th o1z, 6 DFHIIHENELZ TV CTEBIFIR DI PD &HIE SRS Ti
CT/MRI\Z XV FHi7-729R2 (B EEMIEAE glioblastoma) 23FRH LA TEY, Z DR
?%El:ﬁﬂi Z OWERF A PD TiX 7o EHIE L7e, TRBREITLEER AW U 72 BRIRAIA 28153

%mt%ﬂz%ﬁ%@% 1%82.4% (14/17) Th o7z, WMAOUGEIZE L TIE, FELL L OPkER
%“C‘\H%S W} OV D ORFHGIRE S CERINZE R DO B 2 e b O EVWIF A DD 3580 b
7oo Fiz. BRE~—F— QNTX/Cr) 135 5 Hufﬁnp@.ﬁrfﬁﬁ# TR 80% DA 233D B
7o OO ENRH~—F— (CTXI, BSAP, A AT 4B v KONTRAPSb) i L,
BRI ZE U CR—RAT A & FElofz (FARATA I DF SHEERRLS),
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2.7.3 BRRHIAMMEDHE
F)RTT 7 X —J K FiE 120mg

17 4 2RANZEMOITIRERICE Eh, 22 A0y 470 Qe AR =
TIZ, TXTOHERFE (100.0% [17/17]) T1HULOFEEFEFEIRO bz, 2 4 LRI
D ONTEAHEFRLE (10%LL EOPEBRE IR 1L, SMHIAZK nasopharyngitis (29.4% [5/17]) .
MG dental caries (23.5% [4/17]1). A > 7/ =¥ influenza (23.5% [4/17]). PESEBALANG
injection site reaction (23.5%[4/17]) . #5758 malaise (23.5%[4/17]) . .0 nausea (17.6%[3/17]) .
FEEN pyrexia (17.6% [3/17]) . BIEIf arthralgia (11.8% [2/17]) . BEIEZE cystitis (11.8% [2/17]) .
SAJ% headache (11.8% [2/17]) . tiJE 4% periodontitis (11.8% [2/17]). %W pneumothorax (11.8%
[2/17]) . XUV toothache (11.8% [2/17]) Toh o7, EELAHFFGENHEL LI 1X
44, Cholz, CTCAE 7L — K3, 4, XIS OFEFHN4LIREBL, 71— R 305
pneumothorax 732 44, 7 L — R 3 DI pain, XV L— F 3 OMRBESHdE glioblastoma
MWE 1L ThHoTo, EEIEFRD HNT, AHFFRIC I - TR A P I UTIRBREEE 54 Ik L
BB IR D IR o T AR V> T AMUE hypocalcemia DF EHGT 1 4 ITF8D H AL,
FEE, PEEOFEFRRLTH o7z, ONJ L HESINT-AEFEFRLIIRD LT, Bl vk
PR (FRBZEHAAE glioblastoma) 7% 1 A ICERD Lz, MIGH LT 7 ARV v D%
b BrE | BRREOBICITRD SRR To, SA BV A DB R I35
SNRnole, Pi7 ) A~ T HUERDBGIEOHEBRE TR O bR oTc, 129 AT —F 1y b
Z4 7 B LRI AR B EEHIEAE glioblastoma 2 5B L 72 1 4 23ikBh K ONEBREE D& G- 2 Ik L |
Fio. 1403 0NI SHE ST,

+ =L
EA aff

T ) AR T DA% 72 GCTB & 17 4% 154 (88.2%) THERBIIENDFE O BT,
ZDOMDOEYMEFALEE Th, 7/ A~ T O RBARMEP /R ENT, KB TOMmERT /7 A
~ TRRE ST 7EX, FCAE - ARICX2MoRER EFfRETh o7z, HAN GCTB EH
BT D7 ) AT ORAENEIMRRI TH D | AT I W T IR E SN2 Y X 7 1358
Dol hrole, £, 12 8 Ay N TN OREFRIE. 6 » Ay MA TIRT OFEFR & K&
IREVTRRD DR o T,
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2.7.3 BRRHIAMMEDHE
F)RTT 7 X —J K FiE 120mg

3. £HEBRFE L COBRDLLE & EtT

ATETIE, RBR 20040215, 20062004, } N AMG162-B-J201 (6 % A v b A 7fiffr) 128
T 2 BBIIHUES N R B 2L U 2B R O R 2 ~d, £z, AARRICOIBR ATREZR
GCTB & T T 57 /) A~ 7 DHAMMEDRIRZH 3.3 HIZ, FBINHUEL 2N R R 2 5
T 2 EIMEDORER & LT, fElx OF N AHER O Z O OMNTHRE R 2 5 3.4 HIZ R T, 72,
ABR AMG162-B-1201 D 12 % A 1 M A 7T OFERIZ, 5 BT R LT,

3.1 HEXREH
311 BEHMMESMROHEZTTRERH

FE G R O E 2 SREROFA SR O 72 O DA NERRNT s R AE 2 1%, 3Bk 20040215
X% 20062004 OFAA ANNFEHEZ 7= L, BRERICHAAN O L BILLEOT ) A~ T E 2%
T _XRCOWEHRE (n=303) 2EFD7, FHOVGTIEE RO GEN (n=190) 1ZI%,
BIVERRATRIGAERI O 5 6 BRBRP O 72 < &b 1 IR S CRMI ATRE 72 i 235 H L7 9 _X T D
B 2 ED iz, b5 5l (modified RECIST £, modified EORTC %5, density/size
FEUE) ST RHAM I AE A I o i RV R ORI BB HUE 20 R O ff bt xF G4ER 2 F
7= (4 2.7.3.3-1),
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2.7.3 BRERMADEOBE
FIARATT S 0I—9 B TFF 120mg

27331 ERFEO-HOFEMERITHREARUVEBRHREBSEDROBTHREM:
53 2 HEROF S RRAT

B EFAG D 7= 8 DA S ARHT X RER
o REBOMANEMELZG- L., ABRICEAAN OGN 1 [E
PEDT ) A~ T 85 2% ) I-5RE
«  ABR 20040215 BT IIHERE I N HERE L. R
Bk 20040215 DIV THEHT

EBROPUERE R R O o REM
i & 5 S A O E AT C O IE
o HBho 1 AL EICBWCEMAIRE R E «  HBdho 1 AL EICBW T RTAE
(@8 b LT R N e

AR BT % FHAITE B OFr
BT 90 R 9345 D U T 1Bk
EDH

BROFFGNEICBT HFHEHE (F8A)
PURES SR B Ol = > b — &2
tr)

4, 8, 12, ik 24 BEREILL LN T 2|
R UL b Gl AT RE AR B 03 1% &
N=#BRE DA

* Modified RECIST %:#£, modified EORTC £, X i density/size Z£ifE

HAE 2 REROFEARITIZ 8T 2 FBATUIES 2V R OFHEIX L b e AT T 4 TRFHETH Y |
B {5 DFFAfG 1 X 3Bk 20062004 DIEBRFEMFH B FITHE SN TV o Tledd, —HOERE T
HRIEBB{ONRoTeh, TRTOEBT —F B G oNRhoToZ L b, HilEEER %5
i CE 2D o7, BRAEBITVTN G ERBORFICEE L2 b DO TIIRWNEEB X b ),
FRAT X REFNCIXFHE AT RE A BB DA E EH D Z & & LTz, RIS, HIEER ORI &
ONES =2 b o — L OFRHGEME O RERMIZIE, Zh b OFHIEE B OFFHM2S "I EE 72 it 7 —
A R/FONTHREE O,

Eif§ = b o — VEEORRNTR BRI, PRI X 5 EHiliC AV 5 B G- BRAERT D Eif
F—FNIRERL ETHONERE 264 & Liz, 2B, g2 b — 05 BRAR]
DEBIZOVWT, B0, B, UIREFECET 2R EIERE Lo T,

ABR AMG162-B-1201 DA ZEARHT xS 4EFH K O FBAHUIES 20 R ORI S EF O EFIX,
EARMIHE 2 RBROFBS AT OB E LR TH D, WTH ORI RERIC L, RBICHEAA
NoNE2ERE =17) BEEhi, 3 RBROFSAITTIX. SME 2 REROFEAEIT & A%
AMG162-B-1201 DEFRHTRERMZHFE L. AIMEDOHFERMITHRER (0=320) KU%#E
HTUES R OFERT R RERM (0n=207) & L7z, SME 2 RBROFEMIT (K2.7.33-1) &[FE
¥k, HOWWHFHMEENE (modified RECIST 24, modified EORTC Z:#E, density/size ZE¥E) iX
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2.7.3 BRRHIAMMEDHE
F)RTT 7 X —J K FiE 120mg

B RHmEEE 2 O T i BV R OFHmIC I, FRIOTUES ROt G2 2 vz, R
AMG162-B-J1201 TlZ. B = hu— LB AR E LR o T,

312 ZEHMMEEMNRDEFTIZH T IHEEBREFORAR

SME 2 FREROEE AT T OIMSE U 7= WG REA 0O 72 0 O g 7 — 7 OUNE 81T 58k 20040215
DFE TSI I D 37 46 L OBR 20062004 O FRIFHE L7245 3 MR EfEST O T — 2 B v b
7 ARRSICET 5 266 4 DOAE 303 4 TH 72, BR 20062004 D 2 4475, AT R4
BHICE ENh o7, 1 41ET /AT RG22 TELT, 1 AIERBROMAANIEHES
7= S 72> 72, B 20040215 F3E OB 20062004 H7ERE (AT L7-#BgE [oh— b 3;
n=11] MOFEREEHRE [n=3]) 1. &BR 20040215 TNESH-EBT —F DI & AW T
M L7z,

303 441 108 4 (RRAER 20040215 D 10 4 & O%GER 20062004 @ 98 44) 1L, Listing tiael.1.5 (&
R UTZERH CHEgR T — 2 DG O e o to, EREEIE, EGREMICBE T REZ RS TE R
Motz (37.0% [40/108]) . FABRIGIH] H I iR 2 520 L Tuvigdno 7o (29.6% [32/108])
EOHEGgREL GO0 o7 (18.5% [20/108]) 72X ToH -7 (Table tiael.12), Ziuikl
b AT T 4 TRFNCTH o122, §1/3 OWEBRE THiGT — X SR T R20nZ L i,
HEDOHFATod o7, ek, BT — & MFH AT AR 72 BB & Bt 7 — 2 D372\ kB < Ll «
DOFRER CIRBR BT EERTASFEAMN U 721630 R BRIk 20040215 CIRIRBRERFHEZ I ED bt
SRFRAAR PR R A O R, Bk 20062004 TIIFEROEITE TOHIR, 6 » HD
IR CRHTAEAT S 7R Do ToBRE DEIE . M OEEOIREE) (TR DR RITBELEL T
(SR MRAT; Table tiae4.4.503, Table tiac4.4.504, Table tiac4.4.505. KON Table tiac4.4.506)

1 B LA E OFFA FTREZR TEI{5 7 — & 3% B A7 190 44728, HME 2 SEROF AR O BBl AP
B R OFENT R RERNCE Ev iz, Bt 7 — Z [ECRI O NFR % [X] 2.7.3.3-2 K UF Table tiael.1.2
R, IS L7 G RE M DR & Uiz _XCogBRE GEM Al E/ giBra & REl A B 7 Bk
HrEl) OBENERETY 2—/V 5, %5353 H (HBEORR) 1TRT,
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2.7.3 BRERMADEOBE
FIARATT S 0I—9 B TFF 120mg

27332 ERT—2OAEICIIHEBREONR: SHE 2 HEBRGFEBHT

EXL C
N=303

|
[ |
Bife 7 — 2 RNEB LN - - BE Efg T — 2 B ELNT-HERE
n=108 =195
[ : .
RIEPBETERh o7 T TR AR B R e o T © 1 B R UL L CHili vT e 7 i 6 7
n=40 n=>5 — A BR/LNT
=190
HERHM P I ES ML ER L T @ﬁﬂ%ﬂﬂﬂ%@
T:g TP E 2G|

E#gRELNRNoT
n=20

R—2 T A VBRIl Z ERE L T\
| Moz

n=10
EfgZEIN L=, Ffic& o7z’

n=6

* 3Bk 20040215 A HER 20062004 (BT UTERE LB E L, 3Bk 20040215 (2B W\ TOHE AT IZAAA
iz,

Y OXBOH
¢ EEOEDRENTEALE, XITWEE S FER R ORISR Z 21T TV 2 L A3,

Mi#  Table tiael.1.1; Table tiael.1.2

FEBOPEBD RO RERD S B, 384 (20.0%) HREBRZFIE Lz, RABRFIEDOHE
HZ# 2.7.33-1 [T, £72.39 4 (20.5%) 23T ) A~ 7 O G % H 1k L7= (Table tiael.2.2),

ABR AMG162-B-1201 Tid, #BRE (n=17) BEDHEAAT G SRER R OEBROTIEER
RO RERICE iz, 3 RBROFEHMITIZ. AIEOIFERMITHRER (0=320) KV

ZETIEED R OIS TB4ER (0=207) ZHWTEM L=, B AMG162-B-1201 T
. 6 ATy NATRHETICT 2 AT OBELZHPIE L-EBREIIW 2o T-,
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2.7.3 FRIREIAEIEDE
C Yy &) 53— KTE 120mg

% 2.7.3.3-1 AERhIEIEMA: (5% 20040215 K U 20062004
(1 BFa ECEHlimTRE L ER T — 2 A E o N -#HE&E)

(Efficacy Analysis Set)
Study 20062004
Study 20040215 Cohort 1 Cohort 2 Cohorts 1 and 2 Overall
n (%) n (%) n (%) n (%) n (%)
Subjects with at least one evaluable time point 27 114 49 163 190
assessment
Ongoing 0 (0.0 108 (94.7) 44 (89.8) 152 (93.3) 152 (80.0)
Discontinued study 27 (100.0) 6 (5.3) 5 (10.2) 11 (6.7) 38 (20.0)
Protocol-specified criteria® 8 (29.6) 2 (1.8) 3 (6.1) 5 (3.1 13 (6.8)
Rollover to other study 9 (33.3) 0 (0.0) 0 (0.0 0 (0.0 9 4.7
Administrative decision 1 (3.7) 1 (0.9 2 (4.1 3 (1.8) 4 (2.1
Other® 4 (14.8) 0 (0.0) 0 (0.0) 0 (0.0 4 (2.1)
Adverse event 1 (3.7) 2 (1.8) 0 (0.0) 2 (1.2) 3 (1.6)
Disease progression 2 (7.4) 1 (0.9 0 (0.0) 1 (0.6) 3 (1.6)
Consent withdrawn 1 (3.7) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.5
Noncompliance 1 (3.7) 0 (0.0) 0 (0.0) 0 (0.0) 1 (0.5)
Page 1 of 1

Percentages based on number of enrolled subjects who were eligible for the study, received at least one dose of denosumab, and had at least one evaluable
time point assessment

* Complete resection

® Discontinued study at investigator’s discretion.

Modlified from source: Table tiae1.2.1 and Listing 1.1.502.
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2.7.3 BRERHIAZNEDHE
FI)AIT Z Y —J KR TiE 120mg

3.1.3 EEHMMEBIROHBFIZEITH5AO0MEEZMBFIBRUR—IXZTM4 20
BN
H AR U 20 B D AT R R OB E 12361 D N ORI M O E D _— R 5
A VO BRFMEEF 2.7.3.3-2 LU 2.7.3.3-3 1ITRT,

$RER 20040215 K U 20062004 (44E 2 KERGF & f24T)

eBRE D S5%BENETH -7, REBMOWHRFIIANTH 7= (78.9%), FhpOH I (§i
BH) 1£33 (13~76) W THY, 64 (32%) 1T 18R THoTz, N—RAT A VD HIKH]
B (R, RE, ROMEKIEE) % Table tiae2.1.2 ICEHIT 2,

T & A EOERTE (95.8%) 1%, B A AFLEED Eastern Cooperative Oncology Group (ECOG)
performance status 25 0 X{% 1 Toh o7z,

FRPUEL 5 2 5 U 7= W38 D9 29% (13 1% XX F R O UIBR I fE72 GCTB %2 A L,
1%, PR UIFFREOYIBRAEE: GCTB Th o7 (3£ 2.7.3.3-3), fH~x ORBRICIBVTIERR
EATLERT DS IR U 7 BERIR A & 3% 2.7.3.3-3 :f@“ ¥, BBITUEEZ R OFHMIC AW S 4
TP NE, R BB AN E T e b M3 U 7o A IR L7272 TR (T E RN 2338
P« FFAM L7 BRI 28 & BT 2 Al REVED & 5 TRREATEMIZSEIR LA A Tl b £ 0o
OB 32.1%) Thoto, WIZEDST-OIL [ZDft] (258%) TH o7, [ZDf]

WZE ENTERETALL, FITHThoTz, £, BRHEE, %K RS, N2

B MM SR AR MR, i ZEE G, R R R OMR 7R E3E £ 407z (Listing
tiae2.1.500.1) .

I A DRI EHER 20062004 123V TOREM LTz, N—A T A VIRRIZBIT 5RO EWN
A, BRI BUEE R OfRAT R AER (1 R UL B CREM AT RE 7 {5 7 — & 35 D AV 7= 4
BRE) T, WAOFMT — 2 BMEbNnT-ak— 1 RO2 OWERED 5 B, F15k (54.5%,

[84/154]) TIL7e LXITMREE (R 7:0~4 RA > 1), 28.6% (44/154) TIIHEE (Ra7:7
~10 KA > ) Tho7- (Tabletiae2.1.5), 0KRA > b (ALY 510K A >~ (M8
BTEDLREDORA]) EFTOATF—LT, R=ZAT7A VEEOHKEOEVREALD A 2T DI
il (EXERZE) X, ah—h1 L 202K T41 3.0) Tholz (Tabletiae2.1.4), IFELAE
DOYeERE (72.3% [118/163]) Tid, N—A T A VIFOFIFHE A 273 0 AA » FITEE (2
RA LV RLLF) THo7z (Tabletiae2.1.6), X—A T A VHFOFIFHK A a7 (A7 —/1: 0 KA
N [BURIER L] ~7HRA b [600 mg HEBOREAE/LERHY]) OFLE HEHERZE)
I£1.9 (2.5) TH-o7= (Table tiae2.1.6),

1 E& AMG162-B-J201
PBRE 17 4 94 (52.9%) DM ThH o7, FlvohdciE (&) 1330 (18~66) 7% T
D, 14D TH Tz, N—ATA VO H RIS (FE, KE, ROEKER %
Table 15.1-11 (GRER AMG162-B-1201 /5B FEHREE) (TN T D,
F LA EDOBERE (88.2%) 1%, B AIUEED ECOG performance status 23 0 X% 1 TH
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2.7.3 BRRHIAMMEDHE
F)RTT 7 X —J K FiE 120mg

ofio

PERE 17 49 44 (23.5%) 1%, PR ULHEROUIBRAREZ: GCTB # A L., 134 (76.5%)
X, PR UIHEROYIBRARE/: GCTB Th o7 (3 2.7.3.3-3), IRBRE(TEMSGER LR
JRWE TR S Z N> TeDITEH (353%) THY ., WIZEZN-7oDiE T2 DM (23.5%) Th-o
7o (32.7333), [Z20OM) IZEENTERIREBAMIL, FEICHTholz, ol FHIHHUE
B R OFAM T, T RFEAERIAM B 1T b R L 72 WA 2 @R L2720 InREEE
Al AN ERIR « BEAT U 72 AR ZS & BT D ATREMED B 2

N—=2 T A VIRFRIZEBT Db O EVIRAIE, 76.5% (13/17) TIEZR LXITRE (R=77:0
~4 KA 1) 5.9% (1/17) TIHEE (A2 7:7~10 KA > k) Th o7z GER AMG162-B-1201
1RSI E Table 15.1-19), N—RA 7 A VRFOHR b O EVIFAD X a7 OFHEE  (FEHER
) 1322 (2.5) THotm GABR AMG162-B-1201 IRBRFAFEH 5 E Table 15.1-17), LA ED
PRE (82.4%. 14/17) TlE, N—RA T A VREOFERIEA 271X 0 A A > P UTKME 2 RA
v FULF) Toho7z (Table 15.1-27), N—Z T A VEEOSRIEA T (A7 —/L: 0RA b
[$FEHE72 L] ~7 A > b [600 mg/ HEOREDE/LE REYS]) OFEIE FEERZE) 1314
(2.4) TH-o7= (Table 15.1-27),
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FIARTD

2.7.3 BBERMEDEOBE

52— R TiE 120mg

£27332 R—A54 UEOAOHENEE (RRHE)
(1 B AL E CEHERTRE LR B T— 2 A3 D - HERE)

(Efficacy Analysis Set)
Study 20062004 215/2004 Study
Study 20040215 Cohort 1 Cohort 2 Cohorts 1 and 2 Overall AMG162-B-J201
N=27) (N =114) (N = 49) (N = 163) (N = 190) N=17)
Sex - n (%)
Female 15 (55.6) 66 (57.9) 24 (49.0) 90 (55.2) 105 (55.3) 9 (52.9)
Male 12 (44.4) 48 (42.1) 25 (51.0) 73 (44.8) 85 (44.7) 8 (47.1)
Ethnic group / race - n (%)
White or Caucasian 21 (77.8) 86 (75.4) 43 (87.8) 129 (79.1) 150 (78.9) 0 (0.0)
Black or African American 13.7) 9(7.9) 2(4.1) 11 (6.7) 12 (6.3) 0 (0.0)
Hispanic or Latino 2(7.4) 11 (9.6) 0 (0.0) 11 (6.7) 13 (6.8) 0 (0.0)
Asian 3(11.1) 6(5.3) 2(4.1) 8(4.9) 11 (5.8) 17 (100)*
Other 0 (0.0) 2 (1.8) 2 (4.1) 4(2.5) 4(2.1) 0 (0.0)
Age (years)
n 27 114 49 163 190 17
Mean 36.2 348 34.7 34.7 34.9 36.3
SD 12.5 12.9 11.9 12.6 12.6 15.6
Median 31.0 33.0 34.0 33.0 33.0 30.0
Page 1 of 2

N = number of enrolled subjects who were eligible for the study, received at least one dose of denosumab, and had at least one evaluable time point assessment
a
Japanese

For Studies 20040215 and 20062004,

Source: CSR Table 15.1-9 for Study AMG162-B-J201
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2.7.3 BBERMEDEOBE
FIART 52— R TiE 120mg

£27332 R—R54 UBOAO#HEZNEE (RR#HETE)
(1 BRUL TH@EATRELE®R T —2 M F o n-HERE)
(Efficacy Analysis Set) (=)

Study 20062004 215/2004 Study
Study 20040215 Cohort 1 Cohort 2 Cohorts 1 and 2 Overall AMG162-B-J201
(N=27) (N=114) (N =49) (N =163) (N =190) N=17)

Age (years)

Q1,Q3 27.0,46.0 26.0,41.0 25.0,43.0 25.0,43.0 26.0,43.0 24.0,47.0

Min, Max 19, 63 13,76 18, 69 13,76 13,76 18, 66
Age group - n (%)

< 18 Years 0 (0.0) 6(5.3) 0(0.0) 6(3.7) 6(3.2) 0 (0.0)

18 - 40 Years 20 (74.1) 77 (67.5) 34 (69.4) 111 (68.1) 131 (68.9) 10 (58.8)

41 - 60 Years 6(22.2) 26 (22.8) 14 (28.6) 40 (24.5) 46 (24.2) 5(29.4)

> 60 Years 1(3.7) 5(4.4) 1(2.0) 6 (3.7) 7@3.7) 2(11.8)
Geriatric age group - n (%)

> 65 years 0 (0.0) 4(3.5) 1(2.0) 5@3.1) 5(2.6) 1(5.9)

> 75 years 0 (0.0) 1(0.9) 0 (0.0) 1 (0.6) 1(0.5) 0 (0.0)

Page 2 of 2

N = number of enrolled subjects who were eligible for the study, received at least one dose of denosumab, and had at least one evaluable time point assessment

For Studies 20040215 and 20062004,

ource.
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FI/AIT

2.7.3 BRRMIANIEDOHE

53— KTE 120mg

£ 27333 CRFTFT—AIZEDILKA—RS5/4 UEOEEEE (Bh#fitE)
(1 BELECEArIRE L EE T — 2 DN F o= 1HERE)

(Efficacy Analysis Set)
Study 20062004 215/2004 Study
Study 20040215 Cohort 1 Cohort 2 Cohorts 1 and 2 Overall AMG162-B-J201
(N=27) (N=114) (N =49) (N =163) (N =190) (N=17)
ECOG Status - n(%)
0 9(33.3) 73 (64.0) 24 (49.0) 97 (59.5) 106 (55.8) 9(52.9)
1 16 (59.3) 35(30.7) 25 (51.0) 60 (36.8) 76 (40.0) 6 (35.3)
2 0(0.0) 6(5.3) 0 (0.0) 6 (3.7) 6(3.2) 2 (11.8)
Missing 2(7.4) 0(0.0) 0 (0.0) 0(0.0) 2(1.1) 0(0.0)
GCT disease type - n(%)
Primary resectable 0(0.0) 0(0.0) 26 (53.1) 26 (16.0) 26 (13.7) 2 (11.8)
Primary unresectable 9(33.3) 34 (29.8) 0(0.0) 34 (20.9) 43 (22.6) 5(29.4)
Recurrent resectable 6(22.2) 0(0.0) 23 (46.9) 23 (14.1) 29 (15.3) 2 (11.8)
Recurrent unresectable 12 (44.4) 80 (70.2) 0(0.0) 80 (49.1) 92 (48.4) 8 (47.1)
Page 1 of 2

N = number of enrolled subjects who were eligible for the study, received at least one dose of denosumab, and had at least one evaluable time point assessment
Target lesion was identified and evaluated by investigators through imaging procedures including X-ray, CT, MRI etc.

Modified from Source: Table tiae2.1.3 and Listing tiae2.1.500.1 for Studies 20040215 and 20062004, and CSR Table 15.1-14 for Study AMG162-B-J201
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2.7.3 FRIREIAEIEDE
C Yy &) 53— KTE 120mg

£ 27333 CRFTFT—AIZEDILKA—RS/4 UEOEEEE (Bh#fitE)
(1 AU L CIHMETRE T EGR T — 2 DB o N - 1HERE)
(Efficacy Analysis Set) (&)

Study 20062004 215/2004 Study
Study 20040215 Cohort 1 Cohort 2 Cohorts 1 and 2 Overall AMG162-B-J201
(N=27) (N=114) (N =49) (N =163) (N =190) (N=17)
Longest dimension of target lesion (mm)
n 26 114 49 163 189 17
Mean 52.5 62.4 69.7 64.6 63.0 70.6
SD 329 43.7 32.0 40.6 39.8 58.6
Median 44.5 50.5 70.0 60.0 56.4 44.0
Q1,Q3 29.0, 70.0 29.0, 90.0 49.9, 83.0 34.0, 89.0 33.8,85.0 28.9,98.3
Min, Max 6, 130 7,240 10, 200 7,240 6,240 15,228
Location of target lesion - n(%)
Pelvis 7(25.9) 46 (40.4) 8(16.3) 54 (33.1) 61 (32.1) 6 (35.3)
Other” 8(29.6) 36 (31.6) 5(10.2) 41 (25.2) 49 (25.8) 4 (23.5)
Lower extremities 6(22.2) 7(6.1) 26 (53.1) 33 (20.2) 39 (20.5) 3(17.6)
Spine 2(7.4) 14 (12.3) 2(4.1) 16 (9.8) 18 (9.5) 2 (11.8)
Upper extremities 3(11.1) 6(5.3) 8 (16.3) 14 (8.6) 17 (8.9) 1(5.9)
Head/neck 0(0.0) 544 0 (0.0) 5@3.1) 5(2.6) 1(5.9)
Missing 1(3.7) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.5) 0 (0.0)
Page 2 of 2

N = number of enrolled subjects who were eligible for the study, received at least one dose of denosumab, and had at least one evaluable time point assessment
Target lesion was identified and evaluated by investigators through imaging procedures including X-ray, CT, MRI etc.

* The category of “other” included target lesions that were predominantly located in the lung. Other regions included pelvic region, a retrocrural soft tissue
mass, trapezoid, retroperitoneum, petrous bone, right posterior pleura, cubital, cervical soft tissue, hyoid bone, calcaneum, and finger.

Modified from Source: Table tiae2.1.3 and Listing tiae2.1.500.1 for Studies 20040215 and 20062004, and CSR Table 15.1-14 for Study AMG162-B-J201
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2.7.3 BRRHIAMMEDHE
F)RTT 7 X —J K FiE 120mg

314 ZEHMMEBEWROBHIXMRERICETET/ AT ITOBREKR
FRRGUEL S FE ORI GAE NN I 1 2 R BRI o Hhde i, hE 2 SBROFE T Tt
13.4 % A (Table tiae3.1.1) , 7B AMG162-B-1201 Tl 7.56 » A (GRBRMAIG#HEE Table 15.3-1.1)
Thole, 7/ A~ 7 HE RO P ILE (GEHH) (X, SME 2 HEROFS AT Tl 16 (4~54) [B],
B AMG162-B-J201 TiX 11 (6~16) [T~ 7=, FBAOGURELT 2 37 L /-4 1c kB
(T % BRI X Table tiae3.1.2 & OF Table 15.3-1.1 IZEEHY L 7=,

32 HHMMEEMNROHENER
321 FAMHUFEFTMEE: BEHEMEM

HME 2 REROFE AT Tl N — R T A VRO 03B 072 < & b 1 RER ORI
AIREZR IR T — X AT 5 AR 190 4 OWERE & | & b HEHmAEE o i BEV R ORI
MEE Lz, 2RO D 9 B, modified RECIST 2%, modified EORTC &, J X
density/size FLMEIZ KX HFHIN AIRETH VD . T ORI DX G & 7e o 7o R 13, 4 187
%, 264, KRON176 4 Th -7z (Table tiaed.1.1), 2 DLL L OFHMALHE CREAM rlBEZ2 9 BRE
B FEALTZ, RECIST HEYECTIIIEEAIRZ bRl 21T 9 OITXF L, density/size 3 TILIEREAIIH
BITFAM 2T 72 72D P ATRE T db o 72 4B ¥ 13, modified RECIST AT K 2 7 7
MEM> T,

& b D RHlEE 2 ok BRI RICHEED 2 BBIIZE4) (CR XX PR) Z 380 7 iR DF|
B (BFBHIREZER) 13 71.6% (136/190) T 1 | il # OFHlFEAEIC K 5 ZBIRIZE2)3 13, modified
RECIST T 25.1%(47/187) . modified EORTC J:%E T 96.2% (25/26) ., density/size £ 4E T 76.1%
(134/176) Th o7 (#£2.7.3.3-4), EBHIZZNRITHABRM CRRE TH Y . 7R 20062004
Dak—h1lEar—F 2 THRREThH7z, REMFICESS FBMEDRIL, R
20040215 T 74.1% (F37 XUT YRR RE 7R GCTB : #EAMl rTRE 72 #BR T 27 44 H1 20 44) L 7k 20062004
DaR— k17T 66.7% (LIFRAGEZ: GCTB : #Hli rlRE 72 tkBrE 114 &4 76 44), 24— 2T
81.6% (YIBRAIAEZ: GCTB : FFAMi vl B2 BKERF 49 4+ 40 44) Toh o7z (Table tiaed.1.1), JHE
Z YIRS D AEHALE 23T STz i — b 2 OB TIE, YR ITREM AR FTRE & L, JRES
DETIZONWTORIBIFIE LTz, 72720, IFERIRE DR ZUIER L2563, BERRED
RECIST Y K 554 "R & L7,

AR AMG162-B-J201 TIEEHERE 17 4% & & 2 FHlEEHEZ FI T i RV ORFAlixF 52
E L7, WTHoOWERTE 1. modified RECIST %, modified EORTC 2:#E, % O density/size
U X DFHER FEECTH Y . FiHliOX R E Lz R AMG162-B-J201 {55d 5 &
Table 15.1-2) , & & L aFAliEAEZ H 7o e REBIRICEE S < BRI =13 82.4% (14/17) T
Y| i x ORI EEREIC X 5 EBINZR=1E, modified RECIST J:4ET 29.4% (5/17) . modified
EORTC AHET 70.6% (12/17). density/size ZEHET 64.7% (11/17) Th o7z (£2.73.3-5), =
NHORERIT, SME 2 HBROFEMIT OFER (£ 2.73.3-4) LHEL LW, 28, 3RBRIE
AT DFE RIS Table 1tiae4-1.1 12 L7=,

39



2.7.3 BRERRIFNEDOBE
=,225 2 VX —Y KTFiE 120mg

+&27.3.3-4 FEHORHDE: HE 2 RBROGIS RN
(1 BRUL THERT G ER T — 2 N E o =HERE)

(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 time point assessment using the respective tumor response
criteria
* Exact confidence interval

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

% 2.7.3.3-5 FTEHMEME: AR 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: Tablel15.2-1.1.1

SE 2 FRERGFEFRIT ORI G L LTz 190 4 D2 < TlE, modified RECIST J:#E & density/size &
DM ST L BN FRETH » 72, T b OFHINC X 2 FBIIESDRDOE WL (RECIST
25.1%. density/size 76.1%) . FIZLL T O Z & IZEK LT,
1) RECIST M TITIRE Y A X & 7HIi 35 23, density/size 2 E CIIMREEE L & JRZs 14 X
DOl 7 %77 %, Density/size 1A AW 256, BEFMOATPR CHESNLD Z
L D& D, Density/size FEMEIT K 5 FEAM CTZh A B T BBRTE & X G212 L7 ST ©
X, BE LA RO IS FED 41.8%, BRI S < T 30.6%,
A R D A2 FHeD5 < Z858h 78 27.6% Tdh - 7= (Table tiae4.4.502) , Density/size FEHE|C
& o TRl L7 ARAR I BT DB E DB G DI KRELHR %X 2.7.3.3-4 KU Table
tiae4.9.7 IZEKIT 5,

2) Density/size FEHEIZ L 25 Tlix, $A X2 < FRHhOFEHAEME DS RECIST JEHEIC A~
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2.7.3 BRRHIAMMEDHE
F)RTT 7 X —J K FiE 120mg

TIEVY, Modified RECIST 2E4E(C L » T PR L HIE SN D 72 DITIE, HEARE ORER
D F (sum of the longest diameter: SLD) 23 30%LL LI035 B3 & 5, — 77, density/size
FEVEIZ L ZFH T, SLD @ 10%LA EiffE/NT PR &HIE 415, Density/size FHEIC
L DIRERDEF ORKENHR &K 2.7.3.3-3 L Table tiae4.9.6 |27, Modified
RECIST AT L DAERIR AR OB FH O e K3 % Table tiae4.9.5 IZEKIT 2,

Z® & 512, modified RECIST JEHEIZEE~C density/size FEHEIZ K 25 CRE N @ - 7
DX, A AFM O FEEEOEN & | FEFHHO A ESFERP M I N2/ L EZ B
Al

FEHANL OFE FERANNT, TRESINZ I D56 FE D i BT T2 7R MENE B O A R L TR Y |
R SNTeT ) AT OF L —8T 5, BEFMEL T ) AT OEAMFEZEE8TH 45
RIS N2 R TH VO | ZHIZIE, AT OV A XOME/INEE S 56 & Eblenigs
NhHdHEBEZLND,
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2.7.3 BBERMEDEOBE
F/ARTD 5 I— R TFiE 120mg

2.7.3.3-3 Density/Size BE(C K 2EBENRERDAHOBRRELEEZRT I+ —F—J4+—)ILTOy b: 51 E 2 ARG SRR
(1 AU LA ER T — 2 A E o h - HERE)

mmmm > 10% Increase (n = 4)
mmmm < 10% Decrease and <= 10% Increase (n = 76)
>= 10% Decrease (n = 95)
50
o
-
k= 25
[
(@)
C
©
L
O 0
<
©
4
[}
o -25
(%2}
o}
m
-50
-75

Subjects (N=175)

N = number of subjects with data
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2.7.3 BBERMEDEOBE
F/ARTD 5 I— R TFiE 120mg

2.7.3.3-4 Density/Size ZEIC L SBEMBEZEDRHOBARELCRERT VA—F—TJ+r—)LT0 v b: 4 E 2 ARGERT
(1 BRULETHETTRCESR T —2 A7 o - HERE)
(Efficacy Analysis Set)

0
5% Increase (n
n _—

- = 1 99)
mmmm < 15% Increase (

25

Best Percent Change in Density

Subjects (N=124)

N = number of subjects with data
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2.7.3 BRRHIAMMEDHE
F)RTT 7 X —J K FiE 120mg

S E 2 HEROFEAENT TlX,. modified EORTC JEHEIZ 1 2 523 FTRE 72 iR 0315 & au 7o e
HE, RECIST AHE T density/size FeHEIC KX DFHMIC AN TAE TH 72y, 1 &R T
TOWHRE CRBINEDINRD DI (£2.73.34), ZOMREIT, GCTBIRAIZH T 5 EM
Ra D & F ISR LT ESEARENE O 2R L TnD B2 b b,

R X9, BIRAETIILT L HIRET A XOMi/N 1RO IR WIGEDRH Y | L
B 5y % E 7R OB S B S R HE Tk, RECIST AR A 8 %, Modified RECIST
FEHEZ AW THERRZA O & A 7RI WGEHRERR [SUTEEMHRRR Y &2 BT ] AT EHMR) (2
FEIRNT 2 T U 7= . 2RI BN A T 15.4% (19/123) . 4JGHSRERRI 28 S U a+EL
TRy % B TR T 57.1% (28/49) Th o7z (F£2.73.3-6), ZD L I, WEKLFIFRZE OFF
filiik & U CHESZ S a7z RECIST EYECTHMI L7356, 7/ A~ 71 X D RBINZEHEIT, W6
FRR A 2 AT DR CTEd o 1o, BHMBRAE 2 A3 5 HERE TlX. WA Y A XD/ N SEE
D BT MIRE T ThH o T2h . £ < OB TG HNEME DR KO GCTB /A D%
FEEXEMARD bivle, o, BHMBIRE LA T 2982 TiX, RECIST EEIZ L > TEIER
D72 19 A 2BIZEBW T, density/size FEHETORIPHER SN, TD 194D H 6 14 4135
FEICBIT RN (CT BED 15%LL Lo A7- L, 5 413 EFmAE R3S b7
7> 72 (ad hoc Table tiae4.4.512)

¥ ZORES A THIOMHTTIX, HEBHARFRZ  CUIHGTERRR Y 2 5 T4 . B
IR, B D VMTW ALY 2 S TR A OWT & MW 2 OIS+ 7 RS b - ik &
MR E Lz, £72, 2D O TlE, MR 8EERR Z 2 XA L Tz sREHE R
%5y & B TIRAEIITE R D EEN TV D AREMENRH V| Z D4, density/size 51 TIIHT 7=
IRETERIC K-> TR LHE S D RN & 5,

R AMG162-B-1201 Tl%, modified RECIST 4% FWCTIEARZED # A 7B (RESHLRE
(TR A oy 2 B eI 8 ] AT BRI (SARHT 2 50 L 7= 5 5. B RITE AR 4 C
16.7% (2/12) | HIEBAERRIR 25 TG R AR AR 7 2 3 29 28 T 60.0% (3/5) Tdr - 7= (%2.7.3.3-7),
BRI A 26T DR TlE, WAV A XOM/ N SF8 DN HBRE T CTh o=, £
< OHEERFE TR CHENEME O & O density/size FEHETOZEINRO T, ZHLHORER

X, ShE 2 REROFE MR DRSS (32 2.7.3.3-6) LIRIBROMMZ R LTz,
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2.7.3 BRERRIFNEDOBE
=,225 2 VX —Y KTFiE 120mg

+®27336 REDH A THITRLI-FEHHEDE: 4 E 2 ARG SHEFT
(1 BRUL THERT G ER T — 2 N E o =HERE)

(Efficacy Analysis Set)
Soft Tissue Lesion or Lesion Bone Lesion Bone and Soft Tissue
With Soft Tissue Component Containing Lesions
n/N1 (%) 95% CI* n/N1 (%) 95% CI* n/N1 (%) 95% CI*

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

Basedonbest 4010 930)  (83.1,987)  89/126(70.6)  (61.9,784)  1/2(50.0)  (1.3,98.7)

response

RECIST 1.1 28/49 (57.1)  (42.2,71.2)  19/123(154)  (9.6,23.1) 0/2(0.0)  (0.0,84.2)
EORTC 4/4(100.0)  (39.8,100.0)  21/21(100.0)  (83.9,100.0)  0/1(0.0)  (0.0,97.5)
Density/size 46/48 (95.8)  (85.7,99.5)  87/125(69.6)  (60.7,77.5)  1/2(50.0)  (1.3,98.7)

Page 1 of 1

n = number of subjects with a response

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

* Exact confidence interval.

Source: Table tiae4.4.501; results by individual study are provided in source table.

+£27337 REDZ A TR R LULE-BEUEMNER: HER AMG162-B-J201

(Efficacy Analysis Set)
(6-month Cutoff Analysis)
Soft Tissue Lesion or Lesion Bone Lesion Bone and Soft Tissue
With Soft Tissue Component Containing Lesions
n/N1 (%) 95% CI* n/N1 (%) 95% CI* n/N1 (%) 95% CI*

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

response 5/5 (100.0) (47.8, 100.0) 9/12 (75.0) (42.8, 94.5) 0 G-
RECIST 1.1 3/5 (60.0) (14.7,94.7) 2/12 (16.7) (2.1,48.4) 0 (G
EORTC 4/5 (80.0) (28.4,99.5) 8/12 (66.7) (34.9, 90.1) 0 G- -)
Density/size 5/5 (100.0) (47.8, 100.0) 6/12 (50.0) (21.1,78.9) 0 G--)
Page 1 of 1

n = number of subjects with a response

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

* Exact confidence interval.

Source: Table 15.2-1.14.1

< ORI EEERDOIMERE S

SE 2 REROFE T T — & k5 & U TR R EE 4T 24 Fhe L . BBLIHUE S 20 R DOFF
W= 3 S OFE 5 A OARBAME 2 Mt L 7=, RECIST JE#EIZ X 251 & density/size FEHEIC
L DR ORI, FRREOAEARMBENRD ST, WEE TR NGB S5
F1L272%ThH -7 (o FARIFEE =0.35; P<0.001) (ad hoc Table tiae4.4.520), RECIST Ak &
EORTC A TORBILI o 72 (o HHEAFREL =0.09; P=1.00) (ad hoc Table tiae4.4.519) ,
Density/size Z5% & EORTC FEYECIIHREE OB O HiLiens, AE TR0 o7 (o FAB
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2.7.3 BRRHIAMMEDHE
F)RTT 7 X —J K FiE 120mg

%% =0.55; P=0.115) (ad hoc Table tiae4.4.521), ZALi%. EORTC ALY 2EAM o Gk R 2
Wlpmol-loThHEEZ NS,

3.22 AEMMEIXREFHEEHE
3.2.2.1 BEHHEHO iR

ShE 2 REROFE BT TlE, FBIZRSI D% PD &HIE Sz giBr B 13w s 2o 72,
b b HFHIEEL W ok BRIR TEBINENN A DN 136 4D O b, £ Dk, i RAVE
DFHIIZESE PD LHIE SR IL 1 4 Th o7, filx ORI HENEZ & TlX, modified
RECIST &% 47 47 3 4, modified EORTC FEYET 25 4 71 0 4, density/size FEH#ET 134 44+
1 ZIZBWTC, BBINEZO%IZ PD 235588 L7z (Table tiaed.2.1), BBIHIRNDOH%IZ PD 23
P BT DEIE RECIST £HE & density/size FEUETHEZ2 575, Z % RECIST 4
Ko TPD LHIE SN2 3 4 ORI, density/size FEUETIZT X T PR LHE SN2 T
ot (BB 002* 003* | 004* ) Density/size FEHEIZ o> TERBIHEZD
#%IZPD &HIE SN 1 4 OWERE L. RECIST JEHETIZ T N TORETPD & HE S (1
B 005* ). JRBOMEITEROI-HERF 13 72\ 728, Kaplan-Meier 15 CEBIIZEZN O
Fre I OB A HEET 2 Z LITTE R o iz, BRI S < BRINEZ O R i 1c
B9 % Kaplan-Meier Hiff % [X] 2.7.3.3-5 |27~ 9", Modified RECIST %, modified EORTC F&#E,
& O density/size FEHEIZ J o TR L 72 2 O5ER & VRO EBIIZE O Rt BB 35
Kaplan-Meier #Hift %, Z41Z 40 Figure tiae4.1.1.3, Figure tiae4.1.1.5, KON Figure tiae4.1.1.7 |Z7R
7, 3R 20062004 (21T D AR — b T E ORBAIZE O R HIFIZEI T 2 Kaplan-Meier Hif
% Figure tiaed.1.1.2 (B EZhH). Figure tiaed.1.1.4 (modified RECIST J&#E) | Figure tiae4.1.1.6

(modified EORTC #:%£) .} OF Figure tiae4.1.1.8 (density/size #:¥4E) (2R,

B AMG162-B-1201 TiE, FEIMZEZOHKIZ PD &HE SN BRE 1L e o 72720,
Kaplan-Meier £ CEBIHIZZD ORI O REZHEET 5 Z LIXTE o To, mBEHRIC
Fo < FRIHZN ORI B9 5 Kaplan-Meier B %X 2.7.3.3-6 (TR $, 235 DFER
(X, R DAME 2 FEROFE AT ORGSR & 7 T 2R U7z, 72363 BIBROF ST Ofs R 4 Table
Itiae4-2.1, Figure 1tiae4-3.1, MO Figure ltiae4-3.2 IZ-R L 72,
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タイプライターテキスト
＊新薬承認情報公開時に置き換え


FI/AIT

2.7.3 BRRMIANIEDOHE

53— KTE 120mg

Proportion of Subjects without Disease Progression after
Objective Tumor Response
Risk Set

107

081

061

041

021

001

27335 REBMRICEDEBNEDOFGRIM: S E 2 KRGS H#HT

(BEHIEINH D N-HERE)

(Efficacy Analysis Set)
Study 20040215 Study 20062004 Owerall
~ (N=20) - (N=116) (N = 136)
20 13 11 10 8 4 3 1 0 116 62 35 11 2 O 136 75 46 21 10 4 3 1 0

I A A S B BN B T
BL 6 12 18 24 30 36 42 48 BL

SudyMonth

USRS R T
6 12 18 24 30 36 42 48 BL

U U N
6 12 18 24 30 36 42 48

N =number of enrolled subjectswhowere eligible for the study, received at least 1 dose of denosumab, and

had an object

ive tumor response

Source: Figuretiae4.1.1.1 (| G

47



FI/AIT

2.7.3 BRRMIANIEDOHE

53— KTE 120mg

27336 RERPRICEIKEHNEHOFRGEHME: HE AMG162-B-J201
(BEHEWDLH o N HKERE)
(Efficacy Analysis Set)
(6-month Cutoff Analysis)

Q

(2]

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

<}

£

2

g 0.8 —

8

)

[<]

2 06 —

©

c

)

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 Tomor 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
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2.7.3 BRRHIAMMEDHE
F)RTT 7 X —J K FiE 120mg

3222 EHHNEMDFTOHM

HME 2 HERDFEMHTIZB N T, B 5 25 Al FEAEZ A i BRI IS < BRI 20358
D HITERE TIE, ZORE TOHMOPIE (95%CD 1228 » H (2.76~2.89) T
-7 (ad hoc Table tiae4.4.510), FEAliAIHE/2 RHLERE ClX, 7/ A~ 7 D& GHBE%Z, HH W
% WM FE HE 2 FH N T2 fe B RIS ES S R BIZEZ £ TOWIM O i (95% CD 1&3.1 # H

(2.89~3.65) T o7z (Table tiae4.2.2), FHli FTRE/R BHIRFIZIIT 5. H 6D DR HEL
Wik B2 RIS < BEMNES £ TOMMIZE$ % Kaplan-Meier i 1 2.7.3.3-7 |27
7", Modified RECIST J:#E | modified EORTC J&#E, K O density/size JEHEIZ K - CTHEAMN L 7~
DR RO EBAZE2h £ TOHMIZEIT 2 Kaplan-Meier #iff 4, #4241 Figure
tiae4.1.2.3, Figure tiae4.1.2.5, K O Figure tiae4.1.2.7 IZ/8 7, 7Bk 20062004 (25517 5 24— b
RO EBIIZEh E CORIMIZBIF 5 Kaplan-Meier Hi#R % Figure tiae4.1.2.2 (& EZh&) . Figure
tiae4.1.2.4 (modified RECIST #:%) . Figure tiae4.1.2.6 (modified EORTC ##£) | K O Figure
tiae4.1.2.8 (density/size #:¥E) ([Z/RT,

R AMG162-B-J201 1235 T, FHli /I B2 2HRE TO & b ) H il HELE W - i B %)
FICE S BBINES E TCOMMOTRME (95%CD 1£3.0 5 H (29~3.1) Thoiz (B
AMG162-B-1201 {5BR#FEH A # Table 15.2-1.3.1), sl flfER2 2R F BT 5, H O WD HFF
i FEHEZ W i BRI S < BB R TOMMICBIT % Kaplan-Meier #i#R % [X]
2733817 Y, TN DRERIE, SME 2 RERFETOMR LRk TH o7z, 2P, 3R
OFAREMT DfE B % Table 1tiae4-3.1, Figure 1tiae4-2.1, M OF Figure 1tiae4-2.2 {27~ L7z,
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FIARTD

2.7.3 BBERMEDEOBE

52— R TiE 120mg

[ 27337 BREMRICEIKEBENEIDETOHMICET % Kaplan-Meier Ba#R: 5 E 2 HERGF S RRIT
(1 B AL E CEHERTRE LR B T— 2 A3 D - HERE)

Proportion of Subjects with Objective Tumor Response

(Efficacy Analysis Set)
Study 20040215 Study 20062004 Overall
- (N=27) - (N=163) - (N=190)

1.0 1
048— R I Jl' """"""""""" __|_ __________________ -

et o

1 r

. ’ !
06 | ; j
04 | .? :
0.2 .E !u :'
00 4 i "
©
() 27 6 4 4 3 3 3 3 1 163 39 18 9 1 0 190 45 22 13 4 3 3 3 1
ﬁ I I I I I I I I I I I I I I I I I I I I I I I 1 1 I I
E BL 6 12 18 24 30 36 42 48 BL 6 12 18 24 30 36 42 48 BL 6 12 18 24 30 36 42 48

SudyMonth

N=number of subjectswho were eligible for the study, received at least 1 dose of denosumab, and had at
least 1 evaluable time point assessment.

Source: Figuretiae4.1.2.1 (GG
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FI/AIT

2.7.3 BRRMIANIEDOHE

53— KTE 120mg

2.73.3-8 REMRICE DL EFEHMNEMNE COLMIZAET % Kaplan-Meier Bh#&:

(1 R E CFHERREREBR T — 2 B E o - HERE)
(Efficacy Analysis Set)
(6-month Cutoff Analysis)

X E& AMG162-B-J201

()

2 Denosumab 120 mg Q4W (N = 17)

o

a 1.0 —

n

[0)

1d

<)

IS 0.8 ]

S

|_

o

2

.8 0.6

o)

(e}

=

= 0.4 —]

(]

©

2

3 02 —

»n

G 01 —

S

£ oy 0.0 —

o

S »

© ¥ Dmab |17 16 1 0

o
T T T T
BL 1 6 12

Study Month

N = Number of enrolled subjects who were eligible for the study, received at least one dose of denosumab, and had
at least one evaluable time point assessment
Source: Study AMG162-B-J201 CSR Figure 15.2-1.1
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2.7.3 BRRHIAMMEDHE
F)RTT 7 X —J K FiE 120mg

3223 EENEDOHEGME

FehHrh o 4, 8, 12, XX 24 WFLL LB 2 WS DL L CRME T REZR G T — X M BT
PERE TN T, B ORHENE 2 51 L 7=,

HME 2 REROFEAEAT CIL. b O, & 5 DMl HELE W o i BV RIS < &l
HIZh D R L T2 BB OBIE 1L, 66.7%~68.5% CTh>7- (3 2.7.3.3-8), fH~x OREAIEAET
& DINREDFHE LT EBRE OFIE b | AR A28 L CRRE CTh o 7o, i BRI S X
4, 8, 12, KO 24 HIZHTz o TR EfE LT #BRE OBIGIE, Hx OB BR, I ONTFRER
20062004 Dz AR— K 1 K2 38 U, #AZEEL L Tz (Table tiaed.2.5, Table tiae4.2.6, Table
tiae4.2.3. K U Table tiac4.2.4),

= DRBIIFEN O EHGHE DT IR, F AL E AL O AT I CREM AT RE 72 BifL 7 — & H35 & 47
PeBRE 25t g & Uiz, AE 2 BRBROFA RT3 1T B BRELIHUIEL 9 R O fRHT G 4E M 0 5 HEF
i FTRE 7R B T — & MG B2 D o TR 2 T H8) 0 & L7z Kaplan-Meier Bif# %, ad hoc
Figure tiae4.4.502 (4 #HfH) . Figure tiae4.4.503 (8 #[H) . Figure tiae4.4.501 (12 f#), kO
Figure tiae4.4.504 (24 J8f#) (TR L7z (b 6D LMl EEEE F W7o B2 R O Kaplan-Meier
B & A 2 OFHEEFAE = L o Kaplan-Meier iR 2 &Te)

B AMG162-B-J201 Tid, & bW L el e 2 I T2 e B RS < BN ZE 20 05 Fifoi
L 7= #kBRE OFIS 1. 83.3%~100.0% CTh 7= (K 2.7.3.3-9), il x OFHlIENEZ & DR FF
for L7cgdipE oBIE S, FRHliyiM a2 L CRRE Th o7z, b ORRIE, SME 2 3RO
BIRHT OFER L R UM 2R Lo, 7eds, 3 BBROFSMRHT D5 R % Table 1tiae4-4.1, Table
1tiae4-4.2, Table 1tiae4-4.3, M OX Table 1tiae4-4.4 IR L 7=,
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2.7.3 BRERRIFNEDOBE
=,225 2 VX —Y KTFiE 120mg

#27.33-8 FHENEINFRL-EBREDEES: SE 2 ARG EHEN

(Efficacy Analysis Set)
n N1 Percent 95% CTI*

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 23.9 (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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%+ 2.7.3.39 ZEEBHMEPNELE L-HEEDOIS: & AMG162-B-J201

(Efficacy Analysis Set)
(6-month Cutoff Analysis)
n N1 Percent 95% CT*

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 45.5 (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

3224 [EBEaY bO—)LOEHNE

ShE 2 HEROFE AT ClE, & D HFHliEELZ AWk BOIRICESEEE = tr—L
(CR. PR, X SD) 7% 12 #LL EF¢fe L7 gBrE OFIG1E 96.5% (95% CIL: 92.1~98.9) TH
o7 (F2.7.3.3-10), flH~ OFHIELEZ L OFHIZIHNT S, 128U OG22 b r—/L73
EWEIS TR S L (97%8L 1), Erz/km—wﬂ48,2im UL EFrgE U 7o gk
DOEIBIZ 12 BLLEDOBE LRBETH Y, 96.7%~982% CTh -7 (32.7.3.3-10), fHx DR
IZBWT B RBROFERDGRD v, GIBRATEEZ: GCTB B4 L YIBRREE7e GCTB ¥ (GABR
20062004 AR — K 1 & 2) OMTH, BE= 2 b — L ORRMHEILFERE TH -7 (Table
tiae4.9.1. Table tiae4.9.2. Table tiae4.9.3. M " Table tiae4.9.4),

R AMG162-B-J201 TiE, & 5 W 2 il L #EZ AW e i RV RICHESE S 2 e —/b
(CR,PR, X% SD) 2 12 L EFefee L 7= 4B OFI & iwomﬂunﬂf&otxiz733un
% OFHIFEAEZ & OFHlICIHB TS, 12 B EOEE = b o — L NSRS CTiEsd S
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7oo 6 5 HAy NAZHAT AR T, WA ORHMliEE IO ORI A TH PD &
HIE SNTHRFT LN e o T, B hr—upy 4, 8, XU 24 UL BRFE L 7ol o
FEIEL, RELEOLAEEFRBETHY ., 1000% ThH o7 (3 2.7.3.3-11), ZiLbHORERIT,

ShE 2 SRBROFEAREIT ORER LB L Tz, 7ok, 3 BBROFAS AT OFS R I Table 1tiae4-9.1,
Table 1tiae4-9.2. Table 1tiae4-9.3, M X Table 1tiae4-9.4 (Z/ R L 7=,

%273.3-10 EHEIY FO—)LAER L-BEREDIIE: sE 2 AERGFESER

(Efficacy Analysis Set)
n N1 Percent 95% CI*
Proportion of subjects with tumor control (CR, PR, or SD) sustained for at least 4 weeks
Based on best response 148 153 96.7 (92.5, 98.9)
RECIST 1.1 145 150 96.7 (92.4,98.9)
EORTC 19 20 95.0 (75.1,99.9)
Density/size 139 143 97.2 (93.0,99.2)

Proportion of subjects with tumor control (CR, PR, or SD) sustained for at least 8 weeks

Based on best response 143 147 97.3 (93.2,99.3)
RECIST 1.1 140 144 97.2 (93.0,99.2)
EORTC 18 18 100.0 (81.5, 100.0)
Density/size 135 138 97.8 (93.8,99.5)

Proportion of subjects with tumor control (CR, PR, or SD) sustained for at least 12 weeks

Based on best response 139 144 96.5 (92.1, 98.9)
RECIST 1.1 137 141 97.2 (92.9, 99.2)
EORTC 17 17 100.0 (80.5, 100.0)
Density/size 131 135 97.0 (92.6,99.2)

Proportion of subjects with tumor control (CR, PR, or SD) sustained for at least 24 weeks

Based on best response 109 111 98.2 (93.6, 99.8)
RECIST 1.1 108 109 99.1 (95.0, 100.0)
EORTC 12 12 100.0 (73.5, 100.0)
Density/size 101 102 99.0 (94.7, 100.0)
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 tiae4.9.1, tiae4.9.2, tiae4.9.3, tiae4.9.4; results by individual study are provided in source tables.
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£273311 EEa> FO—/ILHAEGELE-HEBREDES: HE AMG162-B-J201

(Efficacy Analysis Set)
(6-month Cutoff Analysis)
n N1 Percent 95% CI*
Proportion of subjects with tumor control (CR, PR, or SD) sustained for at least 4 weeks
Based on best response 14 14 100.0 (76.8, 100.0)
RECIST 1.1 14 14 100.0 (76.8, 100.0)
EORTC 14 14 100.0 (76.8, 100.0)
Density/size 14 14 100.0 (76.8, 100.0)

Proportion of subjects with tumor control (CR, PR, or SD) sustained for at least 8 weeks

Based on best response 14 14 100.0 (76.8, 100.0)
RECIST 1.1 14 14 100.0 (76.8, 100.0)
EORTC 14 14 100.0 (76.8, 100.0)
Density/size 14 14 100.0 (76.8, 100.0)

Proportion of subjects with tumor control (CR, PR, or SD) sustained for at least 12 weeks

Based on best response 12 12 100.0 (73.5, 100.0)
RECIST 1.1 12 12 100.0 (73.5, 100.0)
EORTC 11 11 100.0 (71.5, 100.0)
Density/size 12 12 100.0 (73.5, 100.0)
Proportion of subjects with tumor control (CR, PR, or SD) sustained for at least 24 weeks
Based on best response 7 7 100.0 (59.0, 100.0)
RECIST 1.1 7 7 100.0 (59.0, 100.0)
EORTC 7 7 100.0 (59.0, 100.0)
Density/size 7 7 100.0 (59.0, 100.0)
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 15.2-1.6.1

3225 EEMEVDORBHEY

HAE 2 REROFAMEHT TlE, & 5 5 Il IEEIC K 5 ik B RIS < RBINZR) £ TOHIH
DOHFJAES 3.1 5 A THY (53222 5) Ml iTaEZR g8 D% <% (65%H) . 55 25 E
TIZ, H O DA X DR BRI RICE S S FEMEDICE L, REDRICE S FE
HIZE N =R DRERFHER 12D\ T Kaplan-Meier 15 THEE T~ 5 & | 55 25 3 T 68.3%. &5 49 1 T 75.2%.
F I3 TI75% Th ol (3£2.7.33-12), 4 OFHEIEYEZ & O TH . BBINRRD
HeEEIXFEREOHERB 2R LT,

H R 2R BTSN T, ERE 3 RS BI 2 RBINEDIROMEMER B LIz 2 A,
WPHILDORFH T b Kaplan-Meier {512 X D HEEE & [FIERTdh -7 (Table tiae.4.507)

B AMG162-B-1201 Tik, & 6 DI EENEIC L 2 i BRI IS < FBINZEZFE O
Kaplan-Meier #EE X, 55 25 1 T 87.4% Th v | MM rIREZ R D2 < 355 25 I £ TIZK
BINZENITE LT (R 2.7.3.3-13), fllx OFHlEED L OFHICTH ., BRINZSDROHEEEIL

56



2.7.3 BRERRIFNEDOBE
=,225 2 VX —Y KTFiE 120mg

FIREDHERE 2R LT-, 26 OFERIE, FME 2 RBRFEARHT OfE R & RO R 2R Lz, 72
B. 3 BROFE AT OFE 1T Table 1tiaed-5.1 [ZR L7z,

% 2.7.3.3-12 EEMEYDROEEET (Kaplan-Meier #E1E) : 4V E 2 RERGEE AN
(1 B Rl E CE@mTRE L BB T — 2 BB DN 1ERE)

(Efficacy Analysis Set)
Crude Incidence Week 25 Week 49 Week 73
n/N1 (%) % (95% CI) % (95% CI) % (95% CI)
Proportion of subjects with objective tumor response over time
ii;‘ii;’: best 136/190 (71.6) 68.3 (61.3,75.2) 75.2 (68.5, 82.0) 77.5(70.7, 84.3)
RECIST 1.1 47/187 (25.1) 19.7 (13.6, 25.7) 26.9 (19.6, 34.2) 32.8(24.0,41.6)
EORTC 25/26 (96.2) 91.2 (79.7, 100.0) 100.0 (91.6, 100.0) 100.0 (91.6, 100.0)
Density/size 134/176 (76.1) 73.0 (66.2, 79.9) 79.6 (73.0, 86.2) 82.2(75.5, 88.8)
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.

Modified from Source: Table tiae4.2.7; results by individual study are provided in source table.

% 2.7.3.3-13 EEHMNEIIROFREHTE (Kaplan-Meier #E{E) : HER AMG162-B-J201

(Efficacy Analysis Set)
(6-month Cutoff Analysis)
Crude Incidence Week 25 Week 49 Week 73
N1 (%) % (95% CI) % (95% CI) % (95% CI)

Proportion of subjects with objective tumor response over time
Based on best

response 14/17 (82.4) 87.4 (71.1, 100.0) NE (NE, NE) NE (NE, NE)
RECIST 1.1 5/17 (29.4) 13.1 (0.0, 30.2) 33.6 (4.3, 63.0) NE (NE, NE)
EORTC 12/17 (70.6) 68.5(45.7,91.3) 84.2 (59.6, 100.0) NE (NE, NE)
Density/size 11/17 (64.7) 56.8 (32.1, 81.5) 74.1 (50.3, 97.8) NE (NE, NE)
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.

NE = Not estimable

Source: Study AMG162-B-J201 CSR Table 15.2-1.8.1

323 FAMHUHEFEMFEER
3.2.3.1 HoWHFMEEZRAV-REMRAIOHEREDEE

SME 2 REROEEMEAT TIL, 321 TEIZEN L= L 918, H 5 DRHliEAEE F T i B %)
RIZEK D CR XL PR L EF LR BIRIZE NI T ATRE 22 4B D 71.6% TRE & H 7z, CR,
PR, XiISD & LCEHRLAEED Y Fa— ARG LN HRFILEE 186 4 (97.9%) Th
V. CR M 42% (8 4). PR 7% 67.4% (128 4) . SD % 26.3% (50 44) Td> - 7= (Table tiaed.3.1),
PD (%2.1% (44) ToH 7=, Modified RECIST F:#ETlE, PR 2% 25.1% (47 4). SD 2% 71.7%
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2.7.3 BRRHIAMMEDHE
F)RTT 7 X —J K FiE 120mg

(134 4) THY, CRIFED LI/ -7z (Table tiae4.3.1.2), Density/size £ TiX, PR 2%

76.1% (134 41). SD 728 22.2% (304) THY ., CRITFE D HILR) > 72, Modified EORTC A&
HETIL, CR2330.8% (844). PRAY654% (1744) THY . SDIFERD NI 2T,

R AMG162-B-J201 Tlk, & 6w DMl AENEE F o e RIS S BBIIZE DS 17
2144 (824%) TRO LN, EEa Y br— NSO WEBRE T 174 (100.0%) T
HY. CRM17.6% (3/17). PR S 64.7% (11/17), SD 23 17.6% (3/17) T, PD LD L7
Dotz (FRER AMG162-B-1201 {RBRFRE A& Table 15.2-1.9.1), Modified RECIST 57T,
PR 5%4, SDR 124 THY, CRIFFEO N -T- R AMG162-B-1201 IRHBRIEHR S
# Figure 15.2-3), Density/size Zi#ETlZ, PR2S 114, SD2A 64 TH Y, CRITFED LR
>7- Bk AMG162-B-1201 {55 fE# & # Figure 15.2-3), Modified EORTC J&#ETld, CR 23
34 . PRMBILTHY . SD M54 Th -7 GRER AMG162-B-1201 IR FEHR S E Figure 15.2-3),
IO OREFRIT, SME 2 FREROFAIRIT ORE R & FEROBEM AR Lic, 7238, 3 REROFAfEIT O
#E 351X Table 1tiae4-6.1 (27~ L7,

3232 REOETETOLM

HME 2 FREROFEAEATCIL. 190 4 OFHI Al REZRERE D 5 H| 3 SOFHliEED VT %
AT, BBRPOWTNNDORESTPD EHESNTHBREIT 114 (5.8%) THYH ., HED
AT £ COMMITFRMICE L 2> 7- (Table tiaed.3.2), 25 11 AICBITDHT ) A~TD
B 5B HIRBOMESTE TOHMIE, 02~219 » A (FRfil:3.68 » H) Thot=

(Table tiac4.3.3),

AR AMG162-B-J201 Tld, 17 4 OFHI AIREZ2HEBRE D 5 B W OFFfl A HE ST 5
ALDADIRER T PD &HIE SNTBBRE LW R o Tz, 7235, 3 RBROFEMRNT OFE R %A Table
1tiae4-7.1 |Z7R L7=,

324 RFRMFFMIER: FHMENZRO-ERE LZEOLI > HEBREIZHST
SRADER. EREEOCHEA. RUBKHARMSE

3241 EBMUENERO-EEBRELRDOLEMN - -HEREIZHT5 BPI-SF DFEARXQT

AR 20062004 TEBLIZEZN Z RO TR LB 72 Do TR T, TR A DOHRIF & FEAM L

Too AAR—F1 L2 Z2FETRREZUTICENT 2, Hroar— T LORERIE, £V 2—

v 53.5.3 (HEMEDFERINT) (TR T, & 5w HREMEEEE FV - e BEh A LS < Rl 2=

RO T A DG 21T - 72, 7B AMG162-B-1201 TIIBRE = & I3 L7,

3.2.4.1.1 BPI-SF ®&t U ELVEH

AR 20062004 Tix, BFBIHIZE ) & B O Tk L RO IR > TeIRE D WTHICHB N T S,
R=2 T A VOISO E VRSO A 2T ONEIE K O SAE L, 38R H OV 0 GRS
XV b@mnotz, ME—FIFE LT, BBINED 2RO I-HHREICBITS2HE S HORA a7 Ok
il (A —bF1&2%0ETMER) B, X—ATA VIREFILThoTo, B OEWVRAD A
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a7 OKPE A Z & OF-EfE % Table tiaed 4.1, JFHADBEIELD A a7 OKRFER Z & DRN—2F
A VIS OELOYEIfE% Table tiaed 4.2 12, F7o, WA L DEREEFEO R 27 OXFEH Z
& DO E % Table tiaed.4.3 (ZHEFT 5, BB 2RO T-ERE LR 7o T-#RE 12
BT Db OEVIFA, JFADOEIEE, MO K DWEEEDO 2 a7 Okt H Z & D~N—
ATA NS DEADNEYEE L . FILE 4 Table tiae4.5.1, Table tiae4.5.2, M OX Table tiae4.5.3
W2,

B AMG162-B-1201 Tl BEINIZR 2RO -9 E 14 L O L O EWVRAD A 2T OHE
Blx, "= A AR IR E S B Lrho To, BB 2580720 o T4
BB 34TV TNER—RAT A ORAaT7 R0 XL 1 Th Y, R I B IR b
Mmole, HOEVRA, RAOBEIEL, KO L DWEEEOZ a7 Okt H 2L D~
— AT A U NOEOEDOEfEE . ENE R AMG162-B-1201 {aBRFaFEH S E
Table 15.2-2.17.1, Table 15.2-2.18.1, & X Table 15.2-2.19.1 {27,

32412 RAHDRE

AR 20062004 Tix, BFBIIZE & B8O Tk L RO IR > TeIRE DV T HICB N T S,
oA DTN B BT, %< ORERT, BRMICEROH 28 b O EVIFEAORD (b OE
VA D AT IDRR—Z T A b 2 38 A » FLLEREID) 2358 b 7o #BrE oElE 1L, B8l
MR 2 RO TR E L RO o - iR E O CRIZE TH - 7= (Table tiae4.6.1), W3 4L
DERIERE T b - E L, EOWERFE T, 5 5 WLIEO MR RV T, BRRMICES®R O H 5
b O EWVFLDORDRH LT, £lo, WTNOHAER TS, BRICE®RDH 2K b O
EWRANEES NS E TOHMIZNZR0E, PREE LT1 5 AURICEERA LIL, &
BUNZN ZF8 D T2 o> T-BRE TIX 0.5 » A (85.3% [29/34]) . BBINEN 2780 7w T
1207 » H (84.6% [66/78]) T -7z (Table tiaed.8.1 } (X Figure taie4.1.4),

F72. BB 20062004 TiX, FEEIEEOR O EVEA @ FRA 2 ME) HHEBEED
A (4R A 2 NEUF) IZEE L7 OEIA 1L, BB 2RO e o T gRE CI3Es
1 ETIZS0%E 2 (52.9% [9/17]) . BHIIZERh 2380 7o R CIEE 9 1 £ TIZ 50%%
A% 7= (56.8% [25/44]) (Table tiae4.6.2), —A T A VEEDIH B OEVVREAD AT )N 4 7K
AV MBI THFBREICBON T RO OEWRAD AT N A4RA 2 RELFIZ/ % £ TOHIMH
X, BRI 580 7o T-9RE L RO I-HRE T, 22 05 5 H (90.5% [19/21])
KON1.0 # H (81.6% [40/49]) T >7= (Table tiae4.8.2 }2 N Figure taied.1.5),

R AMG162-B-J201 Tl FERMICERRO & Db O EWVRAOHRINT, BB ZE%h %58
DIWERE 84 (N—A T A V2K AV MU ETH SR OO H 54D B

(FRBR AMG162-B-1201 {EBRFAFE A Figure 15.2-3) , N— R T A VDR H O EVWVEHD A
AT R2HRA ML EOWIRE D O b BB A RO TR TIE, UL EowiE T,
B S ELIEEDIZ & A L OFHIIRESIZ IV T ERIRAINICE RO & 5 e b O EVVR S Db 3 7 &
iz GRER AMG162-B-1201 {EBRAAFE IS E Figure 15.2-3), 728, BBIHFN 2RO R -1
WREITINTNER—=RAT A4 VIEFEORBOEVRADA AT N2ARA L FUTFTTHYD (0RA
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YR24, 1 ARA Y N 1A, BRIICEKRD B 235 H O EVIEA ORI OFHI Ox 5 & 1372
BighoTo, Ein, BB RO TS TIE, BRMICERO H 55 H O EVVRAD K
BINDETOHMOPRMIZ71.0 B (62.5% [5/8]) TH-o7= GABR AMG162-B-1201 i#5
I E Table 15.2-3.10.1) . FEE SUTEE O b O E VR A1 HBEEE DJR 2~ ZEAb L 728
BRE L, BRI 2RO - WERE CIX, B 1 E TIZ50%ICE L (50.0% [2/4]) GABR
AMG162-B-1201 {5BR#EFEHR AL E Table 15.2-3.7.1), N—R2 T A VDR HL O EVIFALAD AT
WARA L NEBITHRFIZBN T RO OEVFEADA T N A4RA L ML FIZRHET
O, BB 238D - 95 F Tl 11.5 H (75.0%[3/4]) TH - 7= GRER AMG162-B-1201
TR FE A Table 15.2-3.14.1),

32413 RAHDEL

AR 20062004 Tix, BFBIHIZE & B8O Tk L RO IR o Te IR D WTHITB N T H
BIRENICERD D DA DEAL (RO O LEVFADAZA AT D= T A b 28K A > b E
DI DI B INT BRI 727> T2, P FTRE 2 9kBRE 723 10 44 2B 2 TV R 1T
5. b OEVIFADZ T2 RA 2 b ELESEIN L 7= #8RE OEIS1E, BEIZER AR 7R
o ToHEERE T 182% LA T (BB 73 M. 2/11 40) . BB &80 T2 #5RE T 16.1%LL T (G5
7338, 5/314) To o7 (Tabletiaed.6.4), FFRIZ, N—A T A VEEDR S OEVIFAD A 2
THRARA L FELFTHY  BRFPOWTINNAORE S GEli rTRE A g8 25 10 44 248 2 TV
T2HER) THROOEWVFEADAIT N 4R A 2 e BRI -#5RE D7 | BENED 2R
DI YEERFE L RO IR o T PRFE T, ENZEI 13%LL TR 16.1%A0 Tod o7 (Table
tiae4.6.5) ,

F 72, 3Bk 20062004 TiX, FEIRD 2RO IR T-BRE TR T D EEROICERO H 5
TADE(LE TCOMMO P RAEIL 232 » A (37.8% [17/45]) TH Y, FBIHOERDZRBDI-H
BR# Clx 24.1 # A (34.0% [33/97]) T -7 (Table tiaed.8.4 K N Figure taie4.1.7), F@IIZE
RO T IRE LBD 72D o e WRE OWTHUCB W TS FEE TEE O K H O EVFE
FHETOHMOFRALITHEE TE 72> 7= (Table tiaed.8.5 M O Figure tiae4.1.8),

R AMG162-B-J201 TlE, ERRANCERD & 295 O EAL3G8 O D -9 13, Bl
BN RBOTMRE 144D 55 34, BBIRDZROBRINSTHREILDIHL 04 TH
o7 (GRER AMG162-B-1201 {RBRFFEHAE 2 Figure 15.2-3), ~X— A 7 A VIFORH O E VR A
DAATHNARA L FUTTHY, BT ONTNNOR R TR O EVIEAD AT ) 4
AV b Bl 72 HRE 1X, BB ROIRE 10405 6 24, BB ZTE
DR TWRE 3D H 04 ThH-o7= G AMG162-B-1201 IRBRIAFE#EE Figure
15.2-3) . BRIRBIIZEBR D & 2 95 A D HEAL F T O O Fofifl f O EEFE SUIEE O H O EW
£ TOMMO P REITHEE TE o7z GRER AMG162-B-1201 JEBRFFE A £
Table 15.2-3.12.1 }2 O Table 15.2-3.15.1),
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3242 EEMUEPNERO-ERELRDOUEN - -HREICS T HEREFRAOEL

AR 20062004 T, 10 4 Z X DHRE DT —Z BEFE DI KEBER OWT TN T,
NR—Z2 T A VIFOEIFIEOFERNIE 7oA A4 A K (Ra7: 3874 ML) o2 LT
i (RAaT 28R A FELF) ICE b L7o9EBRE 1461 2 BRI IE, 2.9% (GF 1
134 4) ~389% (5 61, 7/184) Tod o7 (Table tiaed.6.7), FHIAIZE%h % 38 Wm\ot
WERE TlX, T2 DB ONTWEBRE N D ihotzton (11 4LLTF), RO Aok %
YD Z LM TE R o, NR—AT A VREOSFEEOME AN e LT R (RAa T2 R
A2 R 2B, BRERPICI ) Ze A B A A RICE b L7130 722 < | BBINE 2780
TR LRI o T BRE T, ENEN8.6% (B9, 3/354) LAFKRD42% (525
W, 3/714) AR CTédh-7- (Tabletiacd.6.8),

R AMG162-B-J201 TlE, #BE OKPE R OWT NN T, N—R T A REO 3
OERBRN 7oA A A RInD R LI E (RaT7: 2484 RATF) 1228kl 14 &
B AMG162-B-1201 {GBRIEFEHR S E Table 15.2-5.1) 1%, BEMNED 2RO -HBHRE TH -7,
PURIEDMBE AN R—R T VIO LT & (RaT: 2842 FULF) 26, BRI
IRA A RICEAL LT-BRE 1TV 2o 72 GRER AMG162-B-1201 JRER IR E &

Table 15.2-5.2),

3243 EBMEDEROLERE LBOUN > WREICH T HEBERNA R

R 20040215 & 20062004 % D5 L. BBIAIHUEE 0 R O et LA T 1B ER 2
T U7 BRI A IME 2 35 L7e, 2 04 E 2 SRERGFAAEITICI WV T TRBREEE Al 23] L
T2 BRIR B AR MEDG: O LT B OBIG L, BB 2R D 22 0o TR L RO T- 9k
TRIRECTH -7z (ZNTI 59.3% [32/54] KT¥59.6% [81/136]) (Table tiaed.7.1),

B AMG162-B-1201 TiI#BhE = L2, BBIHUERIR, Kb OEVWRAD X 3T OHE
B, ROVEBREATERIC X 25H GRABORRE, SR, BRI 2F Lok (%t%ﬁ
AMG162-B-1201 IR IE# A Figure 15.2-3), JABREALEERAHIWT L 72 BRIRPOA S MEX, &
BUNZN RO T-WERE 14 4D 5 6 12 4 BB 230D LA o TR 3 Z. DHH
24RO LT RBR AMG162-B-1201 {RERafEREE 5 11.4.1.1.15 1),

TR TN 2RO TR L 3B 2o To R BRE 12361 T D IR A 2 M B9 % 3 3B OF
B RN OFE R % Table 1tiaed-14.1 127”77,

3244 fEAHOEIF. BREROER. RUBRKRMAREICET SERRMBITOELN

TR A DUCE K OERIRIA M & . BBUINES) & ORITHBMEITRRD b e h o 7o, BBINE
W TR IR TR TIE, Rl FIREZR T — 2 DG DIV IRE BN D T2 o Te Z L b
FABIPEDFHmIZ IR A D & - 7,

325 EBIY MO—LEICEITH2RHENNEBEENROBNER
SHE 2 R OFE RN Tl 7/ A~ 7 HREBRGETO 3 B Ll B2 TR FEZ RS TREM
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2.7.3 BRERHIAZNEDHE
FI)AIT Z Y —J KR TiE 120mg

AIREZR G T — &% D35 & A= R E I O T b B I HTUEE 20 5 % 24 U 7= B S EATh -
B DA T AT D728, FRFEEBE CIIBRE DN SN2V L 9 BT CREM L 7=,
B GBRLARTO 3 B L, EOBEIET — 2 BMF LTG5 26 4 OWHRE Z B2 hr—LREL
Lz, Zib OFERRMRTO MG, 3R o 2Bl TR T2 R ORI v 72 v & [
URFli 2 v, BT TRl L7z, iR =2 b e — VBRSO TRl S v 7= 6 5-BdkRT O
AN DENE 7> b fie % DG F TOMM O IAEIE 259.5 A TH Y | BBRE 2 BRI A
NHIDH 65~782 HRETDH DTl o 7= (FILMHHT: Table tiaed.1.508) , £ 5-BAAHT D B DR
A, #&EBiaRTOBEGRMOWIRH, KO REEEHEIIC K 5 ER R %4 Listing tiaed.1.501.1 {27
o Wi br— VBB T D, H 5D FENEE Vo i RAVRITE S < BB R
1% 34.6% (9/26 44, 95% CI [17.2~55.7]) T o7z (Table tiae4.2.8), % OFAMIEAET & D
EBZE2h31X, modified RECIST 24T 8.0% (2/25 4. 95% CI [1.0~26.0]) . density/size
FEMET 37.5% (9/24 44, 95% C1[18.8~59.4]) Th o 7=, Efg = >~ v —/LEEIZ, modified EORTC
FLUETEAM 5 72 0 "FDG-PET #if% 1% ""FDG-PET/CT #ifg 2 AT D R E 1 XV R0 77,
g b a— VRECEBINRE N 2R 7 9 448 Tl density/size FEMEZ W T2 i B3R
(2 & D PR 23R B, 2 4 Tk modified RECIST ZEHEIZ LD PR HbBOHNZ, 94D HH 3
4TI, 5RO 1 KR OFET CTEBINZENDFE O v, £ D% O G-BARHITIRE A O R
TIESD LHIESNTZ, 94D HH T4 T, 7/ A~ 7 EERIAFINC GCTB 12k 5 NFEHE
SATAMEHALE LTRSS ST, A RIOMNT. U 7= BEEHE TIE. 2D OEFRIMN A
OREPFMENTZbDOLEEZLND, B hr— B2 ND 2D 74 ERI LT
B H bW LFHIEEE Wi B RICHES S EBINZE2IER1$10.5% (2/19) THDH, ZD
TR 2RO 24 (R 006 KOy 007* ) Tk, E5FLARTO 1 KET
density/size AHEIZ K 5 PR 3380 B2, T OZROREFHMGHIFG A TILSD ThoTo, £
2.7.3.3-14 12, FEBIHIZZDDBO bzl = v b v — VO OFHA K LT,
Rk AMG162-B-J201 CTiXE{B 2> b — B EZ R E Lo T,
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273 BERMAEDEOHE
FIARATT 23— K TiFE 120mg

£273314 EBaY FO—LBIZEVWTHESHENAA ON-EH

Subject ID

Response?/ Brief Description of Therapies Received
Age Date of Pretreatment Images P R P P
= = Method Prior to Denosumab Treatment
Gender
008* Image 1: PR Subject had embolization on
' Image 2: RECIST and  2(JM and anterior tumor resection on
Image 3: density/size 2
Image 1: PR Subject had sacral laminectomy of tumor
Image 2: density/size on.- 2(.
Image 3:
o10* Image 1: PR Subject had tumor resection with

Image 2:
Image 3:
Image 4:

RECIST and  intraoperative microscopic and dural repair
density/size on.i 2('. Subject had another

tumor resection on . _ 2('
followed by radiation therapy. Subject

also received anti-neoplastic chemotherapy
prior to study enrollment.

011* Image 1: PR Subject had multiple local excisions from
Image 2: density/size - 2(. to. - 2
Image 3:
Image 1: PR Subject had PR by density/size for

Image 2:
Image 3:

density/size  pretreatment image 2 and SD for evaluation
of pretreatment image 3 by these criteria.

Image 1:
Image 2:
Image 3:

PR Subject received bisphosphonates.
density/size  Subject also had GCTB surgery and
anti-neoplastic chemotherapy prior to study
enrollment.

Subject had PR by density/size for
pretreatment image 2 and SD for evaluation
of pretreatment image 3 by these criteria.
PR Subject had PR by density/size for
density/size  pretreatment image 2 and SD for evaluation

Image 1:
Image 2:

Image 3: of pretreatment image 3 by these criteria.
Image 1: PR Subject had curettage and cementing on.
Image 2: density/size H and.- 2(.. Subject received
Image 3: 1sphosphonates.
Image 4:
Image 5:
Image 6:
Image 7:

014* Image 1: PR Subject received bisphosphonates.

Image 2:
Image 3:

density/size  Subject also had GCTB surgery prior to
study enrollment.

Page 1 of 1

PR = partial response; SD = stable disease
?  Best response based on any tumor response criteria.

Source: Listing tiae4-1.501.1, Listing4-1.503

3.3 SEBICYIBREIREY: GCTB BEFICHT 5T/ A TDEMME

#ABR 20062004 F UF AMG162-B-1201 TOAFHIIZYIERFIREZ: GCTB BE T 57T / A~
TOEIMEORKRETRT, BB, WEROBREFLET TEE0E I IOV TR, A8
20062004 KUY AMG162-B-1201 & b 12, SERUIBRVHEGE SN, IWBREZ e Bik535Z L
L LTWAD, BRF R TIE 0 2REETTE TW2RYY,
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2.7.3 EREREIBENEDBE
F)RTT 7 X —J K FiE 120mg

331 WEHREOE=R

B 20062004 TiX, =A— b 2 {28 S LT HRBRE ISV BIER FTRE 72 GCTB %41 L T
Wz, 3R AMG162-B-J201 Tld, 4 4 OAEBIICHIBRFTREZ: GCTB %A ¥ 2 #8234 A
o, ZHDOHRE X, X—R T A VRFCHNVEHI TN FHE S A, {RBREATEM SUTIE
B fRERTIC LD | EEOBBIEA LD LSz, £, T OWRE DL X, Bk
RE IR B OTEEHPEA R S, SABHO RN RAIC KNI TH D Ll STz,

3.3.2 S EMICUIBRAIEE/L GCTB &F TOFMEITIKR

FRBR 20062004 D TR — b 2 TliX, 90.0% (90/100 4) OHEERAE 2N 3 [\l Rftr o5 — %
H o b AT BEERT, FINBFEIT SR o 72hy, UIR—RA T A VERCHE ST LD
W O FAANETT S 7= (GRBR 20062004 Interim Analysis 3 OIEBRIAFE R EE Table 14-4.2.5),
FANAIGHE S 4172 100 4 D 5 6 FEEIZEBRTICFT A AT S 7l 1L 26 4 Th o7z,
NR—=2 7 A VIR EHE ST R & BRI T SN FIN D& R 2.733-1512, XN—RA T
A VRFICEHE S U T & EBRICHIT Sh RN o —EE2 & 2.73.7-1 77, SREBRPIZFHA
FEATSNTZ 26 4D H B, 16 4 TIHEAN— A T A VR FHE S U7 FAF & 0 B O FIF 23 AT
I, 9ATIIN—A T A VIRHZEHE S VT & [F U R T Sz, %0 14

(- 005* ) [IAN—RT A UREE & WS 2 Ia T 5 7o OIS B #R & OB #E CHale
FOGIRR (WA DIBR) ASFHE S Tz a3, GIBR K O 3 Sk S 4, —3REIER & 72
ST, B, HIEPHATOT —42 B v b AT BEES TR T SR o 101k 74 4
ThHY ., FHE SN TWEFNET, 8I8 (94), BkxUEr (14). —3RUIER 4 4). —3iHsH
(26 4) . BAEGIBR (10 4), AN TEASIE#IN (54). B8EEIN G 4). ki (154).
KOV DOMEFEN (14) Thol,

& 273315 R—=XF 4 VEIZFE S N-Filf £ ERICHRIT S =-Fin 5ER 20062004

Surgical Procedure Baseline Planned Actual Total
(N =100) (N =26)
Total number of surgeries 100 26
Curettage 13 16
Marginal excision, en bloc excision, or en bloc resection 42 6
Major surgeries 44 3
Joint resection 14 2
Joint/prosthesis replacement 9 1
Amputation 17 0
Hemipelvectomy 4 0
Other 1 1

Page 1 of 1
N = number of enrolled Cohort 2 subjects who were eligible for the study and received at least one dose of
denosumab

Source: Table 14-4.2.4 of 20062004 Interim Analysis 3 CSR

RERIART X, 55 3 Bl P RIS T, ok — b 2 OIERFE D 68.3% (69/101 £44) 286 % A
PLE. 30.7% (31/101 4) 2312 » ALLET®H -7= (GAER 20062004 Interim Analysis 3 D55
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2.7.3 BRRHIAMMEDHE
F)RTT 7 X —J K FiE 120mg

FEREE Table 14-3.2.1), N— R T A UIRFTEHE S N7 T & FEERITHAT A7 FIFIC DN T,
AREBHIRRNIC SR 2.7.3.7-21 00 d, FTHERIT, 26 4% 14 (1 015* ) TESUIBR, £ Ofh
EHERE CREAVIRTH o 7o, IBRFMFTE IV, ERUROH%, 7/ A~ 7 W 6 [Hli5
Iz,

B AMG162-B-1201 T, BIBRAHEZ: GCTB & A7 2 ¥ 2% 4 4 gk s ni=n3, 20
S AP FOT—F By AT BRER TR SN R 1T e h o 7 GUBR
AMG162-B-1201 {REafE#H A5 E Table 15.2-2.6.1), RERHIFIZ, T —F B v b A7 HEES T,
2AOWERER 6 # AL E, 9B 1408 12 5 AU ETH ST,

3.3.3 FMiFEFTOHEME

R 20062004 Tid, AREBRMIE ISR T S T HEERTE 26 4 D, FiliE TOHIE D H
filL ® Kaplan-Meier #£EEIX, 723 H TH 7= (F 2.7.3.7-3),

B AMG162-B-J201 Ti&, BIBRATREARHEBRE 4 5D D> B, T —F U v M A7 AR TFIT
AT SNT-HEBRE 1T\ R0 7otz FINE TOHM O REITHEE TEX 2o 7,

3.34 S EMICYIBRTIEE/E GCTB & THRRKRMA LM

R 20062004 TiX, =A— b 2 OHERFE T, BTSN AT A2 E D 0D 5
T T AT EGIC L DERAA R (RAORD, ATEiEOSE, iEodER L) MR
DohiTe, Fo, MIIHEZHEBIIC X 2 BBIIHUES R OFEARIZIL, 3R 20062004 D =2 7R —
F2HEHTND, T, U R AR T ¢ T3l Ch 5728, MMILHEZ R X 25 7
(2100 4 2B OEBITHV LR -T2, adk— b 2 T, 494 DOWHRE TX—ZAT7 1 &1
A LA B O RREBR BAR o O [ 25 B ATRE Tdh o 72, 2R — b 2 OWBRE 1T BT 5 RBIMESR
%, A FTRE CTh o 7o BHBRE B T 2 BB DR LRIETH -7 (81.6% [40/49 4] xf
71.6% [136/190 £4]1), N—A T A UREZFMINFHE S, BBHNEDZRBOT- 404D 95,
31 AT FANDHEAT SR o T, 9 LIRS RN A MAT S A, 5 4 TIEFHE Sz Tl &
0 HEREDOTHT, 34 TIERHE E B0 ORI MIT SNz, Y 14 (0 005* ) FEHE &
TR DB R AT S A7z (3R 2.7.3.7-1),

Rk AMG162-B-J201 Tl AMEHIZ TN rTRE/o bR 4 4 2B T, BIRMBRMENED 5
iz, E7-. SRS TAN ATREZR BB E O BB 1E, ARBR O 295RE 1281 2 B8N
TR L FEThH -T2 (75.0% [3/4 4] %F82.4% [14/174]1).

34 EARDHABRILDHER

fE 2 OFRBROFER & LT, WEAAR S U I NI X 2 PSSR, I NS UIBRARE
OUIBRATHE7: GCTB BT 1T D BRI A M R STz, 3Bk 20062004 J Of
AMG162-B-1201 |28 ) DA ORHifE R . GCTB BFIZBIT 5T /) A~ T 5O 2N
RRIARMEEZEMIT DO TH o7z, LTICIE, #2.73.12 IR LEERHEEE © 5 H, &8l
HIZENZ BT 2T B A OFHBE B IZ DWW T, FRBROFE RA BT 5, 7ok, SMEHIZOIER
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2.7.3 BRRHIAMMEDHE
F)RTT 7 X —J K FiE 120mg

WHEZY GCTB BE KT 27 / A~ 7 OFBMMEIX, F 3.3 HIT R L,

o B 20040215 TiL, ARMWERRITRIGEERITHA AN DIV 35 A OHERFT D 5 6 85.7%
(95% CI: 69.7~95.2) |23\ T, BRI FH I E TE R S NI IRIFEIR MR bz,
R ERAR AR RN & 5205 L 72 20 428 (100.0%) THEFEDENALN (Thhbbh, 7
) A TEGHIZ 90% 2L Lo EAIA S HA) o S BRARRR RO REA 4 FEH T & TG REAT
ZAT21Z 154 T 104 (66.7%) THBEMRPFHEO b (Thbb, BREEERM
2 K D BRIV T, 5 25 BRI TRBOEITR L DRE O RBEDIEIMERD 20%
i 1) GRBR 20040215 IRBRAFG IS 55 9.2.1 1H; FTHODOE 2.7.3.7-4 LN 2.7.3.7-5),

« B AMG162-B-1201 T, 7Bk 20040215 & [A UEFe & IR R 271l L7 fE 5=, A
SHPEREAT S REE NN AR AT HILTZ 17 B OWERE D 5 B 94.1% (95% CI: 71.3~99.9)
\ZIRBN NGRSO bz GRER AMG162-B-J201 JEBRFEFEH S £ Table 15.2-2.13.1), 72
3. TRBLRERR RN 2 S5 L 72 AR 138 & 37, 2R IS B W CHIG R TR %N
RAFHE L7z GRER AMG162-B-1201 J55R#FE#H 5 E Table 15.2-2.10.1),

o AR 20062004 TILE 3 BIHPEAEST OFRFA T, 28— M 1 (BIBRAEEZ: GCTB) @ 169
64 (3.6%) ([ZHRWT, IRBREEERTIOHIENIZ L DR OMEITARD Hilz, i
OHATE TOHIRNITHRIIZE L 20 > 72 GRBR 20062004 1RBRFEFEHREE, 45 9.2.1
H), ak— 1 TR 2% 7-HBRECE T 2 BU RSO P RMEIX 13 5 A Tho
7o (BB 73, #273.7-6),

o #ABR AMG162-B-1201 TlE, IRBREALEATOHIWIC X 2R OMETHRD b - g
e o7z (BB AMG162-B-1201 VEBRRFESRE T, & 11.4.1.1.14 1), &EEZZIT 7
WERE BT DB O R REL 7.6 » A TH 7= GRUBR AMG162-B-1201 755
PR 52 Table 15.3-1.1),

o #ABR 20062004 TiI oA — K 1 & 2 Z0f, IRBRE(TEMA S L2 BEhE2 SD LA
ETH o T EERF 1L 252 4 250 44 (99.2%) Tho7o, =h— 3 (3B 20040215 2>
LT L7oRE) Tid, HERORENFHI SN 1140955 2 A IXIRRETERMN
WELTERBENPR THY ., 94I1LSD Th-o7= GRER 20062004 7558 K HEH 5
%5 923.1H),

o AR AMG162-B-J201 Ti&, RBRE(TERHRE L& REIAD SD UL ETh o -4k
FIX174F 174 (100%) THolz, Z0HH 13 AIXERELEMARE LRk BER
RNBPRTHY, 441%SD Tho7o (R AMG162-B-1201 Inriafh s # . Table
15.2-2.4.1),

o RBR 20040215 TlE, 7/ AV T 2 &5 %OBEIGFHE T, B A KGO & OVF IR
(2B D BEEDOFT AR b ivlc, 72 IGBREEEOFANIC L 2 BRRIIA #5M: (31
4264 [83.9%]. 95% CI: 66.3~94.5) Haded b7z (RRAER 20040215 1RBRF L H
9 9.2331H),

o ABR 20062004 TiXaA— k1,2, KO3 IZEBW T, TREN 39.6%., 61.0%, KT 27.3%
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2.7.3 BRERHIAZNEDHE
FI)AIT Z Y —J KR TiE 120mg

DORRE T, PBRE OWEIC L DR A RN bivlz, £ak— h b E<#H
e ST B R A 381308 2 DI T - 72 GRER 20062004 1RBRFAFE L . 55 9.2.3.4
),

« B AMG162-B-1201 Tid, 82.4%D#&ErFE TIRBRE L ER ORMIZ X 2 FERAA 281
WERD BT, % <G SR SR A O Th 7= (B
AMGI162-B-1201 {nisfE s &, & 11.4.1.1.15 3H),

o RBR 20062004 TiE, FHMFTREZRPEERE OL < T, T A TEREIT K DWW IRIE A
DYERBDO LN, XN—=RA T A VTR OO EWEAD AT N2 KA ML ETH
ST REERE D 31.4% TlE, &5-0A#% LEBLUAIC, BRICE®RO S 55 O EVVME
Fr DI H3T w%mtoit\_m%@%%%®ﬁmuifi 55 5 08 LARE O 2 REATh
JATCERRINICERD & 5 5 b O EVWEA ORI DGR B AL, JiAOuE L, s+
’btof%mbt(ﬁ%m%mm%%@%ﬁ%%y%m2@>%%%ﬁ@#%
FEA FTRE 22 B DL B CIE, B 9 LR O RRHliRE RIC N T, b O E VRS
DAIATIDR—=AT A N5 30%LL EED Ui, (B 78, £ 2.73.7-7), P8R
Za7iE, R ZE L TR o727 (2 LT, I8 A O ok 8 1 L8 S0 F o 3
INZEE L7 b D TR E EX bivlz, 723, PRO TG EHICHBNT, ~N—2
TA VREOSIFIEME AN LIV ETH Y WTNOKBER A Tl e A v A R
il FHICREAT L7 OFEIE 1L, 28R D 4.7%LL T Th o 7= GRER 20062004 1R5RH
HREE, 5102 1),

o B AMG162-B-1201 TiZ, FHilirTREe#kBRE DL T, 7/ A TR EIZ L 530 )
IR AP DUEDNRD T, N—=AT A VIR B OEVFAD AT 82 KA R
EToh oo 9BRE O 25% TiX, 58 % 1 ERUNIC, BRIICE®ROH 2O E
WA DD DR BTz, F72, 50%LL EOBERE T, & 5 LRI ERIRICE
D& 5O EVRADID DB AL, WAOUET, RBRIR Iz > Tk L
7= GGRBR AMG162-B-1201 JRBRIAFE SIS E, 55 11.4.1.1.11 ), PRO et REMICE
WT, RN—=R T A UREOSFEME N 2 LTV BETH D | WO KRR TR
A A A RERICBATLI-EBRE L 1 4 Th 72 GRBR AMG162-B-1201 JRBAIRIE#H
2 Table 15.2-5.1),

o B 20040215 TiE, AMERGE TR (5 5H) OMETT ) A~ 7 REIYIER 5%
ORI2ETHY, ARG EMZIREGA Y a— Wk -> T, EFBRBERIITHELE
EREEE CHMULIZZ RSN, HIMMNLEAMETO T 7REDOHRIED

ZENT 9% KM TH Y . QAW OFEHIRIT, BEEIIZEL T\, Thbb, 7/ %
~ 7 DI REIT AR B G- SRR 28 L LZe ha o 7o (BRIBR 20040215FA TEBRATE
5 7.1 ), RER 20040215 TR LN RO ENREIZEE T 25 R OBE (%7
FIE K OVEERE E GTe) %, IBREHREE 20040215 OFfEIZR LT,

« B AMG162-B-1201 Tl&, ALK TR (B 5H) OMiEHT /2 A~ 7 HREITYE
BHEHOK 25 TH Y, ARBREEMZTZHREAr P2 — k> T, 2FREET
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2.7.3 BRRHIAMMEDHE
F)RTT 7 X —J K FiE 120mg

TRLULEBEEECHEMLEZ EREINT, HIBENLHEAOBEETD T 7RED
PIEDZEENL 4.3% KM TH Y . QAW OIREGHIM T, IBEEIILEL T\ e, 7720
b T AT OEYERRIIRKAE R GRS W TRIFFIICZ L Le o 7o GRER
AMGI162-B-1201 {aBin G &, & 11.4.1.2 1H),
2D OIEYENREMRAT S OV AT OfE R, GCTB BEIXT 57/ A~ 7 b
(120 mg Q4W, %5 8 H KUV 15 HIZ 120 mg Z A& 5) DOEKRMICERD & HIRENR %
HFFH26DThHD, £, T HORERIEL, T L= FBOTUEGEI RO I W T, 7
J A TG L DEEREIRN TR I E D bEMIT b (GB3.2 ),

3.5 HMAKEHIZHITHFERDLE

FAERE (18 meLL ) DAz A AFLIZ 3R 20040215 Tl EBEEMEYT & Fhi L 72>
STz FNERE & B DI U T R AR & A A A 72 3R 20062004 T, Enic &
DRy SR RN &2 Feke LT, 8 3 BIRfEr o7 — & 51 47 H DK R C, A AN BT
10 24 DARBAFEPEERE (12 5L B, 18 3Akdl) ([281F 2 A DR RIL, 3Bk 20062004 D4
PRE O R LA TH D LEZ BT B 20062004 TRBRBRFEREE. 5 9.3 1),

M7 U 7= BBIIPUES R OFEAMIL, 3Bk 20062004 ORFLELEMN TH EhE L=, FEOH
FE 520 S D FEAT D 7= 80 DOFFAM ATRE /R i T — & 23 | RS LA E TR DTz 6 4 O RKEMTRE &
MR E Uiz, 63RO T —2h v A7 BORN T 6 L 2BNRBREMKE L, T/ A
~ 7 PEE 2k L CU 7z (Table tiael.50.2 J2 OF tiael.50.3), 6 4413\ 910 b UIBRAHEZ: GCTB
Tdho7= (Table tiae2.50.2), 6 % D~—R T A KD N AFEEHFHIRHE A Table tiae2.50.1 1277
o FEIBIHUET R R OfRITRI AR & L 7o R ERE CoRBIIF O fEiX 6.3 » AT
&7z (Table tiae3.50.1), 7 / A~ 75 EHO T RAKIL 9.5 B8] (R RHE: 21 [B]) Th o7z,
&b b L EHElIEE 2 W o RENRIZ D < EBINZR=R1E 66.7% (4/6) T -7z (Table
tiae4.50.1) , fifl x DRAHEFLNE T L D RBLIZEL)=RIL, modified RECIST H:HE T 33.3% (2/6) .
density/size F:4#ET 66.7% (4/6) T& Y . modified EORTC 4t CTREAN Al E 72 RRAEWBR A 13U
72035 7= (Table tiae4.50.1) ,

B AMG162-B-1201 TIE, 12 # AB v bAT7 HETIS, 1 LD BEARAREE (20 m%Adi)
el (187%) HAAN OGN, HLEHRE Tk, H 5 L5HliEEL o BRRIC
O T CEBINZRDNDFEO bivle, el UHEBRE ORBEIMIIN 9 » A ThH o7,

3 RBROFAMRENT T, 20 AT OBBRE (n=15) Z XI5 & L CHENT 2 F20E L 7= GRBR 20040215
20062004 D 18 XIE 19 sk OBIRF 8 & Ftr), FOFER, REOPUEE R ITHME 2
AREROFEMAT OFE R L ERFRIK T > 72 (Table ltiaed-1.2),

36 £2HBRZBELTCOHBREOHE

FRER 20040215, 20062004, K N AMG162-B-1201 D% G BEEM L, A lal S 2 IiE D
BEEMEEREZRETHILOTHY, ZOFNREERE L TUIRBURAREKRT —% &> h 03
BTz, ShE 2 FREROFEAENT CIE, L L 7o BgERHEIC & - T BBIATUEL )R ORI 2 5
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2.7.3 BRERHIAZNEDHE
FI)AIT Z Y —J KR TiE 120mg

fiti U 7=, BP0 B\ B 5 WG R A O AT e SN 1T, mRRBRIC SN L 7= iR X
IXHRAESIF OWYERE O 9 B, FHBATHEZR 190 4 2 & © 72, AMG162-B-1201 [ZH\\ChH, [A
CRkli 5iE %2 T, B8R PUER 2 R 2 300 L7z (T4 17 ).

T ) A< 71X, GCTB BEH OEFEBRIZEB W TEIIRMICER DO & 2 7 EZ2 Lz, FME 2 3R
AT CTlX. & 6 DFHlEELZ W ok BRI S EBIIR DRI 71.6% Th > 72,
BHESZX LT, B A XOfE/ M-S < RECIST FEHEZ 0 9~ 5 IZIXR R 238 5 A3,
Modified RECIST 2712 L V) 25.1% D 5N 235G B Av7-, RECIST HUE T, #GHHHMRIHRZE (X
TR 2 B R AT DHRE D 57.1% CRBIIZEZHMG b7z, Modified
EORTC J:¥E K U8 density/size Z:ME % H N2 & E OZRFIL, ZNEH 96.2% K N 76.1% Th -
7o BBRIZERNTIIFHED TR B AL, FBIRIZR DR S AT BRI TIR B LT L 7R 1
1B DB Tholz, BBEDIL, RBSUIR—RA T A VIFOEBORE (BIBRAGELEIER
AIRE) IZb b, —E LTGRO LT,

FRER 20040215 2 O 20062004 D458k 2 5 153 5 AV AN ORE RI%, FME 2 BB DS AFTIC
BT DML U T2 B BIAITIESN R OFHRORE R A FEA T D2 D Th o7z, 26 OARER T
R L7226 < OBBREIZEB T, 7/ A~ T L DL RIBH R OREARRR =R S
TRBREATEANC K 2 WM & 2 5 0IRME, BERER O, Sl L TV AR Rl £
TOMMOIER, KOG L TWZABIFIROZBEIEDIKT) M3RD b,

PLED X 91z, 3Bk 20040215 K T 20062004 Tl B BIHUIE 0 R BE - 2 M7 U 7= Hif4 5T
DFER, 2 < OHERE CTERIRMICERO & 517 v RO B, fHlx ORI
WTh IR EAEERT ORI ;@A$74/Lﬁﬁaémto B DI U T2 R AR
2B DAED TR BT, AR E CORELRETH T, T/ 2~ T L DIEHER)
Hid, YIBRARREZ: GCTB & WA FIREZR GCTB O W OHERE 2B W T H 30 bivlz, Y%
A[E7e GCTB B TR— R 7 A VRRHZFE S W= Fif 0% <X, ek, Feo
Gl SUTBAIUIBRO L 5 RBEEORBIELE D DO Thole, 7/ AT OHREIZLD 4]
BRA[HEZ: GCTB FE D% < T, BB I RN AT SR o Tohy, R—=R T A VIREIC
FHE LT Fil L 0 RIEVEOIRWF S T S iz, F7o, YIBRAIREZ: GCTB & IZH
W, BRI IEME, R OBE, BEIMPTIEEERNRBO b/, 2o X512, maio
F—H 5, GCTB BEDIRRICBIT 5T / A~ (120 mg Q4W IZH 2 TH 8 H LU 15
HIZ 120 mg DAMEE) ORGSR T 4 v bV A7 TR0 T 7 A B RENT,

R AMG162-B-J201 (28T 6, AME 2 SERGFS AT & FER DA DMRHIE B 12DV TR
AT LTCRER, & D D aHli A E A AW o B RICHES S FBIFZE 21T 82.4% TH Y |
modified RECIST 2%, modified EORTC A7, KU density/size A£HEIZ K » TEBIAIF D) 278
wt%%ﬁm% X, FNEN 29.4%., 70.6%. KN 64.7% Th -7, BFBIFRDICITFHE

D B, BRI DTS ST ISR DELT LI BRE 12 7 o 7o, BB
A~X74/ﬁ@ﬁ%®hg(mﬁx% XUIBRATRE) 12b b, —B L TR @%nto
R AMG162-B-J201 CORBIOFIIESE IR (6 » H I > MAZMHTRER) &, SE 2 R ERF
BIRNTIC X B BBPIESE HIRIT B LW, T/ A~ 7 OB FITYIFRATHEZ: GCTB
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2.7.3 BRRHIAMMEDHE
F)RTT 7 X —J K FiE 120mg

HBEICBWTHRD LN, 6 # Al y MA TR CRIENITINZEE TR LT, £
7=, BIBRATAEZe GCTB BRFIZH W Th, BRIRAA I & OB B HUIES 2 B2380 vz,
ZDOMDOBEIVERHIEE IZB N T, T/ A~ T L DIEFEDE RBOET2 L, BERIER
DY, FHE L CWZANE TN £ COMIBOER) 23580 b v, ZIUIEBIHTUEL 2R D
MREIMST 2D ThHoT,
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2.7.3 BRERHIAZNEDHE
FI)AIT Z Y —J KR TiE 120mg

4. WERE - AEICET SEBRKRIFHROEN

FRBR 20040215 & 120062004 Tk, 7/ A~ 7 120 mg Q4W O FHEIZMZ, % 8 EI&U“
%15 HO 120 mg A 52175 Ak - s Lz, 120 mg Q4W 1T, FEFimBEE
FBE#H F S (skeletal-related event(s): SRE) Ol Z s & L THAREINTZT / A~ T @Hﬂ{i&
MELFE L TH D, GCTB EFIZHNTH, EFIRBOMIETT / A~ 7 IREO B IEE 2 5 E
HRBEELFRRELTIONZY THDL EEZZ, WThoOBEENTH BT, #5 LR
FORZE (95%H) 1B\ T, #5MR%iE LT RANKL ~OR KiES K OMHELGL Z &
Thd (FEEEBEEICHT S SRE OMFNZET 2 &G HGE [7 2 ~—727 SRE HiFE] &kto
EV2—/V 5335, F 7T H-ETHRABEEACK T 2y EREREE 111914), £7-. GCTB
BEICBT DML AR, MIERT ) A~ TRENECOITEFIREICEE L, HhogEE

DT AVETOH ML O N AR THET S fHRNICE EF D K O ICRET D 0%
WHbHEBEZT, QAW DGR TV 2 — NV EE T H3EYEET v 7 7 A VR OIS ) ¥ 7' m
77 A BT HEET, T ~—7 SRE HEREO [HEARKEOME (£ 2—/1272)] I
RLTEY, LTS R E8E R LT,

RIS EE &3R8 ) . GCTB BT 1% BIIL SRE Z 42 Z & Tk <,
BN PEER EA2E5 2 L Th b, GCTB BB IR AZEOREDAELZA TS0
PG BRMA 1 » AUNICBIEREICET 2 ZENEET LB oM, ZhUd, mEisgh
FHEITRRDETHD, WEBBEEE T, 120mg QAW (2L VK 4~6 » A T T /2 %
~ 7 RENEFIRBIZET 5, 3Bk 20040215 TIE, 120 mg Q4W (255 8 H L 45 15 HIZ 120 mg
DAEMEEEZMA D Z EIZ K> T &ERMAE 1 » AUWNIC BIRREIZET D LD B E
S AL, 15 H ROV 29 HICHR T DGR T 2 A~ 7IRE b7 7fEO R fliL, ’5’%9~49
HOEEIRME & FRE (ENE<16%~35%0D7) Th-o7= (FRER 20040215 {55 FEH A

[EBEMEAT] O 10.1 TR O 20040215 JRBRFAFE S E i),

[EIN TG L 72585 AMG162-B-J201 %, 120 mg Q4W (255 8 H &K UVER 15 H ™ 120 mg Afrf
PGz Mz -k - lEE Lz, B AMG162-B-1201 (6 » H ~ b4 7 M) il 7
A~ TPRED N T 7EIZ R 20040215 & BAE R EITFRO LR o 72 (K 2.7.3.4-1), 72,
ARl BRE~—0—TH 25 uNTX/Cr DI (K 80%) 2355 S LR b, RER
20040215 OFEFR EFERIL Tz (K 2.7.3.4-2),

PLEDZ D, 120 mg QAW 1255 8 H LUV 15 H D 120 mg Az G2 N2 7= ik - &
1%, BN GCTB BEIZH W Tl & & 2 72,
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2.7.3 BRERMADEOBE
FIATT 53— B TFiE 120mg

27.34-1 HAEXAGCTB 2% (HE AMG162-B-J201) RUSEA GCTB & (AR
20040215) 1B +5MERT/ AT T S 7RE-BMIO274L
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2.7.3 BRERHIAZNEDHE
FI)AIT Z Y —J KR TiE 120mg

5 MEDFE. mEM%E
GCTB B IZB W TR 22 R 215 5 2 DIIZ MR 5N LE TH 5 720, EHIRERFO
T ) AR T ORI D Z & iﬁgf‘%é
FRER 20040215 F 1820062004 (25 £N7- GCTB BED O B, 5 A~ TUREMN 2 4ELL LT
& > TR 1L 46 44 3 LU B Th o 7o 4k 13 15 44 T db o 72 (Table tias5.1.2) , 75k 20040215
J Y 20062004 1Z351F D e KB G-E1HUT 60 [0 TH U | e KaBRIIRIX 54.1 » A T -7 (Table
tias5.1.3) . BBIFTUESIIRO L Fa AT T ¢ TRl HA NN b gkiE T 7/ A
~ ZURFEIIRIA 2 FE BB 2 TR 1L 29 4 3 R A B A TR E 1S 7 4 T > 7= (ad hoc Table
tiae3.1.500)
SME 2 RERDEE AT & L CRBIAOPUIES DRI B9 B30T U 7= i aEM 2 9266 L 7= /551, 7
J A7 ORITEMMRHET 5 2 & AR S, BRUINHUE N F O OF A AT ST SAER 2 3
T, B 5L EEL AN TOT DR T PD RN bR E TV ETH -7~
(n=11) (Table tiae4.3.3) . BBUIZZZN 3G DT 1212 PD 338D B - g 13, 55k 20062004
D14DHTH-T= (Table tiaed.2.1), #3223 HT/RLIZ L T, 68.5%DHERE T, &
5 D FAM AR A FH N T B EDRICE S < B0 24 W RIFfe L7 (3 2.7.3.3-8), &l
HIZE307% 4, 8, KO 12 [ Ffe L 72 RE OFIG  RIRRE Th - 72 (ZNE I 66.7%. 67.3%,
KR 68.1%)
Rk AMG162-B-J201 TiX, 12 # A v N A 7T 2 FEhti L 7B T, 7/ A~ TIREMN 6
7 AU EOWERE T 174, 1 FLUEOWREIT 104 THY . FAFEGEEKT 22 [\, KER
BRIAMIZ 17.9 5 H ThH -7 GRER AMG162-B-1201 {RBRFAFEH 52 Table 153-1.1), H 55
P B 2 I T2 B BRI LD S BBLNRZNAN 4, 8. 12, XU 24 TR L 72 RE OF)
BlX, ENEN882% (15/17), 88.2% (15/17), 82.4% (14/17), XL 86.7% (13/15) T~
7= (Table 15.2-1.4.1), & &} DMl MEL AWV CRBMEDINROONIZ 154D 5B, 14
DWERE N Z D% PD L HE ST (Table 15.2-1.2.1), Z D PD & HE SHI-#BR#E Tl
CT/MRI\Z X U Fi7-729R2 (B EEMIIEAE glioblastoma) 2FRHHNTEY, ZD7=®H /"*5%
EARERIL, Z OWBRE % PD THRWEHE L, Bk AMG162-B-J201 D 12 s H A v b4~
FRBT DOFIEDOFERIZ. 6 # H v M A 7T OFER L KRE2ENTEBO Do T, 7B,
KRBROWRENZB T DT ) A~ T OREIZ, AH O GCTB ~O# AR ENTERE IND F
TS D2 TETH D, F7-. RBR 20040215, 20062004, %X AMG162-B-J201 (12 % A4 >
A 7 fRATIRE) 12 36 1T 2 BBLANHUEE N R O OF ST OFERIT €Y 2 —/1 53.53-10 1T T,
T ) AT e D~S RIS LI EEN S A OB T, PIENEH TV T
IEHN TV (T ~—7 SRE HiEREOTE Y 22—/ 2.7.3 « 5 5.1 TR OVE HIFRIE 2B
T AGRHFERF DT Y 2 —/L 273 - # 5.1 H),
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2.7.3 EREREIBENEDBE

T/AIT < —% KT 120mg
7. fE%
&K 27371 N—R5A UBICFHESINEFHEERICETSNE=FHO—K:
§4B& 20062004
Subject ID Baseline Planned Procedure Actual Procedure

Subjects with Less Debilitating Surgical Procedure (n = 16)

016* Amputation Curettage
017* Joint prosthesis/replacement Curettage
018* Joint prosthesis/replacement Curettage
019* Joint prosthesis/replacement Curettage
020* En bloc resection Other®
021* Joint resection En bloc resection
022% Amputation Curettage
023* En bloc resection Curettage
024* Hemipelvectomy Joint prosthesis/replacement
025* En bloc resection Curettage
026* Joint resection Curettage
027* En bloc resection Curettage
028* En bloc resection Curettage
029* En bloc resection Curettage
030* En bloc resection Curettage
031* Joint prosthesis/replacement Curettage
Subjects Receiving Originally Planned Surgical Procedure (n =9)
032% Curettage Curettage
033* Curettage Curettage
034* Joint resection Joint resection
035% En bloc resection En bloc resection
036* Joint resection Joint resection
037* En bloc resection En bloc resection
038* En bloc resection En bloc resection
015* En bloc resection En bloc resection
039* Curettage Curettage
Subjects with Different Surgical Procedure from Planned at Baseline (n = 1)
005* Curettage En bloc resection

Page 1 of 1

 Reported term for “other” surgery was sacral laminectomy and debulking of tumour. Considered a less morbid
surgical procedure.

®Subject  005* had a curettage and exeresis (ie, excision) planned at baseline to treat a bone and soft tissue

lesion in the pelvis and iliac crest.

classified in the database as an “en bloc resection” on study.

Source: Listing 102-2.1
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On-study, he underwent a procedure of “exeresis plus marginal resection”
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2.7.3 FRIREIAEIEDE
C Yy &) 53— KTE 120mg

5 27372 R—XAF5A UBHICFHESIN-FHEERFICHETINL-FH GIEREARA) : 558 20062004

Baseline
No surgery Marginal ~ En bloc En bloc Joint Joint/ . . Hemipel-
planned Curettage excision excision  resection  resection prosthesis - Amputation vectomy Other Total
On study replacement
At any time (N=100) 0(0.0) 13 (13.0) 1(1.0) 4 (4.0) 37 (37.0) 14 (14.0) 9(9.0) 17 (17.0) 4 (4.0) 1(1.0) 100 (100.0)
>0 - <6 months
Cohort 2 (N =100)
No surgery 0(0.0) 12 (12.0) 1 (1.0) 4 (4.0) 34 (34.0) 13(13.0) 7 (7.0) 16 (16.0) 4 (4.0) 1 (1.0) 92 (92.0)
Curettage 0(0.0) 1(1.0) 0(0.0) 0(0.0) 1(1.0) 0(0.0) 2(2.0) 1(1.0) 0(0.0) 0(0.0) 5(5.0)
Marginal excision 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
En bloc excision 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
En bloc resection 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(1.0) 1(1.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(2.0)
Joint resection 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Joint/prosthesis replacement 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Amputation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Hemipelvectomy 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Other 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1 (1.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(1.0)
Total 0(0.0) 13 (13.0) 1 (1.0) 4 (4.0) 37 (37.0) 14 (14.0) 9(9.0) 17 (17.0) 4 (4.0) 1(1.0) 100 (100.0)
>6 - <12 months
Cohort2 (N=61)
No surgery 0(0.0) 4 (6.6) 1(1.6) 3(4.9) 17 (27.9) 4 (6.6) 2(3.3) 12 (19.7) 1(1.6) 1(1.6) 45 (73.8)
Page 1 of 5

n (%)
N = Number of subjects who had the opportunity to be on study for each time interval and did not have on-study surgery before the start of each time interval
Percentages based on N

Modified from Table 102-2.27.1 and Table 14.
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R 27372 RNR—RFA4 VHIFHBESN-Fii&EERICHITSNL-FH GEREEAD : 38 20062004 (fE)

Baseline
No surgery Marginal ~ En bloc En bloc Joint Joint/ . . Hemipel-
o planned Curettage excision excision  resection  resection prosthesis - Amputation vectomy Other Total
n study replacement
At any time (N=100) 0(0.0) 13 (13.0) 1(1.0) 4 (4.0) 37 (37.0) 14 (14.0) 9(9.0) 17 (17.0) 4 (4.0) 1(1.0) 100 (100.0)
>6 - <12 months
Cohort2 (N=61)

Curettage 0(0.0) 2(3.3) 0(0.0) 0(0.0) 4 (6.6) 1(1.6) 2(3.3) 0(0.0) 0(0.0) 0(0.0) 9(14.8)

Marginal excision 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)

En bloc excision 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)

En bloc resection 0(0.0) 1(1.6) 0(0.0) 0(0.0) 3(4.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 4 (6.6)

Joint resection 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(3.3) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(3.3)

Joint/prosthesis replacement 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(1.6) 0(0.0) 1(1.6)

Amputation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)

Hemipelvectomy 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)

Other 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)

Total 0(0.0) 7(11.5) 1(1.6) 3(4.9) 24 (39.3)  7(11.5) 4 (6.6) 12 (19.7) 2(3.3) 1(1.6) 61 (100.0)
>12 - <18 months

Cohort 2 (N=19)
No surgery 0(0.0) 1(5.3) 1(5.3) 2 (10.5) 8 (42.1) 1(5.3) 0(0.0) 4 (21.1) 0(0.0) 1(5.3) 18 (94.7)
Curettage 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(5.3) 0(0.0) 0(0.0) 1(5.3)
Page 2 of 5

n (%)
N = Number of subjects who had the opportunity to be on study for each time interval and did not have on-study surgery before the start of each time interval
Percentages based on N

Modified from Table 102-2.27.1 and Table 14.
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R 27372 R—ASAVEICHEBEINE-FHEERICHEITINE-FM GERRRR) ; X8k 20062004 (Fr=)

Baseline
No surgery Marginal ~ En bloc En bloc Joint Joint/ . . Hemipel-
o planned Curettage excision excision  resection  resection prosthesis - Amputation vectomy Other Total
n study replacement
At any time (N=100) 0(0.0) 13 (13.0) 1(1.0) 4 (4.0) 37 (37.0) 14 (14.0) 9(9.0) 17 (17.0) 4 (4.0) 1(1.0) 100 (100.0)
>12 - <18 months
Cohort 2 (N =19)
Marginal excision 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
En bloc excision 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
En bloc resection 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Joint resection 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Joint/prosthesis replacement 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Amputation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Hemipelvectomy 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Other 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Total 0(0.0) 1(5.3) 1(5.3) 2 (10.5) 8 (42.1) 1(5.3) 0(0.0) 5(26.3) 0(0.0) 1(5.3) 19 (100.0)
>18 - <24 months
Cohort 2 (N =6)
No surgery 0(0.0) 1(16.7) 0(0.0) 0(0.0) 3(50.0) 0(0.0) 0(0.0) 1(16.7) 0(0.0) 0(0.0) 5(83.3)
Curettage 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(16.7) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(16.7)
Marginal excision 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Page 3 of 5

n (%)
N = Number of subjects who had the opportunity to be on study for each time interval and did not have on-study surgery before the start of each time interval
Percentages based on N

Modified from Table 102-2.27.1 and Table 14
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2.7.3 FRIREIAEIEDE
C Yy &) 53— KTE 120mg

R 27372 R—ASAVEICHEBEINE-FHEERICHEITINE-FM GERRIRR) ; %8k 20062004 (Fr=)

Baseline
No surgery Marginal ~ En bloc En bloc Joint Joint/ . . Hemipel-
o planned Curettage excision excision  resection  resection prosthesis - Amputation vectomy Other Total
n study replacement
At any time (N=100) 0(0.0) 13 (13.0) 1(1.0) 4 (4.0) 37 (37.0) 14 (14.0) 9(9.0) 17 (17.0) 4 (4.0) 1(1.0) 100 (100.0)
>18 - <24 months
Cohort 2 (N =6)
En bloc excision 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
En bloc resection 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Joint resection 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Joint/prosthesis replacement 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Amputation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Hemipelvectomy 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Other 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Total 0(0.0) 1(16.7) 0(0.0) 0(0.0) 4 (66.7) 0(0.0) 0(0.0) 1(16.7) 0(0.0) 0(0.0) 6 (100.0)
>24 months
Cohort 2 (N=1)
No surgery 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1 (100.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1 (100.0)
Curettage 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Marginal excision 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
En bloc excision 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Page 4 of 5
n (%)

N = Number of subjects who had the opportunity to be on study for each time interval and did not have on-study surgery before the start of each time interval
Percentages based on N

Modified from Table 102-2.27.1 and Table 14
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2.7.3 FRIREIAEIEDE
C Yy &) 53— KTE 120mg

R 27372 R—ASAVEICHEBEINE-FHEERICHEITINE-FM GERRIRR) ; %8k 20062004 (Fr=)

Baseline
No surgery Marginal ~ En bloc En bloc Joint Joint/ . . Hemipel-
Curettage A .. . . prosthesis ~ Amputation Other Total
On study planned excision excision resection  resection replacement vectomy
At any time (N=100) 0(0.0) 13 (13.0) 1(1.0) 4(4.0) 37(37.0) 14 (14.0) 9(9.0) 17 (17.0) 4(4.0) 1(1.0) 100 (100.0)
>24 months
Cohort2 (N=1)
En bloc resection 0(0.0) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Joint resection 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Joint/prosthesis replacement 0(0.0) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Amputation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Hemipelvectomy 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Other 0(0.0) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Total 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1 (100.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1 (100.0)
Page 5 of 5
n (%)

N = Number of subjects who had the opportunity to be on study for each time interval and did not have on-study surgery before the start of each time interval
Percentages based on N

Modified from Table 102-2.27.1 and Table 14
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273 BERMAEDEOHE
FIARATT S5 I—% K TFi¥ 120mg

% 27.37-3 FMiErTOHRM: FE 20062004
(Cohort 2 Efficacy Analysis Set)

(20062004 Interim Analysis 3)
Crude KM Estimate of 25%-tile KM Estimate of Median KM Estimate of 75%-tile

Incidence (Days)? (Days)? (Days)*
n(%)  PtEst (95% CI) PtEst  (95% CI) PtEst  (95% CI)
Cohort 2 (N = 100) 26 (26.0) _ 253.0  (211.00, 301.00) _ 723.0 _ (301.00, NE) NE __ (723.00, NE)
Page 1 of 1

N = number of enrolled cohort 2 subjects who were eligible for the study and received at least one dose of denosumab
n = number of subjects who had a surgery

NE = Not estimable

? Kaplan-Meier estimate

Source: Table 14-4.2.3 of 20062004 Interim Analysis 3 CSR

& 27374 +HUGRBHAGFEHFHENSESN-BREIZE TS GCTB ~DHR
(Efficacy Analysis Set)
(20040215 Primary Analysis)

Denosumab
120 mg Q4W
N=35)
WN1 (%) (95% CI)
Response® 20/20 (100.0) (83.2, 100.0)

Page 1 of 1

N = Number of subjects who (1) are on study for > 28 days after the first dose of denosumab; and (2) have at least one
baseline tissue and at least one post-dose tissue between week 5 and week 25, or have at least one baseline radiograph
and at least one post-dose radiograph between week 5 and week 25.

N1 =Number of subjects who (1) are on study for > 28 days after the first dose of denosumab; and (2) have at least
one baseline tissue and at least one post-dose tissue between week 5 and week 25.

Confidence interval is calculated using exact method.

? Response is defined per protocol.
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273 BERMAEDEOHE
FIARATT 23— K TiFE 120mg

+& 27375 +HLGRBAGFOHF@ENE SNGH S-HBREICE TS GCTB DR
(Efficacy Analysis Set)
(20040215 Primary Analysis)

Denosumab
120 mg Q4W
(N=35)
WN1 (%) (95% CI)
Response® 10/15 (66.7) (38.4.88.2)

Page 1 of 1

N = Number of subjects who (1) are on study for > 28 days after the first dose of denosumab; and (2) have at least one
baseline tissue and at least one post-dose tissue between week 5 and week 25, or have at least one baseline radiograph
and at least one post-dose radiograph between week 5 and week 25.

N1 = Number of subjects who (1) are on study for > 28 days after the first dose of denosumab; and (2) do not have at
least one baseline tissue or do not have at least one post-dose tissue between week 5 and week 25: (3) have at least
one baseline radiograph and at least one post-dose radiograph between week 5 and week 25.

Confidence interval is calculated using exact method.

? Response is defined per protocol.
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2.7.3 BBERMEDEOBE
F/ARTD 5 I— R TFiE 120mg

£2737-6 AKR—FZLDARBEREDEN
(Efficacy Analysis Set)

(20062004 3™ Interim Analysis)

Cohort 1 Cohort 2 Cohort 3 All
Number of subjects enrolled 169 100 11 280
Number of months on study®
n 169 100 11 280
Mean 13.29 9.28 5.41 11.55
SD 8.13 5.92 0.44 7.57
Median 13.04 8.95 5.36 10.43
Q1.Q3 5.88,20.96 4.14,12.94 5.32,5.65 5.32,16.82
Min, Max 0.3,29.1 0.0, 28.0 45,62 0.0.29.1
Number of subjects receiving >1 dose 169 100 11 280
of investigational product
Number of doses received
n 169 100 11 280
Mean 16.3 12.0 5.9 14.3
SD 8.4 6.0 0.5 7.9
Median 16.0 12.0 6.0 13.0
Page 1 of 2

? Defined as the time period from the first dose of investigational product, or enrollment date if subjects did not take any dose, to the end of study date or the analysis cutoff date,

whichever comes first.

Denosumab is administered at a dose of 120 mg Q4W with a loading dose of 120 mg on study days 8 and 15.
Four subjects from study 20040215 were directly enrolled into the safety follow up phase in study 20062004 and were excluded from the treatment phase analysis.
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2.7.3 BBERMEDEOBE

F/ARTD 5 I— R TFiE 120mg
F£2737-6 AFK— I EDBBRERSDEYN
(Efficacy Analysis Set)
(20062004 3" Interim Analysis)  (# %)
Cohort 1 Cohort 2 Cohort 3 All

Q1,Q3 9.0,24.0 7.0, 16.0 6.0,6.0 7.0,20.0

Min, Max 2,33 1,33 5,7 1,33
Number of doses received - n (%)

1-5 18 (10.7) 13 (13.0) 2(18.2) 33 (11.8)

6-10 29 (17.2) 28 (28.0) 9 (81.8) 66 (23.6)

11-15 37 (21.9) 33 (33.0) 0(0.0) 70 (25.0)

16-20 30(17.8) 17 (17.0) 0(0.0) 47 (16.8)

21-25 24 (14.2) 7 (7.0) 0(0.0) 31(11.1)

26-30 25(14.8) 1(1.0) 0(0.0) 26 (9.3)

31-35 6 (3.6) 1(1.0) 0(0.0) 7 (2.5)

Page 2 of 2

? Defined as the time period from the first dose of investigational product, or enrollment date if subjects did not take any dose, to the end of study date or the analysis cutoff date,

whichever comes first.

Denosumab is administered at a dose of 120 mg Q4W with a loading dose of 120 mg on study days 8 and 15.

Four subjects from study 20040215 were directly enrolled into the safety follow up phase in study 20062004 and were excluded from the treatment phase analysis.
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2.7.3 BBERMEDEOBE

FIART 52— R TiE 120mg
£ 27377 BPUOEWNEHFDRATHRR—=R54 Uhib 30%LLEFED L-#EBEDES: HE 20062004
(Subject at Risk in PRO Analysis Set)
(Interim Analysis 3 Adhoc)

Cohort 1 Cohort 2 Cohort 3 Cohorts 1 and 2 All

(N=123) (N=80) (N=4) (N=203) (N=207)

% (n/N1) % (n/N1) % (n/N1) % (n/N1) % (n/N1)
Day 8 26.6 (29/109) 36.4 (28/77) - 30.6 (57/186) 30.6 (57/186)
Day 15 36.6 (41/112) 41.1 (30/73) - 38.4 (71/185) 38.4 (71/185)
Week 5 36.9 (41/111) 53.6 (37/69) 25.0 (1/4) 43.3 (78/180) 42.9 (79/184)
Week 9 53.4(55/103) 66.7 (44/66) 25.0 (1/4) 58.6 (99/169) 57.8 (100/173)
Week 13 50.5 (55/109) 75.4 (49/65) 25.0 (1/4) 59.8 (104/174) 59.0 (105/178)
Week 17 51.0 (50/98) 75.0 (42/56) 33.3(1/3) 59.7 (92/154) 59.2 (93/157)
Week 21 52.1 (49/94) 69.8 (37/53) 50.0 (1/2) 58.5 (86/147) 58.4 (87/149)
Week 25 57.1 (48/84) 68.0 (34/50) - 61.2 (82/134) 61.2 (82/134)
Week 37 56.4 (44/78) 78.4 (29/37) - 63.5 (73/115) 63.5 (73/115)
Week 49 59.0 (36/61) 75.0 (18/24) - 63.5 (54/85) 63.5 (54/85)
Week 61 52.1 (25/48) 69.2 (9/13) - 55.7 (34/61) 55.7 (34/61)
Week 73 50.0 (17/34) 100.0 (3/3) - 54.1 (20/37) 54.1 (20/37)
Week 85 60.0 (18/30) 75.0 (3/4) - 61.8 (21/34) 61.8 (21/34)
Week 97 52.9 (9/17) 100.0 (1/1) - 55.6 (10/18) 55.6 (10/18)
Week 109 55.6 (5/9) - - 55.6 (5/9) 55.6 (5/9)
Week 121 100.0 (1/1) - - 100.0 (1/1) 100.0 (1/1)

Page 1 of 1

N = number of enrolled subjects who were eligible for the study. received at least one dose of denosumab, used consistent recall periods on study, and had baseline worst

pain score> 0

N1 =Number of subjects with data at the visit

Percentages are based on N1.

The range of worst pain is 0 - 10; a higher score indicates a less preferred health status.

86



2.7.3 BRRMIANIEDOHE

FI/AIT

53— KTE 120mg

27378 FAFMIZAWEEEDA Y SHILOEENSDREEFT (RECIST 1.1 Criteria)

RATIONALE FOR
ORIGINAL RECIST 1.1 CRITERIA ADJUSTMENT CRITERIA ADJUSTMENT

Section 3.1.1, Measurable. Tumor lesions must be measured in at least Lesions identified on CT and MRI scans will Evaluation of lesions on
one dimension (longest diameter in the plane of measurement to be measure > 10 mm (Reconstruction inrerval[RI] CT/MRI provides more

recorded) with a minimum size of:

e 10 mm by CT scan (CT scan slice thickness no greater than 5 mm)

¢ 10 mm caliper measurement by clinical exam (lesions which cannot be
accurately measured by calipers should be recorded as non-measurable)

e 20 mm by chest X-ray

Malignant lymph nodes: to be considered pathologically enlarged and
measurable, a lymph node must be > 15 mm in short axis when assessed by
CT scan (CT scan slice thickness recommended to be no greater than

5 mm). At baseline and in follow-up, only the short axis will be measured
and followed.

<5mm). To be considered measurable, lymph
nodes must measure > 15 mm and 2x the RI in the
short axis (when assessed by CTs).

Measurement of lesions on chest x-ray will not be
performed. Chest CTs will be required for lesion
measurement.

If applicable, nodal lesions will be measured and
recorded bidimensionally, however, at
Baseline/Screening and on-study, only the short
axis will contribute to the SLD.

accurate lesion measurement,
extent of disease assessment
and earlier/more sensitive
detection of new lesions.

It is CoreLab Partners’
convention to require that
lymph nodes measure

> 15 mm in the short axis and
be 2x the RI at baseline in
order to be considered a
target lesion.

Clinical target lesions will not
be assessed for this study.

Section 3.1.2, Non-Measurable. All other lesions, including small lesions
(LD < 10 mm or pathological lymph nodes > 10 to < 15 mm short axis) as
well as truly non-measurable lesions. Lesions considered truly
non-measurable include: leptomeningeal disease, ascites, pleural or
pericardial effusions, inflammatory breast disease, lymphangitic
involvement of the skin or lung, abdominal masses or abdominal
organomegaly identified by PE that is not measurable by reproducible
imaging techniques.

The following will be considered non-measurable
for this study: bone lesions not identified as target
lesions lymphangitis of the skin or lung,
pathological lymph nodes with short axis measuring
> 10 mm and <15 mm, measurable lesions not
chosen as a target lesion, groups of lesions that are
small and numerous, and pleural/pericardial
effusions and/or ascites.

Clarification regarding the
types of
lesions/non-measurable sites
of disease which CoreLab
Partners will consider as
non-target.
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2.7.3 BRRMIANIEDOHE

T/AIT Y —9 RTiE 120mg
=& 2.73.7-8 ARFEMICAWE=EEDA) OFHILOEENSDHRZEEFT (RECIST 1.1 Criteria) (&)
RATIONALE FOR
ORIGINAL RECIST 1.1 CRITERIA ADJUSTMENT CRITERIA ADJUSTMENT

Section 3.1.3, Special Considerations Regarding Lesion Measurability.
Bone lesions, cystic lesions and lesions previously treated with local therapy
require particular comment:

Bone Lesions:

e Bone scan, PET scan or plain films are not considered adequate imaging
techniques to measure bone lesions. However, these techniques can be
used to confirm the presence or disappearance of bone lesions.

eLytic bone lesions or mixed lytic-blastic lesions, with identifiable soft
tissue components, that can be evaluated by CT or MRI can be
considered as measurable lesions if the soft tissue component meets the
definitions of measurable lesions.

e Blastic lesions are non-measurable.

Cystic Lesions:
e Lesions that meet the criteria for radiographically defined simple cysts

should not be considered as malignant lesions (neither measurable nor
non-measurable) since they are, by definition, simple cysts.

e Cystic lesions thought to represent cystic metastases can be considered as
measurable lesions if they meet the definition for measurable lesions.
However, if non-cystic lesions are present in the same patient, these are
preferred for selection as target lesions.

Lesions with Prior Local Treatment:

Tumors situated in a previously irradiated area, or in an area subjected to
other loco-regional therapy, are usually not considered measurable unless
there has been demonstrated progression in the lesion.  Study protocols
should detail the conditions under which such lesions would be considered
measurable.

Bone Lesions: For this study, a bone lesion with or
without a soft tissue component may be identified
as a target lesion.

Previously Irradiated Lesions: Target lesions may
be chosen from a previously irradiated area.

Standard CoreLab Partners
conventions.

Bone Lesions: For this study,
a bone lesion with or without
a soft tissue component may
be identified as a target
lesion. Bone windows and
soft tissue windows maybe
used to establish lesion
dimensions

Previously Irradiated Lesions:
Target lesions may be chosen
from a previously irradiated
area.
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2.7.3 BRRMIANIEDOHE

T/AIT Y —9 RTiE 120mg
=& 2.73.7-8 ARFEAICAWE=EEDA) CFHILOEENSDOHREREFT (RECIST 1.1 Criteria) (&)
RATIONALE FOR
ORIGINAL RECIST 1.1 CRITERIA ADJUSTMENT CRITERIA ADJUSTMENT

Section 3.2.2, q 2, Clinical Lesions: Clinical lesions will only be
considered measurable when they are superficial and > 10 mm diameter as
assessed using calipers (e.g., skin nodules). For the case of skin lesions,
documentation by colour photography including a ruler to estimate the size
of the lesion is suggested. As noted above, when lesions can be evaluated
by both clinical exam and imaging, imaging evaluation should be
undertaken since it is more objective and may also be reviewed at the end of
the study.

No clinical lesions will be measured for this study.
No photographs will be provided for the
independent review.

CoreLab Partners will not
perform an oncology review
for this study.

Section 3.2.2, § 7, Tumor Markers: Tumor markers alone cannot be used
to assess objective tumor response. If markers are initially above the upper
normal limit, however, they must normalize for a patient to be considered in
complete response. Because tumor markers are disease specific,
instructions for their measurement should be incorporated into protocols on
a disease specific basis. Specific guidelines for both CA-125 response (in
recurrent ovarian cancer) and PSA response (in recurrent prostate cancer),
have been published. In addition, the Gynecologic Cancer Intergroup has
developed CA125 progression criteria which are to be integrated with
objective tumor assessment for use in first-line trials in ovarian

cancer.

No tumor markers will be provided for the
Independent Review.

No tumor markers will be
provided for the Independent
Review.

Section 3.2.2, q 8, Cytology, Histology: These techniques can be used to
differentiate between PR and CR in rare cases if required by protocol (for
example, residual lesions in tumor types such as germ cell tumors, where
known residual benign tumors can remain). When effusions are known to
be a potential adverse effect of treatment (e.g.  with certain taxane
compounds or angiogenesis inhibitors), the cytological confirmation of the
neoplastic origin of any effusion that appears or worsens during treatment
can be considered if the measurable tumor has met criteria for response or
stable disease in order to differentiate between response (or stable disease)
and progressive disease.

CoreLab Partners cannot call progression due to
fluid collections without cytological confirmation
of malignancy in the absence of a benign etiology.

Non-target progression is rare
in a stable or responding
subject.
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2.7.3 BRRMIANIEDOHE

T/AIT Y —9 RTiE 120mg
=& 2.73.7-8 ARFEMICAWE=EEDA) OFHILOEENSDHRZEEFT (RECIST 1.1 Criteria) (&)
RATIONALE FOR
ORIGINAL RECIST 1.1 CRITERIA ADJUSTMENT CRITERIA ADJUSTMENT

Section 4.2, Baseline Documentation of “Target” and “Non-Target”
Lesions, § 3 (lymph nodes): Lymph nodes merit special mention since they
are normal anatomical structures which may be visible by imaging even if
not involved by tumor.  As noted in Section 3, pathological nodes which
are defined as measurable and may be identified as target lesions must meet
the criterion of a short axis of > 15 mm by CT scan. Only the short axis of
these nodes will contribute to the baseline sum. The short axis of the node
is the diameter normally used by radiologists to judge if a node is involved
by solid tumor. Nodal size is normally reported as two dimensions in the
plane in which the image is obtained (for CT scan this is almost always the
axial plane; for MRI the plane of acquisition may be axial, sagittal or
coronal). The smaller of these measures is the short axis. For example,
an abdominal node which is reported as being 20 mm-x 30 mm has a short
axis of 20 mm and qualifies as a malignant, measurable node. In this
example, 20 mm should be recorded as the node measurement.  All other
pathological nodes (those with short axis > 10 mm but < 15 mm) should be
considered non-target lesions. Nodes that have a short axis < 10 mm are
considered non-pathological and should not be recorded or followed.

Target Lesions:
Pathological lymph nodes may be identified as

target lesions if they meet the criteria for

measurable (> 15 mm in the short axis and 2x the

Reconstruction interval[RI]) by CT scan.

* Lymph nodes measuring > 10 mm to < 15 mm
should be considered non-target lesions.

* The lymphatic system will be considered one (1)
target organ. A maximum of two (2) lymph
nodes may be chosen as target lesions.

* Nodes that have a short axis < 10 mm are
considered non-pathological and should not be
recorded or followed. See notes on
Section 4.3.2, Special Notes on the Assessment
of Target Lesions, § 1 (Lymph Nodes), in this
appendix.

Non-Target Lesions:

+ Pathological lymph nodes with a short axis
measuring > 10 mm and < 15 mm will be
considered non-target lesions.

* Additional criteria is provided for choosing
groups of nodes that are small and numerous to
qualify as non-target lesions.

Standard CoreLab Partners
conventions.
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2.7.3 BRRMIANIEDOHE

T/AIT Y —9 RTiE 120mg
=& 2.73.7-8 ARFEAICAWE=EEDA) CFHILOEENSDOHREREFT (RECIST 1.1 Criteria) (&)
RATIONALE FOR
ORIGINAL RECIST 1.1 CRITERIA ADJUSTMENT CRITERIA ADJUSTMENT

Section 4.3.1, Evaluation of Target Lesions: This section provides the
definitions of the criteria used to determine objective tumor response for
target lesions:

e CR: disappearance of all target lesions. Any pathological lymph nodes
(whether target or non-target) must have reduction in short axis to
<10 mm.

e PR: At least a 30% decrease in the SLD of target lesions, taking as
reference the baseline SLD.

e PD: at least a 20% increase in the SLD of target lesions, taking as
reference the smallest sum on study (this includes the baseline SLD if
that is the smallest on study). In addition to the relative increase of
20%, the SLD must also demonstrate an absolute increase of at least
5mm. Note: the appearance of one or more new lesions is also
considered progression.

¢ SD: neither sufficient shrinkage to qualify for PR nor sufficient increase
to qualify for PD, taking as reference the smallest SLD while on-study.

In addition, target lesions may also be assessed as
UE or TSTM (Too Small To Measure).

Assessment of the TPR will be made according to
Table 1.

Provides additional
clarification regarding how
the target lesion may be
assessed. Follows standard
convention for response
assessment of target lesions.

Section 4.3.2, Special Notes on the Assessment of Target Lesions, ¢ 1
(Lymph nodes): Lymph nodes identified as target lesions should always
have the actual short axis measurement recorded (measured in the same
anatomical plane as the baseline examination), even if the nodes regress to
below 10mm on study. This means that when lymph nodes are included as
target lesions, the ‘sum’ of lesions may not be zero even if complete
response criteria are met, since a normal lymph node is defined as having a
short axis of <10mm. Case report forms or other data collection methods
may therefore be designed to have target nodal lesions recorded in a
separate section where, in order to qualify for CR, each node must achieve a
short axis <I0mm. For PR, SD and PD, the actual short axis measurement
of the nodes is to be included in the sum of target lesions.

When lymph nodes are included as target lesions,
the SLD may never be zero (0) even if the CR
criteria is met since normal lymph nodes are
defined as having a short axis measurement

<10 mm.

For lymph nodes, the actual short axis measurement
should be recorded even if the nodes regress to

< 10 mm on-study. In the event the short axis
measurement decreases to < 5 mm, the lymph node
will be categorized as TSTM and will follow
standard TSTM conventions.

Standard CoreLab Partners
convention.
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Section 4.3.2, Special Notes on the Assessment of Target Lesions, q 2
(TSTM): While on study, all lesions (nodal and non-nodal) recorded at
baseline should have their actual measurements recorded at each subsequent
evaluation, even when very small (e.g., 2 mm). However, sometimes
lesions or lymph nodes which are recorded as target lesions at baseline
become so faint on CT scan that the radiologist may not feel comfortable
assigning an exact measure and may report them as being TSTM. When
this occurs it is important that a value be recorded on the case report form.
If it is the opinion of the radiologist that the lesion has likely disappeared,
the measurement should be recorded as 0 mm. If the lesion is believed to
be present and is faintly seen but too small to measure, a default value of

5 mm should be assigned (Note: It is less likely that this rule will be used
for lymph nodes since they usually have a definable size when normal and
are frequently surrounded by fat such as in the retroperitoneum; however, if
a lymph node is believed to be present and is faintly seen but too small to
measure, a default value of 5 mm should be assigned in this circumstance as
well). This default value is derived from the 5 mm CT slice thickness (but
should not be changed with varying CT slice thickness). The measurement
of these lesions is potentially non-reproducible, therefore providing this
default value will prevent false responses or progressions based upon
measurement error.  To reiterate, however, if the radiologist is able to
provide an actual measure, that should be recorded, even if it is below

5 mm.

Target lesions that are being followed, which after
baseline/screening decreases in size to less than
five (5) mm in any dimension, will be categorized
as TSTM. A lesion will be assigned a value of
five (5) mm for the calculation of the LD. Ifa
lesion subsequently increases in size to five (5) mm
or greater, its true size will be recorded.

See Section 4.3.2 above, regarding special
considerations for lymph nodes that regress to
<10 mm.

Standard CoreLab Partners

conventions
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Section 4.3.2, Special Notes on the Assessment of Target Lesions, § 1
(Lesions that Split or Coalesce on Treatment): When non-nodal lesions
‘fragment’, the longest diameters of the fragmented portions should be
added together to calculate the target lesion sum. Similarly, as lesions
coalesce, a plane between them may be maintained that would aid in
obtaining maximal diameter measurements of each individual lesion. If
the lesions have truly coalesced such that they are no longer separable, the
vector of the longest diameter in this instance should be the maximal longest
diameter for the ‘coalesced lesion’

Split Lesions: in certain scenarios, measuring the
long axes of the lesions that split could lead to a %
change increase, when in fact, there is a decrease in
size. Measuring split lesions along the same
vector as the original lesion would provide a more
accurate assessment of lesion sizes.

Conglomerate Nodal Masses: If a conglomerate
nodal mass chosen as a target lesion splits into
normal sized nodes on-study, only the longest short
axis measurement of all the individual nodes will
contribute to the SLD. For example, if a
conglomerate nodal mass comprised of four (4)
lymph nodes was chosen as a target lesion, and
subsequently, the conglomerate nodal mass divided
into four (4) distinct normal-sized lymph nodes,
only the longest short axis of the four (4) nodes will
contribute to the SLD. In this manner, an
assessment of CR is still possible.

Standard CoreLab Partners
conventions.

Section 4.3.3, Evaluation of Non-Target Lesions: This section provides
definitions of the criteria used to determine the tumor response for the group
of non-target lesions. While some non-target lesions may actually be
measurable, they need not be measured and instead, should be assessed only
qualitatively at the time points specified in the protocol.
e CR: Disappearance of all non-target lesions and normalization of tumor
marker level. All lymph nodes must be non-pathological in size
(< 10 mm short axis).
e SD (Non-CR/Non-PD): Persistence of one or more non-target lesions
and/or maintenance of tumor marker level above the normal limits.
e PD: unequivocal progression of existing non-target lesions. Note: the
appearance of one or more new lesions is also considered progression.

For the purposes of internal consistency, non-target
lesion assessments of “Non-CR/Non-PD” will be as
mapped as “SD”.

In addition, non-target lesions may also be assessed
as UE or NA (no non-target lesions identified at
Baseline/Screening).

Internal CoreLab Partners
conventions (for SD
assessment). UE and NA
assessments provide
additional clarification
regarding how non-target
lesions may be assessed.
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Section 4.3.4, Special Notes on the Assessment of Non-Target Disease: The TPR will be assessed according to Table 1 (see | N/A
The concept of progression of non-target disease requires additional Section 4.4.1, TPR, below).
explanation as follows:

9 2 (When the patient also has measurable disease): In this setting, to
achieve ‘unequivocal progression’ on the basis of the non-target disease,
there must be an overall level of substantial worsening in non-target disease
such that, even in presence of SD or PR in target disease, the overall tumor
burden has increased sufficiently to merit discontinuation of therapy (see
examples in Appendix II and further details below). A modest ‘increase’ in
the size of one or more non-target lesions is usually not sufficient to quality
for unequivocal progression status. The designation of overall progression
solely on the basis of change in non-target disease in the face of SD or PR
of target disease will therefore be extremely rare.

Section 4.3.4, Special Notes on the Assessment of Non-Target Disease, The TPR will be assessed according to Table 1 (see | N/A
9 3 (When the patient has only non-measurable disease): This Section 4.4.1, TPR, below).
circumstance arises in some phase III trials when it is not a criterion of
study entry to have measurable disease. The same general concepts apply
here as noted above, however, in this instance there is no measurable

disease assessment to factor into the interpretation of an increase in
non-measurable disease burden. Because worsening in non-target disease
cannot be easily quantified (by definition: if all lesions are truly
non-measurable) a useful test that can be applied when assessing patients
for unequivocal progression is to consider if the increase in overall disease
burden based on the change in non-measurable disease is comparable in
magnitude to the increase that would be required to declare PD for
measurable disease: i.e., an increase in tumor burden representing an
additional 73% increase in ‘volume’ (which is equivalent to a 20% increase
diameter in a measurable lesion). Examples include an increase in a
pleural effusion from ‘trace’ to ‘large’, an increase in lymphangitic disease
from localized to widespread, or may be described in protocols as ‘sufficient
to require a change in therapy’. While it would be ideal to have objective
criteria to apply to non-measurable disease, the very nature of that disease
makes it impossible to do so, therefore the increase must be substantial.

Page 8 of 17
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Section 4.3.5, New Lesions, 4 2 (Lesion Identified on a Follow-Up Study
in an Anatomical Location Not Scanned at Baseline): A lesion identified
on a follow-up study in an anatomical location that was not scanned at
baseline is considered a new lesion and will indicate disease progression.
An example of this is the patient who has visceral disease at baseline and
while on study has a CT or MRI brain ordered which reveals metastases.
The patient’s brain metastases are considered to be evidence of PD even if
he/she did not have brain imaging at baseline.

In cases where lesions are seen at a subsequent time
point in an area that was not scanned at
baseline/screening, the rules for progression will

apply.

Standard CoreLab Partners
convention.

Section 4.3.5, New Lesions, § 4 (Use of FDG-PET): While FDG-PET
response assessments need additional study, it is sometimes reasonable to
incorporate the use of FDG-PET scanning to complement CT scanning in
assessment of progression (particularly possible ‘new’ disease). New
lesions on the basis of FDG-PET imaging can be identified according to the
following algorithm:

e Negative FDG-PET at baseline, with a positive FDG-PET at follow-up is

a sign of PD based on a new lesion.

e No FDG-PET at baseline and a positive FDG-PET at follow-up:

o If the positive FDG-PET at follow-up corresponds to a new site of
disease confirmed by CT, this is PD.

o If'the positive FDG-PET at follow-up is not confirmed as a new site of
disease on CT, additional follow-up CT scans are needed to determine
if there is truly progression occurring at that site (if so, the date of PD
will be the date of the initial abnormal FDG-PET scan).

o If the positive FDG-PET at follow-up corresponds to a pre-existing
site of disease on CT that is not progressing on the basis of the
anatomic images, this is not PD.

Note: a positive FDG-PET scan lesion means one which is FDG-avid with
an uptake greater than twice that of the surrounding tissue on the attenuation
corrected image.

For the RECIST review, FDG-PET will be
considered off-protocol imaging and will not be
used for any assessments, including those for
assessing new lesions.

FDG-PET will be evaluated
by EORTC criteria.
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Section 4.4.1, TPR: It is assumed that at each protocol specified time
point, a response assessment occurs. Table 1 provides a summary of the
overall response status calculation at each time point for patients who have
measurable disease at Baseline. When patients have non-measurable
(there non-target) disease only, Table 2 is to be used.

CoreLab Partners will use the Time Point Response
table in the Charter (see Table 1)

Standard CoreLab Partners
convention.

Section 4.4.2, Missing Assessments and Inevaluable Designations: When
no imaging/measurement is done at all at a particular time point, the patient
is not evaluable (NE) at that time point. If only a subset of lesion
measurements are made at an assessment, usually the case is also considered
NE at that time point, unless a convincing argument can be made that the
contribution of the individual missing lesion(s) would not change the
assigned time point response. This would be most likely to happen in the
case of PD. For example, if a patient had a baseline sum of 50 mm with
three measured lesions and at follow-up only two lesions were assessed, but
those gave a sum of 80 mm, the patient will have achieved PD status,
regardless of the contribution of the missing lesion.

For the term “Inevaluable”, CoreLab Partners will
continue to use the term “Unevaluable”, which is
designated as “UE”.  Standard UE scenarios for
target lesions and non-target lesions will be used for
TPR assessments. In the event CoreLab Partners
does not receive a particular imaging set which
precludes independent reviewers from making a
measurement, CoreLab Partners will raise an issue
for the scans not received and will only read once
Amgen or Daiichi Sankyo provides an
acknowledgement to proceed with the read (or the
issue is deemed irresolvable).

Standard CoreLab Partners
convention.

Section 4.4.3, Best Overall Response (all Time Points), § 2
(Confirmation of CR/PR is Required): CRs or PRs may be claimed only
if the criteria for each are met at a subsequent time point as specified in the
protocol (generally 4 weeks later). In this circumstance, the best overall
response can be interpreted as in Table 3.

Confirmation of response will not be performed by
CoreLab Partners.

Duration  of response will
be evaluated according to
Statistical Analysis Plan.

Section 4.4.4, Special Notes on Response Assessment, 4 1 (When Nodal
Disease is Included in the SLD): When nodal disease is included in the
sum of target lesions and the nodes decrease to ‘normal’ size (< 10 mm),
they may still have a measurement reported on scans. This measurement
should be recorded even though the nodes are normal in order not to
overstate progression should it be based on increase in size of the nodes.
As noted earlier, this means that patients with CR may not have a total sum
of ‘zero’ on the case report form (CRF).

When lymph nodes are included as target lesions,
the SLD may never be zero (0) even if the CR
criteria is met since normal lymph nodes are
defined as having a short axis measurement

< 10 mm.

For TSTM in lymph nodes: the actual short axis
measurement should be recorded even if the lymph
nodes regress to < 10 mm on-study (see

Section 4.3.2 in this Appendix). In the event the
short axis measurement decreases to < 5 mm, the
lymph node will be categorized as TSTM and will
follow standard TSTM conventions.

Standard CoreLab Partners
convention.
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Section 4.4.4, Special Notes on Response Assessment, § 2 (Repeated
“NE” Time Point Assessments): In trials where confirmation of response
is required, repeated ‘NE’ time point assessments may complicate best
response determination. The analysis plan for the trial must address how
missing data/assessments will be addressed in determination of response
and progression. For example, in most trials it is reasonable to consider a
patient with time point responses of PR-NE-PR as a confirmed response.

N/A: Confirmation of response will not be
performed by CoreLab Partners.

The response will be
evaluated according to
Statistical Analysis Plan.

Section 4.4.4, Special Notes on Response Assessment, § 3 (Global
Deterioration): Patients with a global deterioration of health status
requiring discontinuation of treatment without objective evidence of disease
progression at that time should be reported as ‘symptomatic deterioration’.
Every effort should be made to document objective progression even after
discontinuation of treatment. Symptomatic deterioration is not a descriptor
of an objective response: it is a reason for stopping study therapy. The
objective response status of such patients is to be determined by evaluation
of target and non-target disease as shown in Tables 1-3.

On-study clinical will not be provided for the
independent review.

CoreLab Partners will not be
performing an oncology
review for this study.

Section 4.4.4, Special Notes on Response Assessment, § 4 (Early
Progression, Early Death): Conditions that define “early progression, early
death and inevaluability” are study specific and should be clearly described
in each protocol (depending on treatment duration, treatment periodicity).

For early death and early progression, there is no
adjustment.

For UE, for examples of when UE may be used and
how UEs will affect target and non-target lesion
responses.

Standard CoreLab Partners
convention.

Section 4.4.4, Special Notes on Response Assessment, § 5 (Biopsies and
the Use of FDG-PET): In some circumstances it may be difficult to
distinguish residual disease from normal tissue. When the evaluation of
complete response depends upon this determination, it is recommended that
the residual lesion be investigated (fine needle aspirate/biopsy) before
assigning a status of complete response. FDG-PET may be used to
upgrade a response to a CR in a manner similar to a biopsy in cases where a
residual radiographic abnormality is thought to represent fibrosis or
scarring. The use of FDG-PET in this circumstance should be
prospectively described in the protocol and supported by disease specific
medical literature for the indication. However, it must be acknowledged
that both approaches may lead to false positive CR due to limitations of
FDG-PET and biopsy resolution/ sensitivity.

On-study clinical data will not contribute to the
imaging assessments.

For the RECIST evaluation, FDG-PET will be
considered off-protocol imaging and will not be
used for the assessment of response or progression.

CoreLab Partners will not be
performing an oncology
review for this study.
"FDG-PET will be evaluated
by EORTC criteria.
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Section 4.4.4, Special Notes on Response Assessment, 4 6 (Equivocal PD
Findings): For equivocal findings of progression (e.g. very small and
uncertain new lesions; cystic changes or necrosis in existing lesions),
treatment may continue until the next scheduled assessment. If at the next
scheduled assessment, progression is confirmed, the date of progression
should be the earlier date when progression was suspected.

N/A

A single Date of Progression
for each subject will not be
transferred to Amgen or
Daiichi Sankyo.

Section 4.5, Frequency of Tumor Re-Evaluation: Frequency of tumor
re-evaluation while on treatment should be protocol specific and adapted to
the type and schedule of treatment. However, in the context of phase II
studies where the beneficial effect of therapy is not known, follow-up every
6—8 weeks (timed to coincide with the end of a cycle) is reasonable.
Smaller or greater time intervals than these could be justified in specific
regimens or circumstances. The protocol should specify which organ sites
are to be evaluated at baseline (usually those most likely to be involved with
metastatic disease for the tumor type under study) and how often
evaluations are repeated. Normally, all target and non-target sites are
evaluated at each assessment. In selected circumstances certain non-target
organs may be evaluated less frequently. For example, bone scans may
need to be repeated only when complete response is identified in target
disease or when progression in bone is suspected.

After the end of the treatment, the need for repetitive tumor evaluations
depends on whether the trial has as a goal the response rate or the time to an
event (progression/death). If ‘time to an event’ (e.g., time to progression,
disease-free survival, progression-free survival) is the main endpoint of the
study, then routine scheduled re-evaluation of protocol specified sites of
disease is warranted. In randomized comparative trials in particular, the
scheduled assessments should be performed as identified on a calendar
schedule (for example: every 6—8 weeks on treatment or every 3—4 months
after treatment) and should not be affected by delays in therapy, drug
holidays or any other events that might lead to imbalance in a treatment arm
in the timing of disease assessment.

For this study, regularly scheduled tumor
re-evaluations will not be performed.

CoreLab Partners will evaluate all target and
non-target lesions on the available imaging exams.

The primary endpoint for this study is objective
tumor response.

The response will be
evaluated according to
Statistical Analysis Plan.
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Section 4.6.1, Confirmation: In non-randomized trials where response is N/A: Confirmation of response will not be The response will be
the pimary endpoint, confirmation of PR and CR is required to ensure performed by CoreLab Partners. evaluated according to
responses identified are not the result of measurement error. This will also Statistical Analysis Plan.
permit appropriate interpretation of results in the context of historical data
where response has traditionally required confirmation in such trials.
However, in all other circumstances i.e., in randomized trials (phase II or
IIT) or studies where stable disease or progression are the primary endpoints,
confirmation of response is not required since it will not add value to the
interpretation of trial results. However, elimination of the requirement for
response confirmation may increase the importance of central review to
protect against bias, in particular in studies which are not blinded.
In the case of SD, measurements must have met the SD criteria at least once
after study entry at a minimum interval (in general not less than 6—8 weeks)
that is defined in the study protocol.
Section 4.9.1, Reporting Best Response Results (Phase II Trials): When Subjects will be assigned one of the following This is a radiology review.
response is the primary endpoint, and thus all patients must have measurable | categories: CoreLab Partners will not be
disease to enter the trial, all patients included in the study must be accounted | ¢ CR provided information about
for in the report of the results, even if there are major protocol treatment PR date of death from Amgen
deviations or if they are not evaluable. Each patient will be assigned one SD and Daiichi Sankyo.

of the following categories: PD Amgen or Daiichi Sankyo,

e CR UE .
not CoreLab Partners, will

e PR . .

e SD CoreLab Partners assessments will not include report response rate and

e PD information about death. perform any required

¢ Inevaluable for response: specify reasons (for example, early death, statistical analyses.

malignant disease, early death, toxicity, tumor assessments not
repeated/incomplete, other).

Normally, all eligible patients should be included in the denominator for the
calculation of the response rate for phase II trials (in some protocols it will
be appropriate to include all treated patients). It is generally preferred that
95% two-sided confidence limits are given for the calculated response rate.
Trial conclusions should be based on the response rate for all eligible (or all
treated) patients and should not be based on a selected ‘evaluable’ subset.
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Appendix II, Specifications for Standard Anatomical Radiological
Imaging, § 2: Scanner quality control is highly recommended and should
follow standard manufacturer and facility maintenance schedules using
commercial phantoms. It is likely that for RECIST unidimensional
measurements this will be adequate to produce reproducible measurements.
Imaging quality control for CT includes an analysis of image noise and
uniformity and CT number as well as spatial resolution. The frequency of
the quality control analysis is also variable and should focus on the
clinically relevant scanning parameters. Dose analysis is also important
and the use of imaging should follow the ALARA principle, ‘As Low As
Reasonably Achievable”, which refers to making every reasonable effort to
maintain radiation exposures as far below the dose limits as possible.

For Studies 20040215 and 20062004, no site
qualification will be performed.

This is fully retrospective
imaging review.

For Study AMG162-B-J201, to ensure that CoreLab
Partners’ minimum quality requirements are met,
all imaging facilities used in this clinical trial must
undergo site qualification prior to CoreLab
Partners’ receipt of the subject’s first on-study
images. Imaging facilities (including satellite
facilities) are required to complete an Imaging
Capabilities Questionnaire (ICQ), which will
provide CoreLab Partners with information on the
equipment used (including manufacturer, model
number, software version, and in certain situations,
how often maintenance is performed), media
type(s), and technical capabilities used for image
acquisition.

It is expected that qualification standards will be
maintained by the imaging facilities throughout the
course of the study. Any changes to the
information provided on the ICQ will require a
re-submission of the form with updated
information.

Standard CoreLab Partners
conventions.

Appendix I1, Specific notes, § 3 (Chest X-Ray): Chest X-ray
measurement of lesions surrounded by pulmonary parenchyma is feasible,
but not preferable as the measurement represents a summation of densities.
Furthermore, there is poor identification of new lesions within the chest on
X-ray as compared with CT. Therefore, measurements of pulmonary
parenchymal lesions as well as mediastinal disease are optimally performed
with CT of the chest. MRI of the chest should only be performed in
extenuating circumstances. Even if [V contract cannot be administered
(for example, in the situation of allergy to contrast), a non-contrast CT of
the chest is still preferred over MRI or chest x-ray.

Measurements of lesions will not be allowed on
chest x-rays; CT will be required.

Measurement of lesion size
and determination of the
extent of disease is more
accurate on CT as compared
with chest x-rays.
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Appendix II, Specific notes, § 5 (Image Acquisition Parameters,
Subsection D, Alternative Contrast Agents): Alternative contrast agents:
There are a number of other, new contrast agents, some organ specific.
They may be used as part of patient care for instance, in liver lesion
assessment, or lymph node characterization, but should not as yet be used in
clinical trials.

N/A (for Studies 20040215 and 20062004)

This is a fully retrospective
imaging review.

For Study AMG162-B-J201, subjects being imaged
with contrast-enhanced CT may, if they have
developed a medical contraindication to IV contrast
at a time during the study, change to
contrast-enhanced MRI. At the time of the
reading, the radiologist will comment if the imaging
techniques are comparable and if there has been any
effect on response assessment. If in the medical
opinion of the radiologist, there is too much
difference in the exams, the response will not be
assessable.

While on study, there may be
some subjects who develop a
medical contraindication to
IV contrast for CT. IfIV
contrast is contraindicated,
the chest evaluation should be
performed with non-contrast
CT. Abdominal and pelvic
evaluations should be
performed using MRI.

Appendix I1, Specific notes, § 7 (PET/CT Scans): Combined modality
scanning such as with PET-CT is increasingly used in clinical care, and is a
modality/technology that is in rapid evolution; therefore, the
recommendations in this paper may change rather quickly with time. At
present, low dose or attenuation correction CT portions of a combined
PET-CT are of limited use in anatomically based efficacy assessments and it
is therefore suggested that they should not be substituted for dedicated
diagnostic contrast enhanced CT scans for anatomically based RECIST
measurements. However, if a site can document that the CT performed as
part of a PET-CT is of identical diagnostic quality to a diagnostic CT (with
IV and oral contrast) then the CT portion of the PET-CT can be used for
RECIST measurements. Note, however, that the PET portion of the CT
introduces additional data which may bias an investigator if it is not
routinely or serially performed.

CoreLab Partners’ standard convention is to allow
the use of the CT portion of a PET/CT in lieu of a
dedicated CT provided imaging requirements are
met. These parameters distinguish an optimized
CT exam from an exam which serves primarily as
the attenuation correction map for the PET exam.

Standard CoreLab Partners
convention.

Appendix 11, Specific notes, § 9 (Physical Examination): While
evaluation of lesions by physical examination is also of limited
reproducibility, it is permitted when lesions are superficial, at least 10 mm
size, and can be assessed using calipers. In general, it is preferred if
patients on clinical trials have at least one lesion that is measurable by CT.
Other skin or palpable lesions may be measured on physical examination
and be considered target lesions.

No clinical lesions (target or non-target) will be
identified or followed for this study.

CoreLab Partners will not be
performing an oncology
review for this study.
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Appendix I1, Specific notes, § 10 (Use of MRI): Use of MRI remains a
complex issue. MRI has excellent contrast, spatial and temporal
resolution; however, there are many image acquisition variables involved in
MRI, which greatly impact image quality, lesion conspicuity and
measurement. Furthermore, the availability of MRI is variable globally.
As with CT, if an MRI is performed, the technical specifications of the
scanning sequences used should be optimized for the evaluation of the type
and site of disease. Furthermore, as with CT, the modality used at
follow-up should be the same as was used at baseline and the lesions should
be measured/assessed on the same pulse sequence. Generally, axial
imaging of the abdomen and pelvis with T1 and T2 weighted imaging along
with gadolinium enhanced imaging should be performed. The field of
view, matrix, number of excitations, phase encode steps, use of fat
suppression and fast sequences should be optimized for the specific body
part being imaged as well as the scanner utilized. It is beyond the scope of
this document or appendix to prescribe specific MRI pulse sequence
parameters for all scanners, body parts and diseases. Ideally, the same type
of scanner should be used and the image acquisition protocol should be
followed as closely as possible to prior scans. Body scans should be
performed with breath-hold scanning techniques if possible.

The same method of assessment and the same
technique should be used to characterize each
identified and reported lesion at baseline/screening
and during follow-up.

Whenever possible, the same equipment, field
strength, sequences, scanning parameters,
positioning, angulation, timing, FOV and slice
thickness should have been utilized for all MRI
exams acquired both pre- and post-contrast for a
given subject over the course of the study.

Lesions identified on MRI should measure
> 10 mm in LD and twice the slice thickness.

Standard CoreLab Partners
convention.

Appendix I, Specific notes, 11 (Selection of Target Lesions): In
general, the largest lesions representative of involved organs (up to a
maximum of two per organ and five total) are selected to follow as target
lesions. However, in some cases, the largest lesions may not be easily
measured and are not suitable for follow-up because of their configuration.
In these cases, identification of the largest most reproducible lesions is
advised.

Up to five (5) radiographic target lesions (two [2]
per target organ) will be identified at
Baseline/Screening.  All target lesions must meet
measurable disease criteria. These lesions will
generally be the largest tumor masses. They will
lend themselves to precise anatomical re-location,
tend to be the most reliably measured, and are most
representative of the subject’s disease.

Standard CoreLab Partners
convention.
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RATIONALE FOR
ORIGINAL RECIST 1.1 CRITERIA ADJUSTMENT CRITERIA ADJUSTMENT

Appendix II, Measurement of Lesions, § 12 (LDs): The longest diameter
of selected lesions should be measured in the plane in which the images
were acquired. For body CT, this is the axial plane. In the event isotropic
reconstructions are performed, measurements can be made on these
reconstructed images; however, it should be cautioned that not all radiology
sites are capable of producing isotropic reconstructions. This could lead to
an undesirable situation of measurements in the axial plane at one
assessment point and in a different plane at a subsequent assessment.

There are some tumors, for instance paraspinal lesions, which are better
measured in the coronal or sagittal plane. It would be acceptable to
measure these lesions in these planes if the reconstructions in those planes
were isotropic or the images were acquired with MRI in those planes.

Using the same plane of evaluation, the maximal diameter of each target
lesion should always be measured at subsequent follow-up time points even
if this results in measuring the lesion at a different slice level or in a
different orientation or vector compared to the baseline study. Software
tools that calculate the maximal diameter for a perimeter of a tumor may be
employed and may even reduce variability.

The LDs of all non-nodal target lesions will be
recorded (in mm) on the Source Documents. LDs
(and the short axes of any nodal target lesions, see
next section below) will be summed to obtain the
SLD at each time point.

Standard CoreLab Partners
convention.

Appendix II, Measurement of Lesions, § 13 (Lymph Node
Measurement): The only exception to the longest diameter rule is lymph
node measurement. Because malignant nodes are identified by the length
of their short axis, this is the guide used to determine not only whether they
are pathological but is also the dimension measured for adding into the sum
of target lesions.

Lymph nodes will be measured bi-dimensionally,
but only the short axis will be recorded. Only the
short axis measurement of lymph nodes will be
added to the SLD.

Standard CoreLab Partners
convention.
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ORIGINAL EORTC CRITERIA

MODIFICATION OF THE CRITERIA

RATIONALE FOR THE
MODIFICATIONS

Complete response (CR) would be complete resolution of ['*F]-FDG
uptake within the tumour volume so that it was indistinguishable from

surrounding normal tissue.

Complete resolution of abnormal FDG-uptake
within the tumor volume of the target lesion to a
level which is indistinguishable from surrounding

normal tissue.

Language change to be
consistent with CoreLab

Partners conventions.

Partial response (PR) would be classified as a reduction of a minimum of
15 + 25% in tumour ['*F]-FDG SUV after one cycle of chemotherapy, and
greater than 25% after more than one treatment cycle. Reporting would need
to be accompanied by adequate and disclosed reproducibility measurements
from each centre. An empirical 25% was found to be a useful cut-off point,
but there is a need for a reproducibility analysis to determine the appropriate
cut-offs for statistical significance. A reduction in the extent of the tumour

FDG uptake is not a requirement for partial metabolic response.

%AZSUV .« decrease of > 25% compared to

baseline/screening

Additional detail added in for
assessing the response of
individual or grouped target

lesions.

Stable disease (SD) would be classified as an increase in tumour [ *F]-FDG
SUV of less than 25% or a decrease of less than 15% and no visible increase

in extent of FDG tumour uptake (20% in the longest dimension).

%AZSUV ,,x increase by < 25% or decrease by

< 25% compared to baseline/screening.

Additional detail added in for
assessing the response of
individual or grouped target

lesions.

Progressive disease (PD) to be classified as an increase in FDG tumour
SUV of greater than 25% within the tumour region defined on the screening
scan, visible increase in the extent of FDG tumour uptake (20% in the
longest dimension) or the appearance of new FDG uptake in metastatic

lesions.

%AZSUV ,,x increase by > 25% compared to
baseline/screening, or the presence of one or more

new FDG-positive lesions

Additional detail added in that
tumor response (CR, PR or
SD) and progression will be
compared to

baseline/screening.
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ORIGINAL Choi CRITERIA

MODIFICATION OF THE CRITERIA

RATIONALE FOR THE MODIFICATIONS

Complete response (CR)
Disappearance of all lesions
No new lesions

No Modification

N/A

Partial response (PR)

A decrease in size of 10% or a decrease in tumor
density (HU) 15% on CT

No new lesions

No obvious progression of nonmeasurable disease

A decrease in the Choi SLD > 10% or, an increase in
CT density (%AHounsfield Unit [HU] mean) > 15%
compared to Baseline/Screening.

Because denosumab inhibits osteoclastic activity,
denosumab treatment is expected to result in
ossification and calcification of the GCTB lesion (ie,
replacement of tumor tissue with trabecular woven
calcified bone). Therefore, for this assessment, the
Choi criteria  designed non calcified GIST were
modified to define response based on an increase in
lesion density (as measured by a percent change in
Hounsfield Units).

Stable disease (SD)

Does not meet the criteria for CR, PR, or PD

No symptomatic deterioration attributed to tumor
progression

Does not meet the criteria for CR, PR or PD.

This is a radiology review. CoreLab Partners will
not be provided information about symptomatic
deterioration attributed to tumor progression

Progressive disease (PD)

An increase in tumor size of 10% and does not
meet criteria of PR by tumor density (HU) on CT
New lesions

New intratumoral nodules or increase in the size of
the existing intratumoral nodules

An increase in unidimensional tumor size (Choi
SLD) of > 10% and does not meet the criteria for PR
using CT density.

Note: The identification of any new lesion(s)
identified on CT/MRI  will result in a determination
of PD.

Intratumoral nodules are not expressed in GCTB.
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