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BREAREMOENEX-54H

7 ) A<71X, RANK U 7> F (RANK ligand: RANKL) 1Zxf4 2552t Ml IgG2 £/ 7
2—FAHAETHY, bk RANKL EEWVEFIEEZRL (Kd:3 x 1072M), £ OREE I3
SRR REROE b RANKL IZBRENTH D - . 7/ A<T7®D RANKL
WX ARG OREMIIE <, BEERRET (tumor necrosis factor: TNF) o, TNFB, TNF B
HT AR F—RAFEHEY F N (TNF-related apoptosis-inducing ligand: TRAIL) ., XiX CD40 U
Y Rl EEILINF 77 2 ) — OO FRIZITES L2 o TS AT
71X RANKL IZREB T2 Z & T, RANK OiFt b M2, BBMROERK, B, RU4
FEMEIT 2, TORKER. BRNAVERBCL2BEEXBI TS, Z0kdiz, ¥/ 2=
T, R CTHEROMERABFLZAETOI 0D, BRELZETIETHABRE ZXIRIT,
BRI EES (skeletal-related event [SRE] : JHWHIEIT. BETH. B~OKRIZE. Xi1FE
WX D ARRILE) [T AR EBRET T OBRARREBRE ER L 7=,

NABE, BRERRE, RUOBEREBELZNRE Lz 18 HFOBRKRAR IZES
T, BT/ A= T DELMEZFTM LT,

AED2— /LTI ETHRABELHRLE L3 20OF NMARROFEHICH N -BHERE
Thd 120mg (NATARAF) ©4BRIC1E (QAW) R TEREDZLET —F #HLICE
Lo, Ziudit, #EITHE & B WERE 20334 [T/ A=T7 10204, YLK
o B 10134]), fhOBBEIIZREERE (KRB WHE 175648 [T/ A~
TRESI8 A, YL Fu B 878 4]). RUETIIRE KRR HERE 1888 4
[F/ AT 9434, YL Ru fsL]) OBEERNRLT D3 SOERFLVE MMER
BBEEND, Z02H, RE IEABRSMLUEEEREERRRTHY . BANLS
MUTHBRERIL 1368 (T /ATHMOA, YL Fu B 674) Thol, H I
RECTHAVWEY LV Fe BORE - AEIZ 4mg Q4w & L, BH#¥aEIZL U TR L,
BEMT — & OG5 #EHTIZIX Primary Advanced Cancer Safety Analysis Set Zffifl L7z, Zh
12, 320 ERENVE N BRR TIRBREL | U EREINEITRTOFERE (F/ A~
TEE 2841 &, VL Fo BB 2836 &) BEENTRY., T/ ATTOBREANER
30963 N - . VL FurBOBREAFIL3045.6 A-FEThoT,

#5700 L DAEBHEFD 3 SOCRFNVE N HBRBROBRNS, 7/ AT OELMHIC
BLT, UTFTofmeRi.
o T IATTI, BRERZATIETHRABRZTICH L TREFLRESME R L,

- FAEBEROBHRE (F/ATTH 96.2%, VL Fu U BE 96.8%), BEELRAEES
DFHEE (56.3%, 57.1%) . FHILE>THAEFROFEHE (28.7%. 29.0%), HEE
TL—FRK3~5 OFEBEROHEBE (70.4%, 70.8%) I¥EHMTELLTEY., &
BREOREFILIIE-> T FEEROHEBEE (124%, 13.1%), RROFLEIE-F
EFROFEBEE (9.5%., 9.9%) LRERICERERMTELL T\,

- 24ATFHE ONF— K099 [95%CI: 091, 1.07]) . £FZBOETE TOHM FE
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L) (NP —FE1.02 [95% CI: 0.95, 1.08]), &JFBOEITE TOHMHE (bbb

ZREAIC LA 2ET) (ANY— R 1.02 [95% CI: 0.96, 1.08]) . BlizRIT ARE

DEITE TOHARE (AY—FH 0.96 [95% CI: 0.88, 1.04]) i, WTFhbTF /A~ 7

BHEROY VR VEBETHREL TV,

- ETEPE FBERCHIBEEZRS) BERVOLSENEFHRERE L NRE L
ABR 20050244 T, 2EFHRIIREHHE THRE L Tz (A — R 0.95095%
CI: 0.83, 1.08]), BRMLIZA W= BRI BT OREE, FE/MIalE TIXT / X
< THICBRF AR E R L (Y — K 0.79[95% CI: 0.65,0.951.n=702) ,
SREFMETIIY V e CBECRFLREEFHREZ R L (AF— 226
[95% CI: 1.13,4.50], n=180), % O EE TIXEERTEEL TV (A~
#— Kb 1.08 [95% CI:0.90, 1.30], n=2894), Zi5 3 ->DEREB DR RITEM
BATZ L2060 TH Y AFETRERFONEMEEIAFICE L TR EFES L
ay he—AEToTHRWED, 2EFHBIC OV TERIICHR LA Z LI1XT
ER/4AN

7 A= 7 OBKRAFESE TIL, FRNMHEEME. RANKL HE, ii®/ 72—t AH
EEGIIRTARICHICBEET AFERHOHIZ2FEER, TRKBECEBL LT /) A~vT
DEFRREREZZRL, W< OrOFEFERIT IV —IZHELT, BligEsH Lz, BT
WEORROBERNEZTKT 5,

o EHNVULMEZ, F/ATT LYV R rBTTRSNICEABOMEIIES ER
THHED, UTICEH LE, EHIALTTAMEIZ. YL FerBE LR LT ) A<
THTERECEBR LL (F/ A<7#9.6%, YL Fa BES0%), ZEAEDED
Ny AMFER. RERBE 6 » AURICER L, WThORERIZBW TS, MiF
AN T AME (RERE) ORTFI—BNTHo7, MFEI LY T AMEON—R T A
DHEOET (PRME) 1L, WTHOBIERSRIZBWTHR S%UATHY, 80%xHE x5
WERE T, IBRHRPOREMEN 8mg/dL U ETHole, TATIVHEMBEI LT
LMEO T V— R334 DERTHRBRD ONEREIL, 7/ ATHEROTY V Fa U
BT, #hFN, H3%ER 1% ThHoz (ERZAVENMMHERBRTIE, hrivnéy
ZIDORMTEBSHERELE),

o ERT74 AT 4F— MUKITHEEINZBEE TIX, SFEI (osteonecrosis of the jaw:
ON)) OFEERHEINTEY, BFO—2 & LT, BRBOMBNRET SN TWE,
ZDH, ONJIZDOWTIE, H 52 UDHE LEEN R EEL AW T, ERT TR
HEEBLMBFEMZIT oz, TORE, ONI LHESNHWREIX, T/ A-THEV
YU R BT, EREN., 1.8% (524) RWM1.3% (374) Thotz, ONI ZRE
L7 BRE L, EIZ, ONJOo ) RZEF & LTHLNTWAEITR A, DFEFER
B, REMERLE, (LFFE, UIhEFEMRERRERZEEZF LTV, WTho
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BEHIZBWTD, ONJ LHE SN #RE OR¥EIL. RATOWA LN EBRE % E

TLTWe, FEio, L. ONJIZRHT 2 ARREERLE L Snfk, ARBERO

RESEIBENLREIR THY (Thbb, BERE, REMZER, BOEE, ROk

W), BURBKLEL SNEERERIDR o (F/A-TH#34, YV Ru VB

2). )@ r@AQRBIET, T AT THOKISHRUY L Fa v BEEOK 27%2E

BLEON] EHESNEFRED IS . T/ A THDB%UE Y U R U BREED 59%

TEREOBR S EFIE L,

o FARBBHEEZNRE LT RAKBRBRTIX, BEERRRE. Hio, KEREE
DRBIIENBED DN, 20D, BEIYER VKR EBIED BRI OWT, BgEF
L7z EITHRABEEMNRE LR VE NFERER T RE (5 7 A~ 7 43.4%.,
YU Ra U 42.9%) ROEEZBRE (11.6%. 109%) ORBERIH/ESHEMTELL
TWe, RERYE (F/ A~ T8 3.0%, VLV Fo VB 2.7%) ROEE . RERIE
(0.9%. 0.7%) OFBHFIXELS . BEFHMTHEEL Tz,

o FHFEEMEMBEOERREFIHEHM TEUMLTW: (F/ 2A<78 1.0%, YL Ko
VEEEE 0.6%), 1IZFEALEDEA. | BRTOORKHATHY . FHERMEEMEREOREE
WZBA B R ML R Ao T,

o TTu—LEMRBEICBITEARATATaT 5 VU (osteoprotegerin: OPG)
/RANK/RANKL ¥ DOEENIH LN TRV, AREEFHREEZAR L LT 72 %
BRBRIZBWT, L#ER2L00ERT —F O E2TofER, 7/ A7 BEIZLH D
MERY RZ OEIMTFED LN TWARY, LDERBERICE L CTEEICTHMEZT 125K
B, DLEROFEBFROEHIL., BEHBTEHUL TV,

- DEBEFEORBERIMBEEHELD 134%ThHY, BEERLEBEERX. 7/ A~ 78
71%, YV Fa B 68%Thol, TNOLOERETBELZHKRE., VL Fa B
CHBELTT /A7 TLAERY RN EHTIFFRIIRD NRo T,

- MEEEORHRITT ) AT 204%, VLV FeUBE21.0%THY, EERMLE
BEL, FNEN33%, 39%ThHoTz,

o MFRBEBHBEZRNRE L7 7 AR BRRTIE, BZORBRICENTEB DL, =
D=, B OFEBIOWT, BIREFF Lz, BBPOREARIT /) A~7H 1.9%, VL
Ko B 1.6%Tho iz,

o TV Ful rHfl#E (androgen-deprivation therapy: ADT) %517 T\ 5 BRI RE B
FErBRL L7 7R xBARTIE. BRNBROERICENFOONL, Z0kD, B
WIEDORBIZOWT, BIRER Lz, BREORBREIL, FAEVRIGE (E8ERME)
RIS AREERE 2 xig & L-3ABk 20050103 (5 / A~7804%, V'L Fua B 0.5%) K&
W3 DOERFZNE N BRROHFHERT (0.5%. 0.7%) OWTHIZBWNTHEBLT
Wiz,

o HETHABRETIX., e REE (LFEEE HAYERY) CIVBEHEEZREERTS
BREEMN®Y (Launey-Vacher et al, 2008, Cimino et al, 1987, Ries and Klastersky, 1986), £
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AT F AT F R — MRENZ X D BRIIMETARIL. Cho0BEOBHEEL S OICBL
SHLAREMEND D o
F AT, TOERABFERUREZNT 07 74 Ah b, BRI T 2BERIX
RWEEBZ LN, Eiz, FEERRVERERBRIZEBNT, BRI 21ERIIRR SN
TWARY, ERXT74 27 +3— MUROFHIRNEE L OBFERMONLTWIEHEED Y
T

PR/MET DD, ERZAE I HRBRTIE, YLV Fe B

W, Z V7 F =07 ) 752 AR 30 mL/min K0 BEF &2 x5t

ENoER LT, £ BIRARSOBRBREIZOVWTL, XN—AF7 407 LT F=r

JVT T UAMEC L THERRABM L, S50, BEEMYT., miFsv7F=r2nY

L Re v BOBRMNXEBCRESNZEE TEE L2BE1E. #IRNRZRSOBBREL S I

Lz, YV RurBoBEME2R/METAEHIZ., 260G ETob0OD, LT

DRERBE LR,

- BEHLBETIAENCHIEEFRII. T/OACTEH 92%IIRHL., YL Nav
FREE 118%ICARD DO, BIZ, XN—RTA DI VTF=0 7 VT T RED
60 mL/min LA FOEEE Tix, BEMLBETIREOSIFEFRNT /) A<
BE16.9%IZxF L. VL N UEREE 24.7%IC58 D iz,

- FORTTHEIHBLY VP UBE TR, BRERSEKOMBEI VT F=UED
Common Terminology Criteria for Adverse Events (CTCAE) Z'L— K3 1535 4 TH -
EHBRENSEL (T AT 17.0%, SV Fo VBB 209%), /-, N—R5 4
YOI VT F= 7 )T T AED 60 mL/min LA _E2 5 60 mL/min RFEITIET L2k
BREOEGIX. T/ A TH182%IZx L, YV e U BEE213%Tho 7,

o RBMHIRE (TN UVRRERE) . YLV e rBOBER L LTHMLA TS
il T AT TERETIEHRES N TVRY, RRER
ERh% 3 BUNKRER LIS BETAEMNOS 2 FEERIT, 7/ 2~
TEERT%IZR L, YL R B 202%IZBD b7,

AT WKEDE 1I8RBRH LB oNEEOMOREMOEREZUTICERNT 2,

. %HW%& DFER., ERAT7+ A7+ X — MURIOBIRNEERIBETT /) 2
+7 120mg QAW KT BREZZ I HEHBRE L. VAT 4 X7 4 F— MBI OBIRAKRE
MBT ) AT TEREIBIT LEEREICBT RS T a7 7 4 /WTELL L T,

. ﬁﬁﬁﬁ’%f%ﬁ%ﬁﬁ@#% T ) ATTIRBRMEY X722 LA LRV EE L
LT AEGERFICE D BKRRR CHARELIT 723508 A DT ) A TR E %%
Ttﬁﬁﬁwog\ﬁT/xv7m¢%ﬁ®%ﬁ$ﬁmmv&D\ﬁw%ﬁd—ﬁ%f
bofe, T /) A THENRREM IR NFET 0 7 7 A MIZKIETTEEIIR e b
of, BEETIZ, T/ A7 2BELEEREOS L, RMFENRD b hRE
EAAY I
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Ee, RE 40) DEREREEH (FEMTE COMMLIEKN 4 v A
FIEREGR/#EE) Mo/ bR IL. Primary Advanced Cancer Safety Analysis Set D5 5E &
—RLTEY, BRELATHEITVABETILXNTET /) AT OREHT 07 7 14 VI,
BEOHMIL - TELLRVWZ LRI,

AE Y 22—V TiE, BOKTHIGBLR H OAR#RFHKE (PMO) R UHRNAVE HIHIRE
(HALT) 2 K2 BERBRDICHET 2 RIERFRRRE (LT, MBERAICET 2 /&R A
FHFE] £72) ITEENDH 13000 L DEREDOLKEMT —F bBEBIZRLE, ZThbD
F—Zi%. PMO RN HALT 2% & L= BFEFAICKIT 37/ 2<7 60mg6 » A2 | El#R
FELFECTFERUIBAER T+ AT+ X — MR L Z B LR EET a7 7 A V&R

-
z

-

(RHFHEOET2—/L 2.74) & LTAR
FEEENCERA LT,

3 DD ERZNVE N HEKRRBROK 5700 L OERENLBONAET — I, T/ A<
7D 120 mg QAW KT EI1L, BREX B THETHABREIZXN L TRIGFRBAEMEZTRL,
FEERRUVEEBELAEEFROEHEBII VUV R UV BEEEL TV, 5/ AT 0%4eMH
TaT7rANE, &K405 v AOBRSHBEEL TKEL EbLRho Tz, BRIIMENIZEE
BT B200FEFER 720 MBIV Y AMAERRONI BT /) A< TEETRD bz,
BANT T LAMIEDCTKEBRIT LV eV BERBLTT /) A7 TEIBD LN, FITHk
HETBHMETHY, BRIZEETI N, XAV T L20MAEICL Y EIE L, ONI DF
BIIHREHECTRO NN, BREIELS . ZOBRKOHIIMEESHETREEL T,
VL RaUBEERL, TR TREAMICHEEL22ER, bbb, £4AFHBOR
. RBOET. FREEER, REE (EEREEREYST), B2, ANE, Xidlm
BRECHETIAEFROV A0 LFIIREObhhoz, YL FurBORERLE L
THLNTWDBERERIIEEIRE EEETIAEEFROFEEEZ, VL Fo VBB
CHBILT ) A THETEI o, UEDOZ E0E, AFENREEMFHOKRE, 7/ <
TIIBREEZRTHEITHABEIIR LT, REFRAEFHRUHFEAREREEE a7 7 4
WNERLTZ,

Ee, BEBEARTIETIERE LR L L2E 1 HARR EMmLEAEA
AEBREFIZBNTH, ARREELRABROREM T 07 7 A VKR SN, BARARRE
OREWORERE LU TIZERNT 5,

BAAHBREIZBNTYH, T/ 27 120mg AW R TR EDIFHIZIRIFTH -
Tro BEBERORERE (F /AT I97.1%., V'L Fo  BEE 100%), EELRAE
EROFEHE (40.6%, 403%), BRLES-FHEEFRORBEEK (8.7%. 104%), &
FEEES L— F 3~5 OFEFEFROREE (50.7%, 552%) IRSHEMTHEELTE
D, BBREORGPIICEST-AEFROFEHEE (5.8%, 7.5%). RBOFIIZE
STEHEEFROFEHE (14%., 3.0%) bRKRIZBRSHBTEE LTV, 72, B
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BRELOBEMRHIAEFZORLRII, VLV N vBR LB LT VA THT
LERWERRSH Y (F) AT EH43.5%, VL Fo U BE 71.6%) . 1RERIE L OBFE
HRHZEBLRAEETESR (72%., 3.0%) . FREL OBEMNH ZIRREOHRET
FZESTEHEER (1.4%, 4.5%), RUOVRBRE L OBENLHIRBOPIEICE
STEHEES (0%, 1.5%) 1T, WTHhOBRERBIIBWTHLbT M ThoT, 12,
AARABEREIIRNT, BRELOBEMERH ZECE-EFEFLIIBOLNR
Mot
AAABEREIIRBNTH, £24ATFHM., £FZBOETE CTOHM., FIIBIT 2R
DEFTE TOHMICHEER TEVIIRD bhieofz (¥ — Rtk Z2nEh, 1.00,
0.94, 1.04),
BARAERECBITDEIN U LNECHEBRIL, 7T/ ATH3IL (43%) RV
VU Ra B 44 (6.0%) KROLN, ZL— K3 UEDEL LT T AME
F)ATE 2L 29%) RO L RFu v BE 44 (6.0%) KKEBEHLNTE,
ARABBREIIRBNTS, 7/ AT TH 14 (14%). YL Fo U BE 14 (1.5%)
IZ ONJ RFHE LT,
BARAEREIBNTYH, BEEORRE (F/ AT 60.9%, Y L o /EEE
74.6%) . BEELRBIMEOREE (5.8%, 4.5%) ICHHERTRELRBVIZRD bR
Dole, REREMEDORRIYIT / A~T7#H 14 (14%), YV N U BE 64 (9.0%)
Thy., EERRBRIMEIIRD bNigdoic,
AARAFREIZBWVT, WTNOREFHIZEWTY, FTHREREEMEREORBEIL
B bz hoT,
AANFEBRA BT D LEEEORBRIL, 7/ A T7HIA (13.0%), YL Fayv
MR 44 (6.0%) IZEOLN, MEEEORIRL, T /AT 124 (174%),
YL Ra U214 (313%) KEOHLNE, Z05b, EERLEBEERVCLE
BEEOREBIL, ThTh, T/ AST7H3IA (43%) ROV L Far@Bo4s (0%).
FTIATTEHOL (0%) KOV Vv R r@BiEE14 (15%) Thol,
AARAHFREIZBVNTS, BEORERE (7 ATH 11.6%, YL Fu BE
14.9%) IZHBEFTRERBEWVIRD oo Tz,
AARANBREIZRBITIEEHLEETIFREEOHIAEFROERIL, T/ A<
TET34 (43%), YV R UoBET 24 (3.0%) KEDLN:, RRERER
DMEZ VT F = fENCTCAEZ L — R 1~4 ThoEIEIX. T/ A= T7#30.4%
B L Mo B 388% Th o,
AARAEBREICRBNTY, B#E5FHEE 3 AUNOSEIRIS L BET 2RO H
DEEHFERII VN VB (38.8%) BT/ ATE (11.6%) (ZH_Eho Tz,
Plbko X 5z, # B 20050136 IZBML7ZBARAEREIZRBNTH, ARREFE L AEROR
EHTT T ANNERENTZZ NS 32O ERZALENERBROFSBITHEREED,
NEREERRBR CTHRBENZAFOLEEMET T 7 74 ME, BAARCBOTHRETH D & &
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2.7.4 BEMREUOBE
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Bs0—%

BEXItH R FEH (KRE) EE UL (BE&E

AC advanced cancer EITRA

AT * BERTA (B84B) * BUEFETA (Fnd)

ADT androgen deprivation therapy WA =R a1 s

ALT alanine amino transferase TI=T ) RN AT 2T —F
AST aspartate amino transferase _7:_;;/\ TXYBT I/ MTYAT =T
CHf * BUEFTC (348) * BOERTC (Fndh) x

s BaBPTE GR) * BETE (k) *

BSAP bone-specific alkaline phosphatase BHENTNDVRAT 7 2—F
Cl confidence interval {EHEX R

CRP C-reactive protein C RIttEr=A B

CTCAE g;)f?czon Terminology Criteria for Adverse HEES I EELE

CTX1 C-telopeptide-1 C-7uX7F K.

DBE double-blind extension ERER%SH

DMC data monitoring committee TF—HE=F Y TERS

ECG electrocardiogram LB

ECOG Eastern Cooperative Oncology Group KEREFEERIEEHE SN —T
FDA Admiswaton HERAERRR

GCT giant cell tumor B HAgRE

HALT hormone ablation therapy RVE CFIFRE

hERG human ether-a-go-go-related gene ;/};E{?;ﬁ&@@ﬁ&ﬁﬂ VU AT
1AS integrated analysis of safety e ey i

ICH International Conference on Harmonisation B ¥ EU EZE LRFIHMEIESS
1gG immunoglobulin G ®ET TV G

iPTH intact parathyroid hormone Eﬁuf j)y/r}:/pi:) h B FAR B L2
iSAP integrated statistical analysis plan BF B e AT EHE

kD kilodalton =T NV

Kd dissociation constant fEBEER

MedDRA I\AA;cii\ilci:;Ll)ictionary for Regulatory ICH BREERRE

NCI National Cancer Institute N EE LS AFFIERT

NEC not elsewhere classified iz R I NN

NOAEL no observed adverse effect level M

ONI osteonecrosis of the jaw SEEE

OPG osteoprotegerin ZFARTAFTuT Y v

PMO postmenopausal osteoporosis B % B HMRE

PSA prostate-specific antigen AR RLE

Q6M once every 6 months 6 7 ARIC 1[E

Q4w once every 4 weeks 4 @Mz 1 H

QI2W once every 12 weeks 128/ 1 =

gSAP quantitative statistical analysis plan E BRI EHEATE R

10
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BR5XIXHE TS (KR T (B
SD standard deviation EHERE
SMQ Standard MedDRA Query MedDRA 1ZHERFE
SRE skeletal-related event(s) EHEEES
TNF tumor necrosis factor IEEEER T
TRAIL TNF-related apoptosis-inducing ligand TNF HE7 R b~ AFRIUFF
TRAP-5b tartrate-resistant acid phosphatase 5b BABIENERER R 7 74 —+¥ 5h

11
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@ RANKL
4/ RANK
Tumor
>< Celiin Bone : 2= Denosumab

Microenvironment

Hormones, Cytokines, PDGF, BMPs

and Growth Factors CFU-M Prefusion
(PTHIP, IL 6, IL8, IL-18, BMP, Osteoclast TGF-, IGFs
TGF B, IGF, FGF, VEGF, ETA, @ 8 L FGFs
WNT, PGE-2,TNF-«, M-CSF)

X . . Ca=
+ Inactivated '

Osteoclast

>

L (D '/4‘1‘(

Bone Resorption In 2N
R S S =)

BMP = bone morphogenetic proteins, Ca’® = calcium, CFU-M = macrophage colony-forming unit; ET1 =
endothelin-1, FGF = fibroblast growth factors, IGF = insulin-like grouwth factors, IL-1 (IL-6, IL-8) = interleukin-1
(-6, -8), M-CSF = macrophage colony-stimulating factor, PDGF = platelet-derived growth factor; PGE2 =
prostaglandin E2, PTHrP = parathyroid hormone-related peptide, RANKL = RANK ligand, TGF p= transforming
growth factor B, TNF o = tumor necrosis factor o; VEGF = vascular endothelial growth factor; WNT =
wingless-type protein-1

Source: Adapted from Clezardin and Teti, 2007

B1-1 F/AITOERBF

1.1 #LIENR2HIEHERVREHRBRORER

111 T/ ARTBERARTOT S5 LOBE

sk, B, RUA—2R b F YV 7R AREEhEomos T, 2@ =@ A2 2@
w@ A IcEB LT 18 OBRABRER GHMEEE 15RR, 3ZEH3RB) 2 AV, 7
AT ORLMERFIMLE RBROFEMITS 22— 5210F7), Zb ORERIT., T
BABE QORI NVENHERBREIVASTI04, £055b, BANLGEMLEZAARA
FHRELK: 136 4) ., BEHRE. ROBESFBELXMRLE LTEB L, FHEERE L 15
RBEOOS L, 3 20O RFNVE N HAREZ B 7TRBRIL, 7/ A~ 7 SRE HBEBEXIZ
PRI REZBRET2RBRE LT, BREXZE T OETHABELXNRICER L, £z, 8
REBIZ, 7/ AT OMBMASER OB AEEICNZ T, EHEFFH R O BKKEEZH
EHREEBIRABRLE LTERB L, BEERTH S 3 RRIIAAERFORL L IFOBELE
ME2xHRE LEZRBRTHD (EnTh, SREFHEREORR. EMREREOEE. &
CRESFERY R 7 BEWVRLVE RS BREREICB T 2 BEBOME) , A<&KRHE
WHWET A7 OBKRBROBELZK 12 27T, 2055, BERREZIRICEY
BB R R A2 AT L7238k 20030164, BB 2H T 2B EE 2 X RICEMEIERK O
AMEERET LR 20040176 12, BATEKE Lz, £, BEB2ETOLERELNE &
L 7= [ FERRGERBR TH 5B 20050136 i B ARBM LU ZEBRLRRBR CTH 2, AT —F

13



274 BEMEEHEOBRE
FIRATT

RNy r—=IiZB T A EARBRRE L AKBHEFNAT L Z L oRSEORBO—DE L

T.AEY2— VTR, PEBEZATOIEBREL AL L LRAR ZRTDHEARAN

HREEH (BANOBMLZBRAERE) OFREDR. ZRBREEOHEL—EHLTWD

ZEEFRT, ERBRORRT VA L OFMIL. Vs - ) %6
heb7 N gt

AERHFETIL, UTOEER 3 DOFREFEE I HRAR &6
EHRLIRRT D, /2, 203 2ORBREAKRE Y 2 — /L OHEMITICHER LT,

- AR BEBLATOARBERELHRIT, YE SREOFEBRIZBALT, 7/ A

<7DV L KB (Zometa®, Y AF®) \IxT HHELUERET D, BRLRSE
AEEESB_EERRB GHETTHEERER n=2033: BALSML-EELRRAR

[BARAKBREE n=136])

- HEB FEBEPATIERE (LBERUCRNREZR) BEXIZRMEE
BEfEARE 2182, MIE SREDEBICEA LT, 7/ A=7DY L Fu# (Zometa®,
VAFE) Ikt LM ERETT D, ERAREELCEESB_EERAR GHE
AIREREBRE B n = 1756)

- AR BFEBEEHATIRVEVRGE (E8EAM) OBMINIIRERE %
X8z, FIE SRE OFEBUZBEL T, T/ AT DY LV FE B (Zometa®, v A #%)

WX 2SR RETD. EELXFAEESEERGBR _EERABR GHbsERR

FE¥n=1888)

YU R VB, BRLBARERAT AT 5 R— MRAIT \;/z
<~ 7 OBKRRBRCHMARL T2 TNTCORBBIK L TESHESEZALTEY, ETRA
FIZHLTHRLDLSAFINDIERA T+ A7 5 X — MEIRNB SRATHL = \ﬁﬁﬁt
LCRBELE, 7/ A7 OBKRRBRTIE, FHMBEROER. HitFiE. HBRELEHA. RO
YU RuvBORE - BRIZOWT, YL R vBORBHEROBEKRBR L FEOBRE L
L, AEHYUBENSOBEICLAET5HEE Lz, V'V Fe BT, AEBERIC, B
BXIIEMERRELZATH1 3300 6 0BFE (EITILE. s BB, FohoBEEE, kT
ZRMEERIE) ZXIRIC. SRE ORBEME ZHRETT 2 4 DOREKABR (Novartis 010, 011,
039, KRU1501) AEMEI 7 :

o INHLORBRTIE, BEHMEITZO~1S » ABICEE S, dHEEIZiZ, ek
LZEEIIRTAABEOFEIZSUT, IYITEAXIZEE (XI P KEAVWLRTE,
INLORBTIE, YV FeBOBAEL L Tamg & Smg NAWVWLNEZN, 8meg iXBHMS
Di=HFIEX N, dmg DHEPEAE I N o
DS, T/ATTOERINVENMBERRTII VN U BO 4mg 2RV,

AEETIE, BXEU EELBRHIFAFEESZE (International Conference on Harmonisation:
ICH) #A KZ7A v (MAE) IZEWT—F 2D D7,

TI)ATOE N MRBRTIX, ARHOT—FE=%1 2/ &KEBL (data monitoring
committee: DMC) 7%, SR T CEHICZ2M2EMT 522 LICL VERR2To, RBR

14



2.7.4 BEMRESHEOHEE
F/ATT

THAAHREIZOWVWTHLRELT DMC 1T X A3 R2MOERNMThNT,
RUMRFT D YEY 2 —/V53.531TRT,

15
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274 BREREEOHE

Biopharmaceutic

Human

. Human Pharmacokinetic Studies Pharmacodynamic Efficacy and Safety Studies
Studies .
Studies
I I I I
Health i
Comparative Subject EK Pztlli?t::K Intrinsic Patient PD Reduction in Other
BA & BE & Initial Tolerability Factor & PK/PD Occurrence of SREs Studies
Tolerability
| | —
L

® blinded demographic and safety data only

BA = bioavailability, BE = bioequivalence, DBE = double-blind extension; HALT = hormone ablation therapy, IAS = integrated analysis of safety, PD = pharmacodynamics,

PK = pharmacalinatics, PMO = postmenopausal osteoporosis, SRE = skeletal-related event

Refer tc (Table of All Studies Included in This Marketing Application) for additional information on the study designs and subject populations for the above-listed studies.
AACxm Lo AR RER

HADS B L - ERELE

12 FEZHH-HHE3T/ AT TOBEKREBROME

16






274 BEMREHEOBE
FIRTT

L L, BELEBEYIORREICESE, |EFINITHNT L,

Fo, AERBRFBE T, RATEREBHOBERD ICHT 24 EARBFERFOE Y 2 —v
274 bBELLTHMT S, Zhb0T7—#ik, AREEHRE (PMO) K UH/LE il
ik (HALT) Zxtge L7249 10000 & DBEEMIZBIT ST/ A<7 60 mg 6 » AiC 1 H
QM) BEDEIL T T EARAXIRO LA T+ A7 43— MR LB LR T 7 7
ANERLTWD, AERBHFOHE LS EIZRLZZ ZNLO0HEREEAORZEMET — 134 Y
THRICHRICERNT 5.

SEIOEITHABEEZ MR L L ARBFROREHMEMBITORTFEIX, TV a—0
5.3.5.3-AC \Z&fT LTZERERZ 2 OME 55 aHETETEl (integrated statistical analysis
plan: iSAP) | IZF¥R T 5, EHIZ, HOENLHERE L EENZEMEMATENE (quantitative
statistical analysis plan: qSAP) | ZF ¥ =2 —/V 5.3.5.3-AC IZ/”R T, iSAP % 5 HBITIZI R 2R
THEALZABOERICOWVWT, F 6 BT RERICOVWT, FEIAEITIIAEY 2—
NTRWEBITFFEIC S W TR#H Lz, AED 22— VOFEELOSITICIE, ICH EEESK
MEE%E (MedDRA, Version 12.1) AV, AEKBHFEROE Y 2 —/1 53.53-AC ITHAT L7z
[ICH FHEEI TERR &7z MedDRA t—H—D7=bDH A F EXRLEWER, BEELB L
VEFH - 2T R, BIVEICHT28EA] © (MedDRA AFEEI: BEFHE) TR0
A—F A4 THA RTANZESOTHELE, £, BB&ERE L 738k 20050136 [ZH#H A
oz BAANGBREEABTOHEEL TV 2 —/V 5 IZHRM LT,

BEREDBREEKIR O R
Exposure Analysis Set # i\, T/ A< XV vV Fu v #BEy | BUERE SN HREE
EUOroR5HME, RBROEED GFIARR, £ IHARR, ETAALZHRE LB
FERER, WML OBRGEDSE IR OHE NAERR) . RERSEHRRD] ( REFC (k) *
[ BEERTC () * (OFk] oZ,  BERTA (Fogk) *  [BOERTA (k) *.
ABT* ] D, CPT L APT* | X4 BOERTB (Fod) * [ BEpB Gek) *
D)L EEREL. R RUARERIEFNCES LT,
AT DFRAT 121 Primary Advanced Cancer Safety Analysis Set & U Supportive Advanced Cancer
Analysis Set Z L7z,
« RBYM (R), R5EH, RREZHEER
s MEIZ VT F=rOERITEVIEREORS EZHPIE LIEBRERK
© T/ARTXRY VU RFrVBRESRSLS 1 MRS S ERER. RUEHEREE
TR R R IR HA )

AEEROBH

BEEER BERAEEFER, KUOFTIZI DV T, Primary Advanced Cancer Safety Analysis Set
& U* Supportive Advanced Cancer Analysis Set Z F VN TELT Ofg#T % 30 L 72,

c AEFEREABRBER (TRTOREFR. ERELRAETFR, RIESFEFR,

18 sk P AGRIE R E X 2 7



274 BEMEREHEOBE
FIARTT

BRELOEEMLZHI2AEER, WRELOEEMLEHIEBRAEER. BRE
COBERDHDIHICE->TCHEFR, MREOREFILIE->THAEFFR, AR
FIEZESEAEEFR, BREOEREFIHIESIRRELBHEMERH 25 EHR,
RORBOPILIZE- T 1RBRE L OBEMRH 25 EFFLR)

*  National Cancer Institute Common Toxicity Criteria for Adverse Events (NCI CTCAE) version
30 AW  BEEMICE 2BEEEHENOREERZRRREL OBESERH L H
EFRORIPRER

s BEAFTRELCAZEFRRVEELRAEERERE

« B 0~63A.6~1212 A, RO #AB) TLOFEFRZRVERRAEEROD

o FEBPBAVDITATORKARTER L CRABRIMTORTO—ER

ﬁ%?%&()\i% RAEEZOEBREH OB RIZ L 2 ERITH X, Primary Advanced

Cancer Safety Analysis Set® X2, AEFSR (EARFE. ®iLE. ROENMI LV —THER)
RUBEBRGAEER (BARE, BALFE. RUBAM I V—7RFERN) OBMHEMT &2 FH L.
VRV ELFOEZER Lz, pfEiX, ZEMELZFHEY T, R LB L L /= Cochran-Armitage

BREZRACTHEBLE o Flz, VAZE FlIEDE =T ) A-TH
DEIE - VL R UBEOEIS) RO O 95%EFEX M (confidence interval: CI) X, RAB
%8 & L 7=Mantel-HaenszelizZ AW TEH L2 . AEITORR%
HEFR) kL (EBRAESER) 77
FOMDEZELHEERORZN
Primary Advanced Cancer Safety Analysis Set &2 T} Supportive Advanced Cancer Safety Analysis
Set x WT, EHLITMITEIT S 729 CBEZ T T, REDHEFRERBREL

72 BB T bfGE, RYE [7\571: IES TC&EE&%V%EU]\ SR'B HEFE [osteonecrosis of
the jaw: ONJ], ¥#EFREEMERE, &2, DAKE, DMERE, REUE & BET 2 Aleet
NHOHDAEER), MAT, Y FerBORBERE LTHLATWD, BESHRLBET LW
MR H2AEFRICHHS LEET I EER S 2FEFLREINETNENH L

o INLDHFEEREIODERZNLE
M ABRBROZNENLTHEITL, FOLET, Znb3RBREHE L, FHREXREELERED

FEFLIT ARAREHOFRKRBOBREIRBRE TRR2Z 2 L2 (B IXETT
L, BB TETEE R R SR EHEE, B TEITRISLIREE) . £

FNORR T & ITRIT L7,

19
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A7 7 H—¥ KRRIZVT7F=7Y T 5 A [Cockroft-Gault . THE H
113, R—25 A4 vhb0EELFT)
NCI CTCAE Version 3.0 7' L'— RFHlIZ 7z - Tid, FHEBRE OBERERRICETZ
T L— FZEFHTHOTERL, FEBRFIRDONEZR LBV L—F (FFEBRED
M bEW ] BERBRERR) 251072 W, BRBRPIZIL—F3:7V—F48R
ODITHEBREIL, J LV — N4 BRBOONHBRE L LTIROZEFHLE), ZL—F3EQ
ZV— N4 DBRERBEECORRE, F/L—F2UEOMBEI VY Y AMETORKERE, KUM
BNV D AMEO T L— FRR—2F A b 2 2P EET LAEBREDEIEIZOWVT D,
BEHICEN L, SEEREEEB DS L — K50 NCI CTCAE Version 3.0 4738 %
127,
MmMEH N T LBEORTICH-D, MIFE7 VT I BEN 40 g/L REBOBEITIX. KD
RERANTINY D LAREEZTAVT IV THIELT,
TNT I UREMBANT T LBE (mmol/L) = MIEI AT U ABE (mmol/L) + [40 g/L
- METNAVTIVERE (gL)] x0.02
ARNDOBERBEIZLY, IV LABREIZET VT I VHRHIEMEE FERHIEENSEND MR,
INBEFEDT (TATIVEEMBEILY T L) 20D AT AVWE,
AERPFEERNIE TN E2RRTOT ) A= T ICdT AHERBRIIOVWTENTH D,
2 ZRLEIERR LTz, AREEIZT D 2—/V 5.3.53-AC [ZHRAT
THAEREV 22—V TRIT / AT REIERVCHITGE2RR L EREZEOLE

I B A DR
INAZNYA DWW T, Primary Advanced Cancer Safety Analysis Set & U} Supportive
Advanced Cancer Safety Analysis Set # AWV TLA T OREFSITEITo 7=,
NAZNY A DREERCBRAICERD H DA Z V¥4 DR

Y- e[ _
o ERZNE AR T ERX (electrocardiogram: ECG) (Z X AFEli 21T A2 d o7
72, RBEBTCORROHEIIER L A2hoTz, 2L, BEIHARBRODECGT—F %
ZE LD,

& 5 Sk EA #2 4

FANZESZE LU T O EMIZ-OW T, Primary Advanced Cancer Safety Analysis Set & T}
Supportive Advanced Cancer Safety Analysis Set # V), AEFREKVEBRAEFTRORHRE
RRAT L7z,

o R

< i (65, 65 MUl L)

21
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FIATT

- AFE/EE (BA BA, eXX=v 7 %)

o ERE bk, Bk, BN, Zofh)

« {kHE (70kg KM, 70kg LA L)

o RERLERRR CF* OF AFTR Z CBT* L ABTH)

oI, RIVIEFTEIKC, BEMLEBET IS D IEEFROFEHEL, X—
ATGAVDIVFTF=r 7 )T T ACES WAL L,

FEFER (FLAE. AUSCARRE. FE/NMRATE. ZRMEBHE. RUEOM) HoEEENT b I
AR E CHERNICR DV RD TV, TO%, YL Fo U BOARBFEROBERRBRT
AV oERMR R LV ELTWD EE X F/MREE S ZTOMOBEREL 7T
HHERET2L0E, BREE LTI SOHSEATIET S 2L, ZOEE X
HER 20050244 DERERBIIT o2 T —F ORITICEELZ 52500 TR RENWEEZ B,
ZORER. BRI SERMT TIX, WE. FiBRE, £OoMoBERE. RUESHMEF MR
WOWTHERFRRUVEERAEFRETIML =,

Bk 20050136 IHAAN DT B ARAABBREER OBITIC OV TS FEROFIETHT L,
ARBREOMPTHER L LBITR L, 2k, R, AR/ Rik. EHEE. REREHERIC
BT 2 MOoEFABTIIER L 22 o7, Fio, REOHOSEMMITICOWVWTIL S5kg 2 v
FFz7 &L (55kg Rk, 55kg A t),

1.1.3 HEREROEYN

FERBEREOENICOVWTIX TV 2 — /1276 IZE# Lz, IR OMmICFIA L,
AEFBFE L TR R DBEINVEZ IR E LB (20040215, 20050134, K T*20050147) DE
FNZOWTIE ARE Y 2 — VO CIT B R LTz, F 72, BRIRAMF R RS M5 (20050227,
20060286, K TF 20060446) K U\E&IRZEM B RES: - I 77 78X (20010123, 20010124, 20030148,
20030164, 20030180, 20040113, 20040114, 20040176, K TR 20040245) DEFIITOWTIL,
ENTE EP2— L] RPET 2272 bl

1.2 2RMZRERNR
BREEZR T OEITHABED SRE BRELMET2IAFEL LT, 3 20O Il R T
%ﬁ&ﬁﬁﬁh*%ﬁ@%%%*\?/zv7dmng@4ﬁﬁ:1@(mw)&é%ﬂ%
Lz, F/z, AR LA X 91T, BRE T, A&R [ZHESE 5T, PMO R UNHALT \Zf 5 &
%ﬁ&@ﬁ%%ﬁﬁkbtﬁm$m%ﬁ&w(%%ﬁﬁmﬁwmyxMﬁﬁ)wﬁﬁww
BT 2EABHBRHFOET Y 2—/L 274 KEEWT — & 2 EH), KETHEERK 22 €6 A
W B B LR O ISIE & BRI TIXTERR 22 4F 5 A IR BHEER RIS B ERE I
BB HFVECVMBIRECHE) BEBDOBEIEZBRE L (BENTIREHERESLAERLE L
t%mm Praf MRz £ H)  th OIS Th 5 ZRMEBMEOIRE, B EMIRE DTSR,
ﬁ%@%ﬁ)Z7#ﬁ“ﬁj%ﬁ%ﬁ$%®%%@®%%_OWTi\ﬁﬁﬁf TEHE
¢T%5ﬁ AABRBERRHI T — ¥ 28T 5,

22 * HAEAGUMB AR B & #R -



2.74 MEMREHOBE
b A -

F AT mpke £ TOERE FREEURBTHEL. o G EREED L H8TFT
LT, EFETREEd I, 1R210 mg ETOERTHER T Q6M I Fits & &
F24 p HAMHE L. 4 60mg QM B PG X 5 FlFN L7 (FERPICESa A
ELRPREDT P=—1274 $ 1278, DAFEBRE T, | 8 180 mg £ TG 04W
FET#REME 1ZERC LM QLW B rEERX2 BETFL =, AT ra—A-Thi,
EITHABRZHNERE LE 320 ERF A I IAFE (20050136, 20050244, 4 TR 20050103)
CIELREZ SFBET-T /A7 CHR (120 mg Q4w K TFTHE) ZPLICHETE,

FEENFEFCSEN D BFOBERBOO TR CHES AR LR PR E B 1EE
FEABRESNLERT /284 (F/257 [0-3904], L FerE [n-2024]) &F
F B S BEEMNAFIZ2ETR IS ICFALE, T /AT ERE SR 3004 £ 1720
T AT R IENL, 4048 2F0E, 10ERIEL LBESRE, YL Fr B
FEEXNM 2024 B 1524 A1 Fo/BEE L ELE, S4B 2FLL, WA IF
LAEHS Ehic (B IASS-2.2), ARERRG 3 20 VR # A8 NI B (20050136, 20050244,
ATE20050103) C, F/AT7OCLERESAMITOI~405 ¥ A, 7T A7 OEBENT
FE3u963 A, VI Fu-BOBEAET I N FETH S (RIS,

AATHERLACHARIISM L i Eiod, 820030164 D404 (57 X7 H# 304,
FFEFRFEI0F: 2EERRS) MUSEE 20040176 D 18 5 (FATH 185 Hiol#
F124. 5TEM QW EE64) Tholz, BARIGHEE 20050136 iZgd Ay bk
FEEBE F/RAvTEOL, S FRCBIEOA) Tho, XEREHECH
Rigddnofo 24 (TUUUI0RSR O TIWERAR) pippAEn (HERE 1-18), 16 (FLAST
60&, YU Fa - B6TA) BEBAHBL2N, FIAVTEREINL AV 48 51T
A2 TEIELE DBRART /A7 E2EL LES S (3R 1411A8-5.1) BB 200561346
D AFRAERECT S AT ORBEREEMIL L0~302 » B F 7 A~ 7 OREAEIS 987
M, S ForBEEOREASRINILA-ETE, (F14151),

A& AMERE CL, BEARL LT, BB 2004076 T 180 mg M a0 iC i m@ESH
Tk

FRRARTRETAMTHEAZHNRE LT —Fioli, BAPHEEROB R CH
TRHEEERFERAFEE TR, wffoF s Ae7oRERR AR AL, Al Ly
1Mz, /27 n=7848), 75 E£F (h=5199), ZEX7T - Fesf—F (n-916) %
WEENERE 1WA DT —F 2L TWaH, TORT, ¥/ 2770BREAED
#13000 A-FTH A CEFRMLCEAT IAERERFROEY 2 — 074 £2KTEI.

Primary Advanced Cancer Randomized Analysis Set DIREET— F #5126 HiZg®+,

23 MR R AR e M
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274 BBRMREEOHE

£1-2 T/AXTOREZZT-HBREBRURREZHMN (EBROMEHER) (Exposure Analysis Set)

Denosumab

>1 Dose I > 1 Month |26M0nthsl > 1 Year | > 2 Years [ > 3 Years

Overall total exposure [ 3904 | 3870 | 2506 | 1729 [ s [ 10
Phase | studies’ | 67 [ 65 [ 75 [ o [ o | o
Phase 2 supportive studies” | 284 [ 279 | 238 ] w9 | o | o0
Phase 3 advanced cancer studies® | 2841 | 2814 [ 251 | 1s3s | sa0 | 10
Phase 2 studies in other indications’ [ 1 ] 3 [ e [ 25 ] o ] o

Page 1 of 1

Data included in this analysis are the same as that used for the primary analysis CSRs included in this marketing application, with the exception
of Studies 20050136 and 20050244, for which data are included up to end of study date or entire blinded treatment cutoff date, whichever

occurred first

* Includes studies 20010123, 20010124, 20030148, 20030164, 20030180, 20040176, 20040245, 20050227, 20060286, and 20060446

® Includes studies 20040113 and 20040114
¢ Includes studies 20050136, 20050244 and 20050103
4 Includes studies 20050134 and 20040215

24
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274 BEMREROBE

£1-3 YU FOVEBOBRSEZ2ZT-HRERRUCRERENRE GEBROEHER) (Exposure Analysis Set)

Zoledronic Acid
> 1 Dose >1Month > 6 Months 2 1 Year > 2 Years 2 3 Years
Overall total exposure 2924 2905 2176 1524 545 10
Phase 1 studies® 10 10 0 0 0 0
Phase 2 supportive studies” 78 77 60 44 0 0
Phase 3 advanced cancer studies® 2836 2818 2116 1480 545 10

Phase 2 studies in other indications? - - = & - =

Page 1 of 1

Data included in this analysis are the same as that used for the primary analysis CSRs included in this marketing application, with the exception
of Studies 20050136 and 20050244, for which data are included up to end of study date or entire blinded treatment cutoff date, whichever
occurred first

? Includes studies 20010123, 20010124, 20030148, 20030164, 20030180, 20040176, 20040245, 20050227, 20060286, and 20060446. Exposure
from study 20010123 is based on pamidronate use.

® Includes studies 20040113 and 20040114. Exposure from these two studies is based on bisphosphonate use.

© Includes studies 20050136, 20050244 and 20050103. Exposure from these three studies is based on zoledronic acid use.

4 Includes studies 20050134 and 20040215

25
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121 RESEHER OBRERR

AERBEFTIE, T2V HOBRTH D F* (n=1082), AFT* (n=1732), RUNCAT*
EAFTE O (n=1032), WNZPF* (n=358) TRELLT / A7 2RESNE-HRE
DF—FEBEH LR (K14), RY QFEUL) BEZZTIZEALOBERE T, AT* B
DT ) AT AMER SN,

AARA#EBRE 1T LTk, 3Bk 20030164 K& UFRER 20040176 TiX BT * TRIEXhAT / X
<~ 7 REE X, BB 20050136 TiX, 21 £ OHEERFICF* CRUEINET / A< T A, 48
B DOWHREITCF* L AFT* TRESNET ) A~TOolEREE Sz (3 14J1AS-5.7),

BERARERERROT ) AT 2ANE 3 0% 1 AW FHORZEAERR (20050227,
20060286, K TX 20060446) DFHEDOFERE, Va2 —V 271 1TRL, T/ A~ 7 RERR
MICHEB L e, fERYE, RUENEFTROMELZE S22 HIZE L DT,

R1-4 T/ARTORSEZH-EREFHRURRRENE (REMEREERR)

(Exposure Analysis Set)

Denosumab

>6
>1Dose >1Month Months >1Year >2Years >3 Years

Manufacturing site

BLERRC * only® 1082 1066 422 199 1 0
BEFA%*  only® 1732 1714 1164 817 162 0
x %ﬁﬁﬁ* and BHERT 1032 1032 940 713 377 10

BIERTC* 1032 1031 213 38 0 0

BUERTA * 1032 1024 785 582 251 0

SRR * d 58 58 0 0 0 0

Data included in this analysis are the same as that used for the primary analysis CSRs included in this marketing
application, with the exception of Studies 20050136 and 20050244, for which data are included up to end of study date
or entire blinded treatment cutoff date, whichever occurred first

* Includes studies 20010123, 20010124, 20030148, 20030164, 20030180, 20040113, 20040114, 20040176, 20040215,
20040245, 20050227, 20060286, 20050134, 20050136, 20050244 and 20050103

® Includes studies 20060446, 20050227, 20050136, 20050244 and 20050103

¢ Includes studies 20050136, 20050244 and 20050103

4 Includes study 20060286

122 FEHOBRERKR

Dip &b 1 ENIIRBREE 5 I 7=, Primary Advanced Cancer Safety Analysis Set |25 &
NAEREDI>H T/ ATTHOISBI AR L Fa VBEEO 15131 65BEMTH Y .
F)ATEHD 1260 8KV R U BEED 1323 A1 65 BU ETH o7z (F 1-5), 65 %

28 * HEEAGREHRARMFICE & 2 7
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RBOWRE TIX, 7T/ AT OBRBEANEIX 17570 AFETHY, VL FurBOBREANE
iX1673.1 A FETH o7, 65 B EOWRE TIX, T/ A~T7 OBREANEIT 13393 AFET
HY, SV o rBOBRBAFEIL I3RS MFETHoTz,

FAER 20050136 KBMLIZRAEAABRED OB, T/ ATHO LRV L N VB
DA9EN S HERMTHY T/ ATTHO 21 BR T LV R VEBEED 1848 65l ET
Hotr, 65BMABOERETIE, T/ AT OBRBAFEILTIS NETHY, YL Foo@
DBEBEBAFIL 751 N FThofe (K 14]-56). 65 U LOERETIX, T/ AT ORE
ANEIL252 AETHY, YV Fu U BOBEAFIL266 A-FTHo (K 141-5.6),

®1-5 FHEUHEIOBRERKR
(Primary Advanced Cancer Safety Analysis Set)

Zoledronic Acid Denosumab
4 mg Q4W 120 mg Q4W
(N=2836) (N=2841)
Number of Total Number of Total
Subjects Subj-yr Subjects Subj-yr

Age Group Male Female Male Female Male Female Male Female
< 65 years 555 958 483.2 1189.9 634 947 597.9 1159.1
> 65 years 943 380 933.1 439.4 901 359 910.2 429.1
<75 years 1109 1248 1054.8  1522.4 1148 1221 1133.4 14959
> 75 years 389 90 361.6 106.9 387 85 374.7 92.4

Page 1 of 1
N = Number of subjects who received > 1 active dose of investigational product
Subj-yr = Subject-years of follow-up, including the time period from the first active dose of investigational product
to the end of study date or the primary data cutoff date, whichever comes first.
Subjects remain in the age category determined at randomization.

1.2.3 MHAORBKR

Primary Advanced Cancer Safety Analysis Set Tix., B 1535 4 R U 1306 BT / A<
TEEBEEL, B 1498 LR KM 1338 412V L FovBiaRELE (R 1-5), LTI,
T ) AT DBBEANFIL 15882 AETHY ., YV o U BOBREASFIX 16293 A-ETH
o, BT, T/ AT OBREAFEIX 15081 AETHY, VL Fu BOBEAEIL
14163 N-FETH o T,

124 AE/REJNOBRERR

Primary Advanced Cancer Safety Analysis Set TD AfERIES) OBRERIZ K 1-6 1ITRT,
FEIZ, 3 DD ERFNVE NERBRICEAAN LI HERE O AN FHT —F (8 1.31H)
EFRBLTEY., BEAFIIBATELEL (F/ X7 26337 A&, YL Ko @
25435 N-5B) BT RAR=w 7 (F/ AT 1543 N, YLV Fa B8 1617 A-4F),
BAN (F/A=7 1014 N5, YV FaBR1047 N-F) Thol,
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274 BENREHOBE

F/ AT
®1-6 AE/EREINOBREBRKA
(Primary Advanced Cancer Safety Analysis Set)
Zoledronic Acid Denosumab
4 mg Q4W 120 mg Q4W
(N=2836) (N=2841)
Number of Total Number of Total
Race Subjects Subj-yr Subjects Subj-yr
White or Caucasian 2373 2543.5 2404 2633.7
Black or African American 88 93.7 83 86.1
Hispanic or Latino 150 161.7 153 1543
Asian 105 87.2 89 75.5
Japanese 70 104.7 72 1014
American Indian or Alaska 2 32 0 -
Native
Native Hawaiian or Other 2 2.9 2 1.7
Pacific Islander
Other 46 48.7 38 43.8
Page 1 of 1

N = Number of subjects who received > 1 active dose of investigational product

Subj-yr = Subject-years of follow-up, including the time period from the first active dose of
investigational product to the end of study date or the primary data cutoff date, whichever
comes first.

125 EBHEEZSOEENOERENRR

il &b 1 BEITIRBRE R #E S 7z Primary Advanced Cancer Safety Analysis Set {23 £ 41
AWBEDIL, 978 BN —ATA DI VTF= 7 VT T AN 60mL/min LA F TH
W (F/ASTEEA96 4, VL Ko BERE 482 4) . 4652 413 60 mL/min 28 2 T\ iz (5
JATTEE2326 4, YV FuoBREE 2326 4) (R 1-T)e NR—ARTA QI VTF=07Y
75 AH 60 mL/min A FOEEBRE DT /) A~ 7 DBRBEAFEIL 4659 A FETHY, VL K
CEBEOBRBAEIL 4390 AM-FETholt, R—RATA DI VTF=U I VT T UAR 60
mL/min X ¥ BWEKRE DT /) A~ 7 DBREAFIL26093 A-FETHY, VL Fa  FBROERE
NFEIX 25738 A FETH o7z,

B 20050136 ICBMUT-BARAEREIL 4L (F/ASTHOIL, VYL Fa v BHES 4)
NI VFTF=v VT 7 AME60mL/min LT, 1224 (F/ASTEH 604, YL Fa»
BEE624L) W LVTF=2 V7T T AE 60mL/min & E[E> TWi= (K 141-55), 2LV 7T
F=2 I VTS5 ZAE 60 mL/min L TFTOF /) A7 HOBEAEIZ 120 A, VYL Fry
BMEOBBAEILI6S NETHY, 7LT7F=027 V7T 5 AH 60 mL/min & LE 25 /7 A
v THOBRBEAFILI6TNF VLV I U BEOBRBEAFITIIS2AN-FETHo7 (K 14]-55),

EREEEEERE COT /AT 0t (BB 20040245) EESA2HIZE LD D,
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274 BEHREHOBE

TIART
&1-7 WHREMECRERENRERKR
(Primary Advanced Cancer Safety Analysis Set)
Zoledronic Acid Denosumab
4 mg Q4W 120 mg Q4W
(N=2836) (N=2841)
Number of Total Number of Total
Baseline Creatinine Clearance Subjects Subj-yr Subjects Subj-yr
< 60 mL/min 482 439.0 496 465.9
> 60 mL/min 2326 2573.8 2326 2609.3
Missing 28 327 19 21.2

N = Number of subjects who received > | active dose of investigational product

Subj-yr = Subject-years of follow-up, including the time period from the first active dose of
investigational product to the end of study date or the primary data cutoff date, whichever
comes first.

126 #HEFTNABRBEEZTRELEENHERBRTORERR

HITHABEERRE L-E I BRBROBREDAR

EITRABELZNGE LS N HARRICITEH 5723 £ 0FREBZHALANLN (F/ A<
TEE28624 . L Re UEREE 2861 ). 2D 5 B 1 BILL EIRBRE R RE SN HBRE X 5677
& (F/A<TE28394%4, VLV Fu BEE28384) Tholz,
£RBROTERNTAIRBM O T BEA (FRUBR 20050136: 2009 4 3 A B 3Bk 20050244:
2009 4 4 A (@A, 388 20050103: 20094 10 A @A) T, T Aw THOERE O 70%
ROV Rua BREOERE O T1% P EREOERE LRI LT (R 1-8). IBREOR
HriERz oW T, B 20050244 K TX20050103 DFRBOBEBO FENBEN 1 5F
Bl Lo, ABRETENRD LN (RBR 20050244: 5/ A< 78 80.0%, YL Kn
v BERE 79.8%., FBR 20050103: 76.3%. 78.8%., PR 20050136: 55.5%. 56.0%)., 2RRIZ, £
<BOLNERRERSFIEBEREIRREACT—HL TWe, ZL{RBDLNIRRERSFIE
HEZ, BC (F/ AT 24%, VLV Fa U BEE21.8%) ., WBOET (15.0%, 14.5%) .
ERORERE (10.7%. 11.8%) Thotz,
ERBROFEMTIZHROK T HRRT, T/ AT THON 69.4%, V'L Fa U BEO
704% DB RBREF LTV (RIASI-1.1), RBRFIULECERLRRERER IO E2MHE L
Rk TH o,
RRILRUVHATORBERED LS TOMBRORBRTIEE TOHM 2K
IAS1-4.500.1, X 1AS1-4.500.2, X IAS1-4.501.1, R 1AS1-4.501.2 TR,

FABR 20050136 (&M L7z BARABBREEMIL, 136 4 (T /ATHOAL, YL Fayv
BEE6T4) Thole, T/ A TH 435%K T L R UEREE 52.2%0 EEARNT T R HM 0
KRTHETICRBREREZTIE L (3R 14)-13), ZL<BDOONIRRER S PIEBHE,
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274 BERMEREHOBRE
FIATT

RERE (F/ A<7813.0%, YL Fo @B 17.9%), BEOFL (72%., 10.4%). A
DEIT (5.8%., 7.5%) Thotr, T2, T/ ATEH 35% K LV R o CEREE 493%03F
EET BB OB TEETIZERBREZPIE L (F 14)-12),
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274 BERARSMHOBE

FIARD
£ 1-8 AREOCKRSHILER
{Primary Advanced Cancer Randomized Analysis Set)
Study 20050136 Study 20050244 Study 20050103 Overall
Zoledronic Zoledronic Zoledronic Zoledronic
Acid Denosumab Acid Denosumab Acid Denosumab Acid Denosumab
4mpg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Randomized 1020 1026 890 886 951 950 2861 2862
Received IP 1014 (99.4) 1019 (99.3) 878 (98.D) 878 (99.1) 946 (99.5) 942 (99.2) 2838 (99.2) 2839 (99.2)
Received IP through primary data 443 (43.4) 450 (43.9) 168 (18.9) 169 (19.1) 197 (20.7) 217 (22.8) 808 (28.2) 836 (29.2)
analysis cut-off date
Discontinued IP prior to primary data 571 (56.0) 569 (55.5) 710 (79.8) 709 (80.0) 749 (78.8) 725 (76.3) 2030 (71.0) 2003 (70.0)
analysis cut-off date
Death 139 (13.6) 151 (14.7) 247 (27.8) 245 (21.7) 238 (25.0) 246 (25.9) 624 (21.8) 642 (22.4)
Disease progression 145 (142) 134 (13.1) 137 (154) 156 (17.6) 134 (14.1) 140 (14.7) 416 (14.5) 430 (15.0)
Consent withdrawn” 88 (8.6) 87 (8.5) 119 (13.4) 109 (12.3) 130 (13.7) 110 (11.6) 337 (11.8) 306 (10.7)
Adverse event 73 (1.2) 57 (5.6) 81 (v.1) 67 (7.6) 69 (7.3) 94 (9.9) 223 (1.8) 218 (7.6)
Subject request® 65 (6.4) 69 (6.7) 47 (5.3) 42 (4.7 98 (10.3) 73 (1.7) 216 (7.3) 184 (6.4)
Other 13 (1.3) 13 (1.3) 31 (3.9 35 (4.0) 28 (2.9) 23 (2.4) 72 (2.5 71 (2.5
Noncompliance 6 (0.6) 10 (1.0) 18 2.0) 19 2.1) 13 (1.4) 7 (0.7 37 (1.3) 36 (1.3)
Lost to follow-up 6 (0.6) 9 (0.9) 9 (1.0) 19 2.1 13 (1.4 g (0.3 28 (1.0) 36 (1.3)
Requirement for alternative 7 (0.7 7 (0.7) 10 (1.D) 12 (1.4) 13 (1.4 15 (1.6) 30 (1.0) 34 (1.2)
therapy
Administrative decision 15 (1.5) 17 (1.7) 2 (0.2) 3 (0.3} 4 {0.4) 1 0.1) 21 (0.7) 21 (0.7)
Page 1 of2

IP = Investigational product

Percentages based on number of subjects randomized

? Subject withdrew full consent to participate in study any longer, including long term follow-up
® Subject does not wish to attend any further Q4W assessments, but agrees to be contacted for survival follow-up
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2.7.4 BRERHIREEOHE

FIART
*1-8 AREOESPILER
{Primary Advanced Cancer Randomized Analysis Set)
Study 20050136 Study 20050244 Study 20050103 Qverall
Zoledronic Zoledronic Zoledronic Zoledronic

Acid Denosumab Acid Denosumab Acid Denosumab Acid Denosumab
4mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W

n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Protocol-specified criteria 9 (0.9) 9 (0.9 7 (0.8) 2 (0.2) 4 (0.4) 2 0.2) 20 (0.7 13 (0.5)
Protacol deviation 4 (0.4) 4 (0.9 0 (0.0) 0 (0.0) 4 (0.4) 4 (0.9) 8 {0.3) 8 (0.3)
Ineligibility determined 1 (<0.1) 2 (02) 2 (0.2) 0 (0.0) 1 (0D 2 (02) 4 (0.0 4 (0.1)
Never received [P 6 (0.6) 7 0.7 12 (1.3) § (0.9) 5 (0.5) 8§ (0.8) 23 (0.8) 23 (0.8)

Page 2 of 2

1P = Investigational product
Percentages based on number of subjects randomized

* Subject withdrew full consent to participate in study any longer, including long term follow-up

® Qubject does not wish to attend any further Q4 W assessments, but agrees to be contacted for survival follow-up
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FIATT

Primary Advanced Cancer Randomized Analysis Set @) MEKR
FEBHRFIHERT S 18 FOBRKRBR CTEESEN SN RTORREOBRBERR L
IR, AT TiX Exposure Analysis Set (FRE kU
BRI 2BREBRRE T, BIEABT ENTERE 5723 4D 5 H 56774 (99%) #472<
EL IEOEBRERS 2% (FT/ATETRERT L Ka U BOT 7 R Rl
28394 [99%], YL Fu Vv BARFBERCYT /) A~T7 075 R R THR S 28384 [99%])
BRECBRBRIIT )V ATHLY LN VB TIZERETH- - . REHIM
DOE¥I A # (FEHE{FZ [standard deviation: SD]) x5/ A< 78 1298 (8.19) » A, Y LK
o R 12.79 (8.26) # A Thotz, R ERIE (SD) 137/ A~ 7R T 5T 13.5 (8.8)
B SV RaerBo77 R a@EEE 132 871 E), YV o UEBamiFET 127 (8.6)
B (F/ A<= T7D75RRTFHRES 132 [8.8] B) Thotz, IRLEX DT,
BEMHEP, MEZ L7 F=0BY L Re VBORMNXEICRE L E
EFCERLEHAICE, BIRABEORREEZPETEZLEL, KT
BEORBEIZOWVTIFIZHIBB L2 o7z, Z0Okd, MBEERHIIBIT 3RS
OB EERIE LV R TEREOYHREREREOIZ I BEI R,
EET, T RATED 502% K L Fa VERBED 463%I21RBRES 1 £LL E (13 BEILL
b)) BEL, T ASTEHOD 310%RTY L Ra U BEED 274%I2188E %S 1.5 E£LE (19
ELlE) 5L, REREEOTRM (Q1,Q3) FF / A<= THTI11.99 (532,18.92) #
A (CE¥fE [SD] 12.55 [8.15] » A)., YL Fu U BEEE T 11.07 (4.67, 18.43) » A (FHE
[SD] 12.06 [8.14] » A) Th 7=
RBRBOBRERIT, AR (FL8) RURE (BRI IRE) 1V
GE/NRGRE, ZRMEEHE. ROZOMOBERE) OFRE CELS. AR
BOBBOTENBEVWI EERVLVBRHICRREFILELTWEZ 2 RBR

LT\ (RE ) 30) ERBEREEDOE 11.418), ABREM
D HRRAE (Q1, ¢ TIIT ) A< 78 16.85(9.89,21.45) » A (EH{E [SD]
15.76 [7.40] » A). YV Fua o BERE 1697 (9.79, 2191) » A (FHfE [SD] 15.85 [7.65]
» A) Thot. RE DHRBHIF OHRME (Q1,Q3) iX. 7/ A< T7HE 733 (3.58,
1432) » A CE¥fE [SD] 9.60 [7.46] » B). YL FuEERE7.13 (3.45,14.46) » A (FE
#fE [SD) 9.58 [7.51]) ThHote. RB DRFAFOHRME (Q1, Q3) i, 7/

A< 7HEE12.19 (5.88,18.46) » A (E¥IME [SD] 13.14 [8.49] » A), YV L Fu EEEE 11.20
(5.65, 17.45) » A (E¥fE [SD] 12,50 [8.38]) THh-o7-, FHHEEEE (SD) X, RB

TF /) A7 165 (8.1) HE, YL Fo B 163 (8.4) [, R T
NEN99 (7.8) [E, 94 (7.5 [E., &% VEFL13.5 (9.0) [FEl. 12.1 (8.5) [
Thol, REBREROFHE (SD) T TT ) A< T8 1534 (747) 5 B,
U Ru UEERE15.23 (7.73) » AL AB EF9.23 (740) » A, 891 (7.24)
# A, RE TENFI 12,63 (8.38) # A, 11.59 (8.13) # A TH -7,
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274 BERNZ2HOBRE
FIATT

B AD b RER 20050136 (B M L7- BAAPERE 1364 (T /A7 694, YLV Fa#
67 4) ORBRBEOEY A% (SD) 1357 ) A<= T8 17.16 (841) » A. V'V Fu R 18.23
(6.97) # AThH-T, FHHRERE (SD) 7/ A-7KTHRE 186 (93) B (VYL Fm
VERT S REE 18.6 [94] )., YU Ru v ERERE 188 (7.7) B (FJ) A7 75+ RE
T#HSF 192 [76] B) Thote, 72, 1L (BEMUL) BEENLERERT ) 2=
TEED 69.6%. YL FuUEBREED 73.1%TH Y, LS EYULE (19 BRLE) 2oV TRT /A=<
TED 652%, YV Ru L BEED 59.7% Tho e, FHREBREHM (SD) X7 /) A<T#
2 17.02 (856) #A. YL K U BEEEA 17.41 (7.07) » A Th-otz (3 141-5.1),
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274 BERHEZEEOBE

F1-9 ABBREOERSKR

(Primary Advanced Cancer Randomized Analysis Set)

Zoledronic Acid 4 mg Q4W

Denosumab 120 mg Q4W

v SC v SC
Number of subjects 2861 2862
Number of months on study®
n 2861 2862
Mean 12.79 12.98
SD 8.26 8.19
Median 12.12 12.60
Q1,Q3 5.45,19.38 5.59,19.38
Min, Max 0.0,37.4 0.0,40.5
Number of subjects receiving > 1 2838 2838 2838 2839
dose of investigational product
Number of doses received
n 2838 2838 2838 2839
Mean 12.7 . 13.2 13.2 13.5
SD 8.6 8.8 8.7 8.8
Median 11.0 12.0 12.0 13.0
Q1, Q3 5.0,19.0 5.0, 20.0 5.0,20.0 6.0,20.0
Min, Max 1,41 1,41 1,44 1,44
Number of doses received - n (%)
1-6 906 (31.9) 872 (30.7) 856 (30.2) 818 (28.8)
7-12 617 (21.7) 571 (20.1) 595 (21.0) 596 (21.0)
13-18 536 (18.9) 558 (19.7) 545 (19.2) 546 (19.2)
>19 779 (27.4) 837 (29.5) 842 (29.7) 879 (31.0)
Page 1 of 2

*Defined as the time period from the first active dose of investigational product, or randomization date if subjects
did not take any dose to the end of study date or primary data cutoff date, whichever comes first
®Based on the number of doses received divided by the number of scheduled doses up to the end of investigational

product administration for each subject

‘Exposure is defined as the time period from the first active dose of investigational product to the last doseof
investigational product and adding 28 days.
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274 BRMREHOHRE

FIATT

£1-9 BBREOHRENRR

(Primary Advanced Cancer Randomized Analysis Set)

Zoledronic Acid 4 mg Q4W

Denosumab 120 mg Q4W

v SC v SC

Percent of dose received”

n 2838 2838 2838 2839

Mean 87.0 89.9 88.3 90.1

SD 16.5 13.5 15.6 13.8

Median 92.9 95.0 94.1 95.2

Q1,Q3 80.0, 100.0 84.6, 100.0 83.3, 100.0 85.7, 100.0

Min, Max 10, 100 22, 100 13, 100 17,100
Cumulative investigational product exposure (months)®

n 2838 2838 2838 2839

Mean 12.06 12.36 12.37 12.55

SD 8.14 8.21 8.13 8.15

Median 11.07 11.56 11.55 11.99

Ql,Q3 4.67,18.43 4.86, 18.96 5.06, 18.60 5.32, 18.92

Min, Max 0.0,37.4 0.0, 37.4 0.1, 40.5 0.1, 40.5

Page 2 of 2

*Defined as the time period from the first active dose of investigational product, or randomization date if subjects
did not take any dose, to the end of study date or primary data cutoff date, whichever comes first
"Based on the number of doses received divided by the number of scheduled doses up to the end of investigational

product administration for each subject

“Exposure is defined as the time period from the first active dose of investigational product to the last dose of

investigational product and adding 28 days.
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69.33 [14.93] kg) ThoTz,
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274 BERMTEHOHME

FIRRT
F&1-10 R—RA 54 0O AOHETEHENE
(Primary Advanced Cancer Randomized Analysis Set)
Study 20050136 Study 20050244 Study 20050103 Overall
Zoledronic Denosumab Zoledronic Denosumab Zoledronic Denosumab Zoledronic Denosumab
Acid 120 mg Acid 120 mg Acid 120 mg Acid 120 mg
4 mg Q4W Q4w 4 mg Q4W Q4w 4 mg Q4W Q4w 4 mg Q4W Q4w
(N = 1020) (N = 1026) (N = 890) (N = 886) (N =951) (N = 950) (N =2861) (N =2862)
Sex - n (%)
Female 1011 (99.1) 1018 (99.2) 338 (38.0) 298 (33.6) 0(0.0) 0(0.0) 1349 (47.2) 1316 (46.0)
Male 9(0.9) 8(0.8) 552 (62.0) 588 (66.4) 951 (100.0) 950 (100.0) 1512 (52.8) 1546 (54.0)
Ethnic group / race - n (%)
White or Caucasian 813 (79.7) 822 (80.1) 770 (86.5) 770 (86.9) 810 (85.2) 829 (87.3) 2393 (83.6) 2421 (84.6)
Black or African American 25 (2.5) 26 (2.5) 29 (3.3) 20 (2.3) 353.7) 38 (4.0) 89 (3.1) 84 (2.9)
Hispanic or Latino 59 (5.8) 59 (5.8) 36 (4.0) 49 (5.5) 57 (6.0) 45 (4.7) 152 (5.3) 153 (5.3)
Other 123 (12.1) 119 (11.6) 55(6.2) 47 (5.3) 49 (5.2) 38 (4.0) 227 (7.9) 204 (7.1)
Age (years)
n 1020 1026 890 886 951 950 2861 2862
Mean 56.6 56.8 60.6 59.3 71.0 70.5 62.6 62.1
SD 11.6 11.5 10.7 11.4 8.4 8.7 12.1 12.2
Median 56.0 57.0 61.0 60.0 71.0 71.0 63.0 63.0
Q1,Q3 49.0, 65.0 49.0, 65.0 53.0, 69.0 52.0,67.0 66.0,77.0 64.0, 77.0 54.0, 72.0 54.0,71.0
Min, Max 24, 90 27,91 22, 87 18, 89 38, 91 40, 93 22,91 18, 93
Page 1 of 2

N = Number of subjects randomized
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274 BERMEEHOBRE

FIRART
£1-10 R—2S5A 2 OAQMEENES
{Primary Advanced Cancer Randomized Analysis Set)
Study 20050136 Study 20050244 Study 20050103 QOverall
Zoledronic Denosumab Zoledronic Denosumab Zoledronic Denosumab Zoledronic Denosumab
Acid 120 mg Acid 120 mg Acid 120 mg Acid 120 mg
4 mg Q4W Q4w 4 mg Q4W Q4w 4 mg Q4W Q4w 4 mg Q4W Q4w
(N =1020) (N = 1026) (N = 890) (N = 886) (N=951) (N = 950) (N =2861) (N =2862)
Age 65 years or over at enrollment - n (%)
< 65 years 754 (73.9) 751(73.2) 554 (62.2) 587 (66.3) 216 (22.7) 253 (26.6) 1524 (53.3) 1591 (55.6)
> 65 years 266 (26.1) 275 (26.8) 336 (37.8) 299 (33.7) 735(77.3) 697 (73.4) 1337 (46.7) 1271 (44.4)
Age 75 years or over at enrollment - n (%)
<75 years 957 (93.8) 965 (94.1) 816 (91.7) 812 (91.6) 604 (63.5) 612 (64.4) 2377 (83.1) 2389 (83.5)
> 75 years 63 (6.2) 61 (5.9 74 (8.3) 74 (8.4) 347 (36.5) 338 (35.6) 484 (16.9) 473 (16.5)
Geographic region - n (%)
North America 188 (18.4) 194 (18.9) 208 (23.4) 197 (22.2) 169 (17.8) 170 (17.9) 565 (19.7) 561 (19.6)
Latin America 176 (17.3) 173 (16.9) 130 (14.6) 146 (16.5) 201 (21.1) 193 (20.3) 507 (17.7) 512(17.9)
Europe 522 (51.2) 536 (52.2) 482 (54.2) 491 (55.4) 505 (53.1) 524 (55.2) 1509 (52.7) 1551 (54.2)
QOther 134 (13.1) 123 (12.0) 70 {7.9) 52(5.9) 76 (8.0) 63 (6.6) 280 (9.8) 238 (8.3)
Page 2 of 2

N = Number of subjects randomized
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274 BERMRESHEOBE
FIART

N—=2 7 VORBFEICONWT, 2RNICREHER TREREZIRD NN o7z, &
BROBREELZRBRL T, ZIETXTOEREN, X—RXTF 1 D Eastern Cooperative
Oncology Group (ECOG) performance status 2 A7 2%, 0 (F/ A< 78 40.6%, 'L Fr»
BRRE 40.2%) . 1 (49.7%, 48.8%) . XiZ 2 (9.5%, 10.6%) Tdh o7, BRIEHEIZIEART D ECOG
performance status 2 37 3 (% 3 & (MEEH L $<0.1%) Th o 7= (R
) a0) BRBEREEDOE 82 HEBR) I, FABR TIIREROERE
% Bk LT, [RI3ER D ECOG performance status 2 2 7 2 DHERFE OENE (7 / 2~ T8 15.3%,
VL Ru VB 17.6%) 2, Mo 2BBRIV bEro (RBR 7.2%. 6.8%K% URA
B 6.6%. 8.0%),

FJVFTF=o I VT T URADR—AT5 A4 AAEIZ, HEEBTEELTEY (EHE [(SD] :
5 ) A<= 78 89.7 [32.1] mL/min. 'V o B8 89.4 [31.5] mL/min). & (¢
¥)fE [SD] : 95.9 [31.9] mL/min, 94.8 [30.8] mL/min) X UGS (90.0 [33.1] mL/min,
90.0 [33.2] mL/min) 2k, Bk TRbHE» -7~ (82.8 [30.0] mL/min, 83.0
[29.5] mL/min) s VT F= VT TV ADR—RF A A 60 mL/min LLF
OHBREOEGIZ. T/ ATRHET174%, V'L Fua VBT 17.1%THY . 60 mL/min Z#8
X HEREBIZZNEN 82.0%., 81.9% Thol, 7 LT F=v I VT TV ADR—RT A E
BRETH - HBEOREIL. T/ AT 07%, VLV Fu VB 11% ThoT, |
WCEN—RAFA4 DI VTF= 7 )75 A LT 30 mL/min R DENFET L8, 7
V7 F=o 2 VT 5 o ADHEEMEL, EPRERBEOREME TIERL< ., FHEEOAEMEET
HHEICESERELZOTH S,

TNVTIVHEINY Y ABEOFEEE (SD) RWEESHE TR LA TH -7 (245

[0.12] mmol/L), —¥FDOHEREIZ, 2.9 mmol/L ZBZ AT NVT I VHIED VT 7 LABEMR

BEINEZE, TNUOITBREENSOBRB TH -7~ GEMITRR X
16) RIEREEOFE S2ESM),

CEMLBRARKBREERDON—R T A L OREX, KEXRE, ARER
EEOR—AT A ORELEELTEY, MERICKEREVEIREDONhoT, AR
ANBEBREEF O THEE (SD) 3.7/ A< 7B 55.19(8.95) ke, ¥ L K L BRBE 55.43(9.70) kg
THO., AR SRER & B LB, -7 . FHEE (SD) X, T/
A< 7EES6.1 (122) B, YLV FuBEEES78 (108) BTHY, T/ A-THD 304%,
L R UBREED 26.9%M 65 LA ETH - 7= » AARABERE D ECOG performance
status R 2 T7HE, 0 (F/ A= THE 2%, Y L Ko U BEEE 70%) . 1 (28%. 28%) . 2 (0%, 1%).
3 (0%, 0%) THotz o BEAEBREDORN—RSA VOEEHI VT F= )
75 o AME(SD) 1%, T/ A< TEET 99.5(32.3) mL/min, ' L K UEEEE T 99.0 (31.0) mL/min
THY ZVTF=r 7 VT T RADN—R5 4 AN 60 mL/min %8 2 5 #EBRE OEIE1L,
FIATTRHET 87.0%, YL FEVEREET 92.5% CThHoT-, EHTNVT I VBEI LT A
& (SD) &, ¥/ A<7ET 235 (0.11) mmol/L, Y L FuEEET 2.37 (0.09) mmol/L
Tholt o
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{Primary Advanced Cancer Randomized Analysis Set)

27.4 RERMREMHOME

£1-11 R—ZASAUDOEEBEHE

N = Number of subjects randomized

Source

Table 1452-3.1

42

Study 20050136 Study 20050244 Study 20050103 Overall
Denosumab Zoledronic Denosumab Zoledronic Denosumab Zoledronic Denosumab
Zoledronic Acid 120 mg Acid 120 mg Acid 120 mg Acid 120 mg
4 mg Q4W Q4w 4 mg Q4W Q4w 4 mg Q4W Q4w 4 mg Q4W Q4w
(N =1020) (N = 1026) (N = §90) (N = 886) (N =951) (N = 950) (N =2861) (N = 2862)
ECOG performance status at study entry - n (%)
0 488 (47.8) 504 (49.1) 236 (26.5) 240 (27.1) 426 (44.8) 418 (44.0) 1150 (40.2) 1162 (40.6)
1 444 (43.5) 451 (44.0) 492 (55.3) 508 (57.3) 460 (48.4) 464 (48.8) 1396 (48.8) 1423 (49.7)
2 82 (8.0) 68 (6.6) 157 (17.6) 136 (15.3) 65 (6.8) 68 (7.2) 304 (10.6) 272 (9.5)
3 2(0.2) 1(<0.1) 0 (0.0) 0(0.0) 0 (0.0) 0 (0.0) 2 (<0.1) 1(<0.1)
Missing 4(0.4) 2(0.2) 5(0.6) 2(0.2) 0(0.0) 0(0.0) 9(0.3) 4(0.1)
Albumin-adjusted calcium (mmol/L)
n 1020 1025 887 886 950 950 2857 2861
Mean 2.45 2.45 2.47 2.47 2.44 2.44 2.45 2.45
SD 0.12 0.11 0.13 0.13 0.10 0.11 0.12 0.12
Median 2.45 2.45 2.45 2.45 2.43 2.44 2.45 2.45
QL Q3 2.38,2.53 2.38,2.53 2.40,2.53 2.38, 2.53 2.38, 2.50 2.38,2.50 2.38,2.53 2.38,2.53
Min, Max 2.0,34 2.0,3.0 2.1,3.2 2.0,2.9 2.1,3.0 2.0,2.9 2.0,3.4 2.0,3.0
Page 1 of 3




274 BEMZEHOBRE
F/ARTT

F1-11 A= 54 UDEERFME
(Primary Advanced Cancer Randomized Analysis Set)

Study 20050136 Study 20050244 Study 20050103 Overall
Denosumab Zoledronic Denosumab Zoledronic Denosumab Zoledronic Denosumab
Zoledronic Acid 120 mg Acid 120 mg Acid 120 mg Acid 120 mg
4 mg Q4W Q4w 4 mg Q4W Q4w 4 mg Q4W Q4w 4 mg Q4W Q4w
(N =1020) (N = 1026) (N = 890) (N = 886) (N =951) (N = 950) (N =2861) (N =2862)
Creatinine (umol/L)
n 1009 1021 887 886 951 950 2847 2857
Mean 66.99 66.68 80.66 80.70 88.78 90.07 78.53 78.81
SD 17.42 16.98 28.10 26.25 24.36 26.32 25.20 25.35
Median 64.53 65.42 70.72 79.56 88.40 88.40 71.60 71.60
Q1,Q3 55.69,75.14 55.69, 74.26 61.88, 88.40 61.88,97.24 70.72, 97.24 70.72, 97.24 61.88, 88.40 61.88, 88.40
Min, Max 24.8,240.4 26.5,228.1 26.5,300.6 35.4,265.2 35.4,212.2 44.2,371.3 24.8,300.6 26.5,371.3

Calculated creatinine clearance (mL/min)

n 1008 1019 879 882 943 942 2830 2843

Mean 94.8 95.9 90.0 90.0 83.0 82.8 89.4 89.7

SD 30.8 31.9 332 33.1 29.5 30.0 315 32.1

Median 90.0 92.0 85.0 85.0 80.0 79.0 85.0 85.0

Q1,Q3 74.0, 112.0 74.0, 115.0 66.0, 111.0 67.0,107.0 63.0, 100.0 61.0, 100.0 67.0,107.0 67.0, 108.0

Min, Max 29,238 28, 232 30, 223 22,290 22,222 24, 223 22,238 22,290
Page 2 of 3

N = Number of subjects randomized

Source Table 1452-3.1
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274 BERMZEHOBE
FIATT

®1-11 =54 VOKRERFNK
(Primary Advanced Cancer Randomized Analysis Set)

Study 20050136 Study 20050244 Study 20050103 Overall

Denosumab Zoledronic Denosumab Zoledronic Denosumab Zoledronic Denosumab

Zoledronic Acid 120 mg Acid 120 mg Acid 120 mg Acid 120 mg

4 mg Q4W Q4w 4 mg Q4W Q4w 4 mg Q4W Q4w 4 mg Q4W Q4w
(N = 1020) (N = 1026) (N = §90) (N = 886) (N =951) N =950) (N =12861) (N =2862)
Calculated creatinine clearance level - n (%)

<60 mL/min 112 (11.0) 119 (11.6) 164 (18.4) 151 (17.0) 212 (22.3) 227 (23.9) 488 (17.1) 497 (17.4)
> 60 mL/min 896 (87.8) 900 (87.7) 715 (80.3) 731 (82.5) 731 (76.9) 715 (75.3) 2342 (81.9) 2346 (82.0)

Missing 12(1.2) 7(0.7) 11(1.2) 4 (0.5) 8(0.8) 8(0.8) 31(1.D) 19 (0.7)

Page 3 of 3

N = Number of subjects randomized

Source Table 1452-3.1
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2. HEER
AIECIILLF ., Primary Advanced Cancer Safety Analysis Set DHEEESR, HIIE-EFFEE
%, BERAEER, FUOBRBREORSPUENEIRBROPILIIE-HFAFERERIZET L4
HIEBIZ DWW TEEHT 5,
FTEOMOBEBRELRAEFRIZET 5MTERIZ OV TR, BV T AMER
Z.ONJix T BT RUR S B IR
{ T, BBUE L BET SRR D B DR EFRI
: o 7 YL (androgen deprivation therapy: ADT) fE
TH ORISR S tEBH TO BAER IRT, 30D ERINVENHERBR TRE

BT FRA LV MEERTHZLITED, RBOEST 55— & &Y
FL, L, £, BEM Xix Bt LBET S

FRRMEDOHDFEERIT, YL Fa BOBEREL LTHLRATVAIERTHDI I LMD,
AIBEA LT,

ShIZ, FANCED LR (R, Fim, KE, A, Ml BE. RORERE
MRR) CAEERRVEERAEERLRICE L O, HoEMBI LM (N
EMERE) kT HRAMER) TR,

21 FESBROEM

A 26) DEREEBETHEITHABRFIZBNT, 7/
2= 7 DEEMIZERBICE 2T, 3 OOERZLVEINARRTIE, 7/ A~7 OERK
FIZEAEINVC T LMERNON] 2B DEELRAEFRLRD LN, BHOBFEERD
B, 3 2O YR ALVEINARBEZE L TERMIZENLTEY, RREOEEHELR 7 o
T 7 ANDENE, FiZ, FHERREFAOEROENERB L TV,

AEZERORRE, BERAEFRORAE, REE-ZAEFRORBHARK, RO L—
K3~5 OHEEESOEREIZONWT. T/ ATTHEYS L FovBE L ORI TERRZD LN
ehol, FRICEREOREFIIE-HEHEFROERER, RROPLECESHFESF
BORBRRIIOVWTHRARIZ, REHHTEIIRD bR D 2T o

TRERIENS 1 [BILL_E# 5 X 41, Primary Advanced Cancer Safety Analysis SetlZ & b 7= #BR
F 5677 D5, RBRHABPICAEEERY. | HFULERRLZHEREOCEGIIT / A~ T8

96.2%. Y L K U BREE 96.8% Th o 7- . AEBEROEMI IR,
FELREEERIITFT ) ASTHED 563% RN L Fa VEBEEOD 57.1%TERD L, 28
EITHRAEY EEERBL TV . BEEREEREROFEMIE RT,

7L — K 3.4, KU 5(CTCAE Version 3.0) D H EF RO REDEEIEIIT / A< T FT 70.4%,
VL Ro U EERET 70.8% ThH o 77,

BB EFRIIT / ATH816 4 (287%). YL Fu BR824 (29.0%) 12
RBOLI, REFR THRRRIZELIR ., ERMITRBOETIZEIZ b DO ThHo Tz, FHILE
> P HERR KR US4 TFIR OMAT OFEHI I ZRY,
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BREDOBREFINICETHEERITIT ) ATHEHD 124%R Y L Fu U BEED 13.1%
DL, RBROPILIEESTHAERRILT /AT THD 95%., VL o /EBEED 9.9%
RH b o RBREOBEEPIENIRBROPIICE S TCHEERIZOVTOEM
[ IRT,

BRELOMEMRH D LHESNEEEFRILIT / AT THD 29.1%, YV Ko UBE
D 331%IIRD NI, MRELOBEEMNS L LHEIN-EBLRAEERIL. 7/ A<
THOS52%, VL Fa BB 38%IIRBD LT '

BRRELOBEMNHZ L —FK3, 4, RS OFEBRIIT /) ATHD 15%, VL
R BEED 62%ICBD bl RRE L OREMNRH 2 LYESNEBICE-TRHEFSR
X7/ AT 164 (06%)., YV R BEE104 (04%) Thot 1,

BBREORETICESTERBREL OBEMRH 5BFERIL. 7/ AV THT3.9%, VY
LR VBB T 2% IR bz, RBOPILIZETIRBRE L OREMEN H 5 FEEFRIT

F)AZTEET17%., V'V Fa U BEET12%CRmD bNnT- o
B DAEABBRETITZ 136 8, T/ A TEHD 97.1%., VLV Fo U EBEO
100%(ZRBHIR 1 EL LOFEESNFBD LN . BERCHEERRIT ) A~

TR 40.6%, VL R UEERE 403%ICB O bz, 7 L— R 3,4, KT'5 (CTCAE Version 3.0)
DEEERIIT /) A<TE 50.7%, VL Fo U BREE 552% IR0 6N, BICE-TEESE
BT/ ASTH6AL (87%). YV Fr U BETE (104%) ZBDH bk, BREORSE
HILIL BT REBERIIT /VAYTH 4L (58%), YL FoUBEES 4 (75%) IRD L
Nz, RBROFPIEICESTFERRIIT /AT 14%, VL Ko U EEEE 3.0% IR0 50
Tro WRELOBEEMENHIEEERIIT ) AT 435%, VL Fo BB 71.6%IZ5RD
biviz, ZT0o5H, BEROLDIET / A-THS4H (72%). YL RusBH 24 (3.0%)
CEBEETH T, RBRE L OBEMNHD L — K34, 5 OFEERIIT )  A~TH 54
(72%). YV Fa B T4 (104%) IZRZD LN, BREOREPIEIZE - IRRE L
DEEMENRH LI HEEFRIIT /V A-TH 14 (14%). YV Fa o BE3 A 4.5%) ICRD
bivl, RBROMIEICESTRBREL OBEM RS 2HFEEFRIIT /A7 H 04 (0%).
YU Ru B4 (15%) ZBDL, METHRREL OEMNH IFEIE-TFE
BRIIBOONAZ» o, UEDXSIZ, AARAEREIIRBO T LA EEROFERE I
EEBTHEEL TR ARBROLBEN L RFEOERNRD b,
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274 BERMEEHOHE

TI/ATT
£21 HEBRRBEEOEY
(Primary Advanced Cancer Safety Analysis Set)
Study 20050136 Study 20050244 Study 20050103 Overall
Zoledronic Zoledronic Zoledronic Zoledronic
Acid Denosumab Acid Denosumab Acid Denosumab Acid Denosumab
4 mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W
(N=1013) (N=1020) (N=878) (N=878) (N=945) (N=943) (N=2836) (N=2841)
n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Adverse events regardless of relationship
All 985 (97.2) 977 (95.8) 842 (95.9) 841 (95.8) 918 (97.1) 916 (97.1) 2745 (96.8) 2734 (96.2)
Serious 471 (46.5) 453 (44.4) 581 (66.2) 552 (62.9) 568 (60.1) 594 (63.0) 1620 (57.1) 1599 (56.3)
Fatal 215(21.2) 204 (20.0) 331(37.7) 329 (37.5) 276 (29.2) 283 (30.0) 822 (29.0) 816 (28.7)
Leading to study discontinuation 71(7.0) 48 (4.7) 133 (15.1) 131 (14.9) 76 (8.0) 91 (9.7) 280 (9.9) 270 (9.5)
Leading to investigational product 125 (12.3) 98 (9.6) 109 (12.4) 91 (10.4) 138 (14.6) 164 (17.4) 372 (13.1) 353 (12.4)
discontinuation
CTCAE Grade 3, 4, or 5 635 (62.7) 609 (59.7) 702 (80.0) 673 (76.7) 672 (71.1) 718 (76.1) 2009 (70.8) 2000 (70.4)
Adverse events related to investigational product®
All 434 (42.8) 329 (32.3) 203 (23.1) 196 (22.3) 303 (32.1) 302 (32.0) 940 (33.1) 827 (29.1)
Serious 36 (3.6) 52 (5.1) 32 (3.6) 36 (4.1) 40 (4.2) 59 (6.3) 108 (3.8) 147 (5.2)
Fatal 4 (0.9 5(0.5) 3(0.3) 6 (0.7) 3(0.3) 5.(0.5) 10 (0.4) 16 (0.6)
Leading to study discontinuation 15 (1.5) 20 (2.0) 6 (0.7) 10 (1.1) 14 (1.5) 19 (2.0) 35(1.2) 49 (1.7)
Leading to investigational product 32(3.2) 41 (4.0) 17(1.9) 19 (2.2) 27(2.9) 51(5.4) 76 (2.7) 111 (3.9)
discontinuation
CTCAE Grade 3, 4, or 5 63 (6.2) 62 (6.1) 50 (5.7) 61 (6.9) 62 (6.6) 91 (9.7) 175 (6.2) 214 (7.5)
Page 1 of 1

N = Number of subjects who received > 1 active dose of investigational product

CTCAE version 3.0
Includes only treatment-emergent adverse events

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

Adverse events regardless of relationship
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FIATT

F2J1 AEEZREBEEOELN (Japan vsAll)
(Safety Analysis Set)

(20050136 Primary Analysis Data)

Japan All
Zoledronic Zoledronic
Acid 4 mg Denosumab Acid 4 mg Denosumab
Q4w 120 mg Q4W Q4w 120 mg Q4W
(N=67) (N=69) (N=1013) (N=1020)
n (%) n (%) n (%) n (%)
Adverse events regardless of relationship
All 67 (100.0) 67 (97.1) 985 (97.2) 977 (95.8)
Serious 27 (40.3) 28 (40.6) 471 (46.5) 453 (44.4)
Fatal 7(10.4) 6(8.7) 215(21.2) 204 (20.0)
Leading to study discontinuation 2 (3.0) 1(1.4) 71(7.0) 48 4.7)
Leading to investigational product 5(7.5) 4(5.8) 125 (12.3) 98 (9.6)
discontinuation
CTCAE Grade 3, 4, or 5 37 (55.2) 35 (50.7) 635 (62.7) 609 (59.7)
Adverse events related to investigational product®
All 48 (71.6) 30 (43.5) 434 (42.8) 329 (32.3)
Serious 2 (3.0) 5(7.2) 36 (3.6) 52 (5.1)
Fatal 0(0.0) 0(0.0) 4(0.4) 5(0.5)
Leading to study discontinuation 1(1.5) 0 (0.0 15 (1.5) 20 (2.0)
Leading to investigational product 3(4.3) 1(1.4) 32(3.2) 41 (4.0)
discontinuation
CTCAE Grade 3,4, or 5 7 (10.4) 5(7.2) 63 (6.2) 62 (6.1)
Page 1 of 1

N = Number of subjects who received at least one active dose of investigational product’

CTCAE version 3.0
Includes only treatment-emergent adverse events

 Includes only events for which the investigator indicated there was a reasonable possibility they may have been

caused by investigational product

Japan vs All = Japanese subjects in Study 20050136 vs. All subjects in Study 20050136
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211 EBMICRELNIZFEEER

Primary Advanced Cancer Safety Analysis Set?D|E & A EO#BREIC,. HBYFF 1 Ll Lo
FEEZPRD LN, THIIBRESETBABE TH S 2 L RURBRSMAM (T
fE [SD] : 7/ A<=7#13.0 [83] » A, YL Fu v 128 [82] v A) 2EBET DL,

FREN-ERTH- 72 RU BH), AEBROEREIZOWVTIL, RSB
(F ) A< T80962%. /L R L BRRE 96.8%) . Jr ONEREATE] (BB 95.8% & 97.2%,
AR 95.8% & 95.9%. B WEEL D 97.1%) OWThizBWT Y, MKl

LTWwWiz,

FEALDEA DEEBERORERITF /) A~THEV LV Fe v BRETRABRE TH -2
'e MedDRAEAZETHDE, WTFNMhDOREH THBNIKRONEAESE
HI%, BEL nausea (5 A< T7EE 30.8%., VL K BEEE 31.6%), B anemia (27.1%.
30.3%) | JE5 fatigue (27.1%. 27.0%) . B H9® back pain (25.3%, 26.3%) . BAKIKIR decreased
appetite (23.1%. 24.5%) , & /JfiE asthenia (21.4%, 21.9%) . {44 constipation (21.2%. 23.6%) .
FER REE dyspnea (20.6%. 17.9%). T#i diarrhea (20.3%. 18.7%) . B/ arthralgia (20.1%,
22.3%) . BEbone pain (19.9%. 22.5%). KR UMEM: vomiting (19.9%, 20.1%) TH o7 (
. HBHIKRON-AEERIII >OVRZ AENHERBRE CHEEIL TV,
MedDRA FZEAIKRSETIE, EBHLIAONEZDX, [2FEER X UCRSHITHEE
general disorders and administration site conditions] (5 ./ A< 78 65.4%., ' L Fu U BEEE
68.8%). [ BHRE L UESHEEBEZ musculoskeletal and connective tissue disorders |
(63.1%., 67.4%), RX [BRBEEE gastrointestinal disorders] (60.2%, 59.8%) T - 7=
o BMAENEOEAM SNV —THENOEEEREFNEE RT
2R,
RRE L OREMNH L LHEINTAEERORBEERIL, T/ A-TE#H 291%, YL F
o R 33.1% ThHo T I RBEIOBENRDIFEEROREEL, AR
TT /AT 323%. YL e B 42.8%, TENEN 22.3%,
23.1%., A TENEN 32.0%, 32.1%THo7z WO E5RE
THEP L RONTZRBRE L OBESENH 5 FAEFERIT, BH AT U AME hypocalcemia
(T /) A=TES57%. Y LV N U BERE2.7%) K fatigue (2.7%, 3.5%) . Bl nausea (2.6%.
4.6%), BRUFER pyrexia (1.2%, 7.1%) TH o7,
FEERORBRELBBENETRELTCYH, VYL FurBEEBRLET AT 0Let
77y ANVERIIELIRD otk .
FE BRI, EARFE. RUHIRICH % o
TL— R34, ROSOFEFEROBREL, T/ A~ TEH704%, VL Ko VBEEE 70.8%
THoTz o BEROBWIL— K3, 4, RS OFERESIIEM anemia (F
J ATTRE 113%, YL Fa CBERE 11.5%), PEREEE dyspnea (7.8%. 6.9%)., R UMFHEK
B/VJE neutropenia (6.9%. 6.8%) T -7z,
BEIEEDNCIL, T/ A TBED288% &Y L K U BEBED 29.0%I27' LV — R 3 (BE) 0F
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(77 A= T 13.0%, VL Fa UEREE 13.4%) . BRBEKARIR anorexia (10.1%., 3.0%) . KROHT
FEBER R hepatic function abnormal (7.2%., 7.5%) Th o7 (T 141-6.3.8), EEEERNITIL.
F ) AT TE304%E VL R B 284%IZ S L— K3 (BE) OFEELN, 7/ AT
BE11.6%E Y L Fu U BEE164%IC7 L —F 4 (E4E2EhT) OFEERN, T/ ATH#
87% & Y L Fu VEEEE 104%IC7 L —F 5 (BIZE-K) ODRFEFEPROLNLE (X
1J-6.29.1),
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2.7.4 BEMESHORE

#®2-2 LEHEICROAEEEER EFRE (WThhr OB TREEN 25%)
{Primary Advanced Cancer Safety Analysis Set)

N = Number of subjects who received > 1 active dose of investigational product

n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events

Preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA Version 12.1.
? Includes all adverse events, not only those occurring with > 5% frequency

52

Study 20050136 Study 20050244 Study 20050103 Qverall
Zoledronic Zoledronic Zoledronic Zoledronic
Acid Denosumab Acid Denosumab Acid Denosumab Acid Denosumab
4 mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W 4mg Q4W 120 mg Q4W
(N=1013) (N=1020) (N=878) (N=878) (N=945) =043) (N=2836) (N=2841)
Preferred Term n (%) n (%) n (%) 0 (%) n (%) n (%) n (%) n (%)
Number of subjects reporting adverse events® 985 (97.2) 977 (95.8) 842 (95.9) 841 (95.8) 918 (97.1) 916 (97.1) 2745 (96.8) 2734 (96.2)
Nausea 384 (37.9) 356 (34.9) 266 (30.3) 248 (28.2) 245 (25.9) 272 (28.8) 895 (31.6) 876 (30.8)
Anaemia 232 (22.9) 192 (18.8) 286 (32.6) 242 (27.6) 341 (36.1) 337 (35.7) 859 (30.3) 771 (27.1)
Fatigue 324 (32.0) 301 (29.5) 220 (25.1) 211 24.0) 222 (23.5) 257 (27.3) 766 (27.0) 769 (27.1)
Back pain 264 (26.1) 241 (23.6) 196 (22.3) 173 (19.7) 287 (30.4) 304 (32.2) 747 (26.3) 718 (25.3)
Decreased appetite 192 (19.0) 193 (18.9) 228 (26.0) 196 (22.3) 274 (29.0) 267 (28.3) 694 (24.5) 656 (23.1)
Asthenia 202 {19.9) 196 (19.2) 180 (20.5) 172 (19.6) 239 (25.3) 239 (25.3) 621 (21.9) 607 (21.4)
Constipation 205 (20.2) 176 (17.3) 214 (24.4) 191 21.8) 251 (26.6) 236 (25.0) 670 (23.6) 603 (21.2)
Dyspnoea 196 (18.8) 222 (21.8) 200 (22.8) 220 (25.1) 117 (12.4) 143 (15.2) 507 (17.9) 585 (20.6)
Diarrhoea 207 (20.4) 231 (22.6) 171(19.5) 168 (19.1) 152 (16.1) 178 {18.9) 530 (18.7) 577 (20.3)
Arthralgia 291 (28.7) 250 (24.5) 139(15.8) 126 (14.4) 202 (21.4) 194 (20.6) 632 (22.3) 570 (20.1)
Vomiting 238 (23.5) 212 (20.8) 183 (20.8) 186 (21.2) 149 (15.8) 168 (17.8) 570 (20.1) 566 (19.9)
Page 1 of 4



274 BENTEHOHME

T/ART
®22 HBHLCRONEEEER (BEXE) (WIhHOETHEREN 25%)
(Primary Advanced Cancer Safety Analysis Set)
Study 20050136 Study 20050244 Study 20050103 Overall
Zoledronic Zoledronic Zoledronic Zoledronic
Acid Denosumab Acid Denosumab Acid Denosumab Acid Denosumab

4mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W

(N=1013) (N=1020) (N=878) (N==878) (N=945) =943) (N=2836) (N=2841)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Bone pain 238 (23.5) 186 (18.2) 156 (17.8) 143 (16.3) 245 (25.9) 235 (24.9) 639 (22.5) 564 (19.9)
Pain in extremity 222 (21.9) 204 (20.0) 132 (15.0) 123 (14.0) 196 (20.7) 197 (20.9) 550 (19.4) 524 (18.4)
QOedema peripheral 150 (14.8) 174 (17.1) 138 (15.7) 106 (12.1) 174 (18.4) 192 (20.4) 462 (16.3) 472 (16.6)
Cough 180 (17.8) 171 (16.8) 156 (17.8) 173 (19.7) 83 (8.8) 93 (9.9) 419 (14.8) 437 (15.4)
Pyrexia 247 (24.4) 170 (16.7) 182 (20.7) 139 (15.8) 133 (14.1) 100 (10.6) 562 (19.8) 409 (14.4)
Headache 214 (21.1) 197 (19.3) 96 (10.9) 101 (11.5) 72 (7.6) 62 (6.6) 382 (13.5) 360 (12.7)
Musculoskeletal pain 148 (14.6) 149 (14.6) 99 (11.3) 97 (11.0) 138 (14.6) 111 (11.8) 385 (13.6) 357 (12.6)
Weight decreased 94 (9.3) 79 (7.7) 106 (12.1) 100 (11.4) 132 (14.0) 151 (16.0) 332 (11.7) 330 (11.6)
Insomnia 136 (13.4) 124 (12.2) 94 (10.7) 89 (10.1) 94 (9.9) 89 (9.4) 324 (11.4) 302 (10.6)
Abdominal pain 119 (11.7) 122 (12.0) 97 (11.0) 96 (10.9) 64 (6.8) 74 (7.8) 280 (9.9) 292 (10.3)
Neutropenia 123 (12.1) 125 (12.3) 109 (12.4) 99 (11.3) 46 (4.9) 53 (5.6) 278 (9.8) 277 (9.8)
Alopecia 142 (14.0) 159 (15.6) 62 (7.1) 48 (5.5) 62 (6.6) 58 (6.2) 266 (9.4) 265 (9.3)
Hypocalcaemia 34 (3.4) 56 (5.5) 49 (5.6) 93 (10.6) 51(5.9) 116 (12.3) 134 (4.7) 265 (9.3)
Chest pain 84 (8.3) 93 (9.1) 93 (10.6) 97 (11.0) 70 (7.4) 73 (7.7) 247 (8.7) 263 (9.3)
Dizziness 114 (11.3) 106 (10.4) 75 (8.5) 70 (8.0) 65 (6.9) 56 (5.9) 254 (9.0) 232 (8.2)

Page 2 of 4

N = Number of subjects who received > 1 active dose of investigational product

n = Number of subjects reporting > 1 event

Includes only treatment-emergent adverse events

Preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA Version 12.1.
" Includes all adverse events, not only those occurring with > 5% frequency
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FI/RAYT
F22 HENIC(RONEZHEEER (EXE) (WIThLHOBETREEN 25%)
(Primary Advanced Cancer Safety Analysis Set)
Study 20050136 Study 20050244 Study 20050103 Overall
Zoledronic Zoledronic Zoledronic Zoledronic
Acid Denosumab Acid Denosumab Acid Denosumab Acid Denosumab

4mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W

(N=1013) (N=1020) (N=878) (N=:878) (N=945) (N=943) (N=2836) (N=2841)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Pain 97 (9.6) 72 (7.1) 52 (5.9) 57 (6.5) 94 (9.9) 93 (9.9) 243 (8.6) 222 (7.8)
Urinary tract infection 92 (9.1) 72 (7.1) 46 (5.2) 43 (4.9) 124 (13.1) 105 (11.1) 262 (9.2) 220 (7.7)
Thrombocytopenia 60 (5.9) 68 (6.7) 102 (11.6) 96 (10.9) 37(3.9) 52 (5.5) 199 (7.0) 216 (7.6)
Anxiety 74 (7.3) 75 (7.4) 58 (6.6) 75 (8.5) 52 (5.5) 46 (4.9) 184 (6.5) 196 (6.9)
Rash 100 (9.9) 97 (9.5) 76 (8.7) 67 (7.6) 25 (2.6) 29 (3.1) 201 (7.1) 193 (6.8)
Musculoskeletal chest pain 81 (8.0) 82 (8.0) 52(5.9) 54 (6.2) 55(5.8) 50(5.3) 188 (6.6) 186 (6.5)
Depression 86 (8.5) 72 (7.1) 56 (6.4) 62 (7.1) 40 (4.2) 52 (5.5) 182 (6.4) 186 (6.5)
Dehydration 42 (4.1 46 (4.5) 70 (8.0) 68 (7.7) 52 (5.5) 65 (6.9) 164 (5.8) 179 (6.3)
Paraesthesia 73 (7.2) 69 (6.8) 60 (6.8) 46 (5.2) 71 (7.5) 53 (5.6) 204 (7.2) 168 (5.9)
Abdominal pain upper 82 (8.1 71(7.0) 39 (4.9) 51(5.8) 43 (4.6) 45 (4.8) 164 (5.8) 167 (5.9)
Leukopenia 76 (7.5) 81(7.9) 73 (8.3) 51(5.8) 28 (3.0) 33 (3.5 177 (6.2) 165 (5.8)
Rib fracture 93 (9.2) 83 (8.1) 46 (5.2) 40 (4.6) 27 (2.9) 353.7) 166 (5.9) 158 (5.6)
Pleural effusion 62 (6.1) 64 (6.3) 49 (5.6) 52(5.9) 26 (2.8) 37 (3.9 137 (4.8) 153 (5.4)
Myalgia 106 (10.5) 82 (8.0) 32 (3.6) 31 (3.5 57 (6.0) 37 (3.9) 195 (6.9) 150 (5.3)
Nasopharyngitis 94 (9.3) 84 (8.2) 31(3.9) 25(2.8) 38 (4.0) 40 (4.2) 163 (5.7) 149 (5.2)

Page 3 of 4

N = Number of subjects who received > 1 active dose of investigational product

n = Number of subjects reporting > 1 event

Includes only treatment-emergent adverse events
Preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA Version 12.1.
* Includes all adverse events, not only those occurring with > 5% frequency
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F2-2 HBMELCRONERTEER (EFRE (WThHIOBTREELS 25%)

(Primary Advanced Cancer Safety Analysis Set)

N =Number of subjects who received > 1 active dose of investigational product

n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events

Preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA Version 12.1.
* Includes all adverse events, not only those occurring with > 5% frequency
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Study 20050136 Study 20050244 Study 20050103 Overall
Zoledronic Zoledronic Zoledronic Zoledronic
Acid Denosumab Acid Denosumab Acid Denosumab Acid Denosumab

4 mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W

(N=1013) (N=1020) (N=878) (N=878) (N=945) (N=943) (N=2836) (N=2841)
Preferred Term n {%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Thoracic vertebral fracture 78 (1.7) 64 (6.3) 46 (5.2) 38 (4.3) 30(3.2) 47 (5.0) 154 (5.4) 149 (5.2)
Hypertension 65 (6.4) 67 (6.6) 43(49) . 33(3.%) 45 (4.8) 48 (5.1) 153 (5.4) 148 (5.2)
Neuropathy peripheral 71 (7.0) 71(7.0) 42 (4.8) 46 (5.2) 29 (3.1) 30 (3.2) 142 (5.0) 147 (5.2)
Pneumonia 43 (4.2) 32 3.1 56 (6.4) 67 (7.6) 131(3.3) 48 (5.1) 130 (4.6) 147 (5.2)
Stomatitis 71 (7.0) 90 (8.8) 32(3.6) 33 (3.8) 12 (1.3) 23 (2.9 115 (4.1) 146 (5.1)
Dyspepsia 74 (7.3) 52(5.1) 39 (4.4) 38 (4.3) 34 (3.6) 42 (4.5) 147 (5.2) 132 (4.6)
Hypokalaemia 51(5.0) 40 (3.9) 65 (7.4) 55 (6.3) 40 (4.2) 35(3.7) 156 (5.5) 130 (4.6)
Neck pain 71 (7.0) 66 (6.5) 38 4.3) 29 (3.3) 353.7) 30(3.2) 144 (5.1) 125 (4.4)

Page 4 of 4
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£2)2 EBHMICRONEFEER (EFE) (WThAHAOBETRIREAL 210%)
(Japan vs All)
(Safety Analysis Set)
(20050136 Primary Analysis Data)

Japan All
Zoledronic Acid Denosumab 120  Zoledronic Acid Denosumab 120
4 mg Q4W mg Q4W 4 mg Q4W mg Q4W
(N=67) (N=69) (N=1013) (N=1020)

Preferred Term n (%) n (%) n (%) n (%)
Number of subjects reporting adverse 67 (100.0) 67 (97.1) 985 (97.2) 977 (95.8)
events®
Fatigue 53 (79.1) 44 (63.8) 324 (32.0) 301 (29.5)
Nausea 39 (58.2) 39 (56.5) 384 (37.9) 356 (34.9)
Anorexia 38 (56.7) 33 (47.8) 177 (17.5) 179 (17.5)
Nasopharyngitis 39 (58.2) 32 (46.4) 94 (9.3) 84 (8.2)
Alopecia 34 (50.7) 28 (40.6) 142 (14.0) 159 (15.6)
Stomatitis 22 (32.8) 26 (37.7) .71 (7.0) 90 (8.8)
Pyrexia 36 (53.7) 23 (33.3) 247 (24.4) 170 (16.7)
Constipation 32 (47.8) 21(30.4) 205 (20.2) 176 (17.3)
Diarrhoea 17 (25.4) 20 (29.0) 207 (20.4) 231 (22.6)
Vomiting 19 (28.4) 19 (27.5) 238 (23.5) 212 (20.8)
Arthralgia 28 (41.8) 17 (24.6) 291 (28.7) 250 (24.5)
Back pain 20 (29.9) 17 (24.6) 264 (26.1) 241 (23.6)
Pruritus 13 (19.4) 17 (24.6) 66 (6.5) 59 (5.8)
Headache 22 (32.8) 16 (23.2) 214 (21.1) 197 (19.3)
Hepatic function abnormal 7(10.4) 16 (23.2) 23 (2.3) 31(3.0)
Insomnia 22 (32.8) 16 (23.2) 136 (13.4) 124 (12.2)
Rash 24 (35.8) 15(21.7) 100 (9.9) 97 (9.5)
Musculoskeletal pain 11 (16.4) 13 (18.8) 148 (14.6) 149 (14.6)
Dysgeusia 13 (19.4) 12 (17.4) 49 (4.8) 49 (4.8)
Weight decreased 16 (23.9) 12 (17.4) 94 (9.3) 79 (7.7)
Dyspnoea 34.5) 11 (15.9) 190 (18.8) 222 (21.8)
Oedema peripheral 14 (20.9) 11 (15.9) 150 (14.8) 174 (17.1)
Neutropenia 10 (14.9) 10 (14.5) 123 (12.1) 125 (12.3)
Abdominal pain upper 8 (11.9) 9 (13.0) 82 (8.1) 71 (7.0)
Anaemia 10 (14.9) 9 (13.0) 232 (22.9) 192 (18.8)
Pain in extremity 15(22.4) 9 (13.0) 222 (21.9) 204 (20.0)
Toothache 4 (6.0) 9 (13.0) 37(3.7) 57 (5.6)
Hypoaesthesia 11 (16.4) 8 (11.6) 45 (4.4) 51(5.0)

Page 1 of 2
N = Number of subjects who received at least one active dose of investigational product.
n = Number of subjects reporting at least one adverse event.
Includes only treatment-emergent adverse events.
Preferred terms are sorted by descending order of frequency in either treatment group for Japanese subjects and
coded using MedDRA version 12.0.
* Includes all adverse events, not only those occurring with > 10% frequency.
Japan vs All = Japanese subjects in Study 20050136 vs. All subjects in Study 20050136

Source: Table 14J-6.3.1
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®2)-2 REMNICEOA-HRER (E2XE (WFIHOBETHREEN210%)
(Japan vs All)
(Safety Analysis Set)
(20050136 Primary Analysis Data)

Japan All
Zoledronic Acid Denosumab 120  Zoledronic Acid Denosumab 120
4 mg Q4W mg Q4W 4 mg Q4W mg Q4W
(N=67) (N=69) (N=1013) (N=1020)

Preferred Term n (%) n (%) n (%) n (%)
Weight increased 3(4.5) 8 (11.6) 30 (3.0) 30 (2.9)
Abdominal pain 5(7.5) 7(10.1) 119 (11.7) 122 (12.0)
Cancer pain 8 (11.9) 7 (10.1) 17 (1.7) 10 (1.0)
Cough 16 (23.9) 7 (10.1) 180 (17.8) 171 (16.8)
Musculoskeletal chest pain 7 (10.4) 7(10.1) 81 (8.0) 82 (8.0)
Myalgia 16 (23.9) 7(10.1) 106 (10.5) 82 (8.0)
Oedema 15(22.4) 7(10.1) 40 (3.9) 22 (2.2)
Bone pain 14 (20.9) 5(7.2) 238 (23.5) 186 (18.2)
Leukopenia 8 (11.9) 5(7.2) 76 (7.5) 81 (7.9)
Musculoskeletal stiffness 9(13.4) 5(7.2) 25(2.5) 19 (1.9)
Nail disorder 19 (28.4) 5(7.2) 44 (4.3) 42 (4.1)
Oropharyngeal pain 8 (11.9) 5(7.2) 44 (4.3) 42 (4.1)
Neuropathy peripheral 16 (23.9) 4(5.8) 71 (7.0) 71 (7.0)
Palmar-plantar erythrodysaesthesia 9(13.4) 4(5.8) 91 (9.0) 91 (8.9)
syndrome
Dizziness 7 (10.4) 3(4.3) 114 (11.3) 106 (10.4)
Peripheral sensory neuropathy 12 (17.9) 2(2.9) 51(5.0) 50 (4.9)
Somnolence 7 (10.4) 2(2.9) 24 (2.4) 17 (1.7)
Vertigo 7 (10.4) 2(2.9) 44 (4.3) 31 (3.0)
Skin hyperpigmentation 10 (14.9) 1(1.4) 19 (1.9) 7(0.7)
Erythema 8 (11.9) 0 (0.0) 33(3.3) 36 (3.5)

Page 2 of 2
N = Number of subjects who received at least one active dose of investigational product.
n = Number of subjects reporting at least one adverse event.
Includes only treatment-emergent adverse events.
Preferred terms are sorted by descending order of frequency in either treatment group for Japanese subjects and
coded using MedDRA version 12.0.
* Includes all adverse events, not only those occurring with > 10% frequency.
Japan vs All = Japanese subjects in Study 20050136 vs. All subjects in Study 20050136

Source.

2HEFRR (EAKFE) OBRSGHMEEEITV, pARTY X7 EFEH LT
IR L (BEstAmiE O e YEM), ZOMITIIZEMORELITT->TRELT,
ERENEMITOBITTH D, p < 0.05 ThoT_XRTOEKREITHOWT, VRZEDSH
TE B K& U} 95% CI% WO LTz (BEEHARATIE DFEAR L YEMR), Eicvay b &
NEARFFI Ve vBECERRENELS T/ AV T HTERRAENMEVWEERERTHY
Wiz, A7 oy PENLEARFIIT ) A THTERARREL VL Fo UERCRRER
BWEEFERTHD, ZOMITTROON-MHEMOZET, TN TORBRB CHRELIL T
Wiz, fllx ORBRICBIT 2MTERIL. nEh, BB XU
RRREHREE B 1Y BHICRLE,

RTABIT T, YV Fa VBB TR D RARSE» -2 AEER (B4 3
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26 R (K2-10FREVEM) THolm (BN pyrexia, HIfl anemia, BJA bone pain, &
Bt constipation, BAHiJ# arthralgia, 7% chills, f7 A% myalgia, R BE&HL urinary tract infection,
A 7N RS influenza-like illness, B R4 renal failure, {#M# edema. #RH& tremor,
Bk agitation, E-J&% L ear infection, {8 42X fecal incontinence, B3 L~V DK T depressed level
of consciousness, WtERIE R reflux esophagitis, #RHRK bradycardia, C KIHYEE BB
C-reactive protein increased, BR 7€l ocular hyperemia, %% radicular pain, B8 psoriasis.
HASMIHE extrasystoles, BEEIEEHEEFE joint crepitation. MIFKEL diplegia, &Y FIEE tongue
disorder), YV Fa VBT, 7/ AT7HIVRERFOE R >EFROL ITEHIRIS
(§§§'3‘ BRERRL), BEH (Bre). RUHERE (BH. BEE) CHETLIFROEZ
B, B, RUZETHY, YL FurBERSLEEERSIZENMENTVS

TFIARTHTIVRBAROBVAEER (KRB R 1ITFERTH-o72 (BEHLVy DLl
fiE hypocalcemia, FEURFREE dyspnea, ZITHE hyperhidrosis, {& U > @ IfifiEhypophosphatemia,
B J% toothache, #X1H tooth extraction. WEBf AIf 32 IR 4F B4 HL G M prostate-specific antigen
increased. FEYIABUE drug hypersensitivity, 40L& F {Ecerebrovascular accident, fR71{ET
visual acuity reduced, ‘L-ZEWRHTEE pericardial effusion, FMEZE malnutrition, MMH 7 YV 7 L4
/I blood potassium increased, B2 85E xerosis, 2B tooth injury, ZLE % I post procedural
hemorrhage, &' + 8B4 duodenitis), EA Vv LM (7 / A<T78# 93%, YL K
o EREE 4.7%) IZOWVWTE B2 5, BWBRYE (7 / XA<78#09%., YV
Ko BB 0.4%) (22O CEETDH, W (T ATTRH38%, VL iR
VEERE 2.8%) . thil (1.5%., 0.8%). RUMFHBE (0.2%. 0%) 12O TE
295, RIMIRFFRHUR (prostate-specific antigen: PSA) HMIZ DV T, 222

5, LEERITE (0.8%. 0.4%) Z2WTHk CERT D, KERE, LTV U
LN, EARE, LE#HEL, T ZHEBROBEES (EAE oW TE, T/ARTO
BECZIDEEDNAAEMFOZIEEN RN, FOFEER (EAE) 280ENER
VB N—7RBCTH—EBELEREERZENRBD NN 2 &, RUEFRREDN /N
ENVWZE (F/ATTET 5~I12 4, 0.02%~04%) »b, KEV2— LV THEMEERIIL
oz,

W&E%ﬁ?/XVfﬁmmm%\kamy@ﬁwlm%gmbgntoit F1EE
MR FR8E exertional dyspnea 237 / A< 78 2.0%. YL Fu U B 1.9% B bnik

- BELIRERILIT ) A< THTS1%, Y L Fa VB T42%ICBD bk
P E - FEREEEIET ) A~ 7T 224 (0.8%) . L N EERET 18 4 (0.6%)

IR N o BREOEEFIIIIE>TZREAH IMBTEHL D 04%, R
BOFILIZE-TFREETT ) AT T03%, VL R U BET 2% IR bR

& LORESES D LSFREEIIRREH S bR CHEE

(0.5%) THE FREREE BIIFEACORRESEIEE L R

B EBRREREEO—BXR 14.1), MEEEE T/ X
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FIATT
KT o JBBE L OEW RS AR VBRIMEIXT ) A T#H0.6%, YL Ra v
BARE 03%IZRRD Ll . BV VEBMEORKERIIMFY v EOBKRERR &

BEL TV, BERETRD ONZMEY VECETIIRT /) A<TE8 (7L — F 3:14.7%,
L —FK4:06%) TYLVRaVBEE (FL—F3:72%, Z7L—F4:0.1%) LV HE<BD
5% 4 Wid o
mmm%¢17/277ﬁows/vbm/@ﬁowa?®5nt . BE
RRMERIETT ) A< 78 08%, YL Fa U BEE 03%ICED Lk o FEIT
Eo-MmBERET, REFHHTHEEL LW G/ A<7# 8 4 [03%], YL Fe B
74 [02%]) o BREOHREFIELICE M EREDT, ARSHE D 0.1%
KR bh, RBROPICE MO EREIIEFEHE LS S 0.1%KMIZBD LI
EREOREHRBOBNIEIZRR SEHHh
).3% KR L R U BREE 0.2%., RE 0.7% K% R
%) BMIMERERRD N TR TOHBRE CIRRE L
2), BEMERIENTBD ONITEAEOHERE (>85%)
NEME, FERFE. Bt VER, UIREEDFERH L W oMM EREDY XA 7K
FE 1 OB EF-> T (RER), £/-, FIEARRTEZ o723 TonERESE (K
m, EhMERMESFLRY) 28ETH5EMINV—T7HETH D PIRHRERIMEFEE central
nervous system vascular disorders DFHEIL, MEEHL L 2.1%ThH o172 (W
THOBRGHETHLELEOHERE T2 2ULEOERBBO LN, UL &b, MILE R
EE WS 1 2OFEESR (EAFE) TROONEZABMET, 7/ A T7EEIZ X2 PiRwE
FOMEBEEDY ZRI7BMETTHOTIHRVWEEZEZIOND,
WETFIZT /) A~T8 1.0%. VL Fe B 05%ICRmD o . HER
WAETFIXTF ) A<T7HTOI%EBIIRO LN, YL Fe U BETRED LN 2hroTz
, BREOESFIENIRBOFIEIIESFHRABETRED N 2o

KT o BB L OBEMAH DRNETIXT / A< THT 0.1%KH
IZRBH DT o X DERERI LR, RBR TiE, $RTOH

BET, BAOMET (F/ATE 13%., VLV Fa B 0.5%) X, BMUIBB~DERE, b
BZVEHEAVETORBERZA LN TWAHAELBERL TV GERER), HABk

T, TRTOHERET, WAKT (F22A<T8 05%., V'L FoBE 02%) 3. RO
BEOBEFERE UTRBRM T OMEBRE LR L TV, AR T 7T/ AT
BHOMIZO20HRER Y LV Fa VBEDO 1L OHRBRET RANMET (7 AT 1.2%,
VL Ra U BEE0.7%) (%, RFHIZER LA OMOER IR OBEOBFERE LB/ LT
Wiz, MAOETET /) A<T7 LY vV e Bo®RE L OB ORFEMBERIEIRD b -o
fo, AT LANEE OBKRBED O ino T, RE DF ) A< TET, B
BFRARBE L 1 Z0WRFEICANELRBE L (ANEOZIIIENETARE SR
1 EB%THo7),

REROHMEN 2% U LOFEFSL (EAE) % IR, TNODHEEER
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FIRTT

ZOWVTEL, W LRTROFESESR (EAFE) OBMUEBRTER L.

AE DEARAERETIE, YV P VBB LR L TT / AT T 5% L%
KBDOONTEHEER (EEFE) B6EFERTHY, T/ ASTHLLEBRLTY L Fe VB
TS%UEZRBOONLEAEEFR (EARH) T4 ERTHo o T ATTEE
TEZLRBHONT 6 BRIL. £ 5 EFESE pruritus, FFHEEERHE hepatic function abnormal, FREEEL
K&E dyspnea, Bif@ toothache, AEHE/M weight increased. R UVE &K gastritis Th o7z

o TNHLD6FERIIOVTIE, UTIART LI, WTFhbT /A TREIZEELT

AAAERE THAICZ AN b0 TRRVWEEZLNTE,

ABARAHERE THRO ONZE I FERE pruitus iX, 7/ ATEHTI17T4 (246%) ROV L

Fa BT 134 (194%) Tholz s ZDOL, EEREIEEIROLNL
e o . BOFEEOEEE L, TN TOHRE CRENLTEETH-
i BEEL, Z<OEREN 1 BORLTH T, £ OHOEENKR L -HR

EFEOIDL, T/AXTHOTA 41%), YV FRUBED 44 (31%) T, REBIUK
THEGRREE OB - SHENFEO O, £, B/ A—THBETHIRERVEEER
& epidermal and dermal conditions DFEHRFIL, 7/ A< TE 50.7% (354). VL N EEEE
59.7% (40 &) Th o7z o B, AR DEWRE BT D% 5 FIE
DOEBRIL, T/ ATESSWER LV RV BE 65%TH Y, 3 2OERFZAE N HRAR
DO PFEAEYNT (Primary Advanced Cancer Safety Analysis Set) (2381} 3% 5 EAEDFERIL. 7/
A TE# 38% RV L Na VB 3.9% Thotz, UEDZ &hh, AARAKRE CTHAEIC
VRPN OTIR2WnWEEZ 5N,

HAABBRE TR LN FHEERE hepatic function abnormal {X, ¥/ A< 7B T 16 4
(232%) ROV Fu U BET 74 (104%) Thol o ZD 5L, EERTH
RBRERFOREBRIL, 7/ ATHT1IA (14%) . YV FarBETI4 4.5%) Thok

o ETZFRICE TR EIL, YL R U BHO 24 (3.0%) RO bz,
T AT THTIIRD bN2ho T . IFEREREF OBEEE L, MM TELL
TRV, T/ASTHOI6LFT ARV Fa Vv BEO 7L 24 TERENLFEET
Hot- o MRERHL L IRRERSHELOFEREFREE COMMITHFEY
DIERIIED b oTc, Eo, IFBRICEE L2 BERREEOCHBIZIEWT, MERT
BEREIRBD N7 o 2B, AR D EHBRE T BT B ATHEEE
BREOREBRIL, 7/ A THIMRUTY LV N UBEE23% Thot, £/, 3 2O ERZ L
F R OOF& AT (Primary Advanced Cancer Safety Analysis Set) IZBITHITHERE D
FEL, T/ ATTHII%NROY LV Fe VBB 1.0%TH D . EHIZEET 2 FEE D SMQ
ERAVEBT T EE T AR EFRORBRAE L OWT MERTEIRD b o2,
F7o. BEBIKDE TFFREEREE hepatobiliary disorders] MW ONZAFERERE /L — K3 &
W4 OERIZOWT, MEMTEIRBOON 2o, UEDOZ Lk, BARARRE TF
BIZYVAZBERLIEBOTRZVWEEZ LT,
AAAEERE TR OGN FEREE dyspnea 1X, 7/ A<T7EHET 114 (159%) ROV L
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Fr BT 3 4 45%) Thol o TOOL, HEERMERELT A TH
T 54 (72%) IZBHLNL, YV e U BETEREDONRNoT

o FBIZEST-FFRREEIT, 7/ A-THT 1 4 (14%) ZRBDHLN, Vv P BT
D bzinoTz . PR EEEOEEE T, MBAMTEHNALTEY, ¥/ X~
THONALAPTERYY L R VU BEO3ILF 24 TRENSFEE Tho - .
B, BB DEWRE BT LFREBEORBRIL, 7/ A TH 28RV LK
oV PERE 188% ThoTr, £, 3 2OERZNVE N HFEEBRO HEMAT (Primary Advanced
Cancer Safety Analysis Set) [Z3\THFFRREDOFHKBEIL, 7/ A~ 7 206% KUY L Fa
BB 179%THY  EORE FERELZFERT L LEXONIAMHEREZHESTREY,
T AT EELOBRBEIIRLARVWEEZ bR, BAAHREIZBWTHREMRIC, WMk
ERCHEUOBHHAELREF o FHRRRA SN, UEDZ &hb, BERAKRE THRA
WV RAZBEARLELOTIERNEEZ LN,

A A AERE TR bIL/Z B toothache 1%, 7/ A T7HTIH (13.0%) KUY L Fo
VBT 44 (60%) Tholo o TD5H, EEREEIIFRD b

o T BROBEEEL, TRXRTOHRE TRENSHEETHY
ONJ DFEBRBRED bNPREF TV 2h o7z, 2k, AR DEREZRBIT S0
BOFKBEIL, T/ ATTEHSMENY L Fu v BEE37%THY . 3 5O RZ/VE IER
B D BFS#HT (Primary Advanced Cancer Safety Analysis Set) (28T 2 HBOERIL, 7/ &
v 7HE 38% KUY L N BB 28% Thofe, UbEDZ b, HARABERE THAILY
A7 BEMLIZ b OTIERVWEEZ L,

A A ABEBRE TR b KEEI weight increased 137/ A< 7#H T84 (11.6%) RV
VU RuUBETIA 45%) THY, B gastritis 137 / ATHT64 (8.7%) RV
VR VBRET 24 (3.0%) Thol . BEERFEEBNROCERIIRD 217

o Flo, WTNBHIRRE L OBRBEIIHFEI N . 2B, AR

WREIIB T A2EEEMEOCERORERIL, TEN, 7T/ AT 29% Kk
VYL Ra VB 3.0%, 7/ AT 24% R0V e VBB 25%THY, 3 2DOERSK
JVEE N FERBR O PS5 MEMT (Primary Advanced Cancer Safety Analysis Set) (2317 2 fAE#EMN K
CEROREBRIL, TN TN, T/ A TH LI%R Y L e v BE 1.9%, 7/ A7 78 1.8%
RO LV R U BEE21% Tholz, BUEDZ &b, BAAWRE THAICY 2 7ML
boTiRenEEZI LN,
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FI/RTT

Pyrexia
Anaemia
Bone pain
Constipation
Arthralgia
Chills
Myalgia
Urinary tract infection
Influenza like iliness
Renal failure
Oedema
Tremor
Agitation
Ear infection
Faecal incontinence
Depressed level of consciousness
Reflux oesophagitis
Bradycardia
C-reactive protein increased
Ocular hyperaemia
Radicular pain
Psoriasis
Extrasystoles
Joint crepitation
Diplegia
Tongue disorder
Duodenitis
Post procedural haemorrhage
Tooth injury
Xerosis
Blood potassium increased
Malnutrition
Pericardial effusion
Visual acuity reduced
Cerebrovascular accident
Drug hypersensitivity
Prostatic specific antigen increased
Tooth extraction
Toothache
Hypophosphataemia
Hyperhidrosis
Dyspnoea
Hypocalcaemia

Zoledronic Acid Denosumab

: (N = 2836)
—S— 562(19.8
—5— 859(30.3
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Risk greater with Denosumab
% in Zoledronic Acid)

N = Number of subjects who received >= 1 active dose of investigational product; n = Number of subjects reporting >= 1
event. Unadjusted p-value is calculated from Cochran-Armitage test stratified by study.
Risk difference is based on Mantel-Haenszel method adjusting for the stratification varlable of study.

P-value < 0.05 (RIAE) OFEEZR (EXEE) O Forest Plot

& 2-1

(Primary Advanced Cancer Safety Analysis Set)
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£2J-3 HHEORBREOEMN 25%0DFEFER (HXFE) (Japanvs Al
(Safety Analysis Set)
(20050136 Primary Analysis Data)

Japan All
Zoledronic Acid Denosumab Zoledronic Acid Denosumab
4 mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W
(N=67) (N=69) (N=1013) (N=1020)

Preferred Term n (%) n (%) n (%) n (%)
Denosumab > Zoledronic acid
Pruritus 13 (19.4) 17 (24.6) 66 (6.5) 59 (5.8)
Hepatic function abnormal 7 (10.4) 16 (23.2) 23(2.3) 31 (3.0)
Dyspnoea 3 (4.5) 11 (15.9) 190 (18.8) 222 (21.8)
Toothache 4 (6.0) 9 (13.0) 37 (3.7) 57 (5.6)
Weight increased 3 (4.5 8 (11.6) 30 (3.0) 30 (2.9)
Gastritis 2 (3.0 6 (8.7) 25 (2.5) 24 (2.9)
Denosumab < Zoledronic acid ]
Fatigue 53 (79.1) 44 (63.8) 324 (32.0) 301 (29.5)
Nasopharyngitis 39 (58.2) 32 (46.4) 94 (9.3) 84 (8.2)
Anorexia 38 (56.7) 33 (47.8) 177 (17.5) 179 (17.5)
Pyrexia 36 (53.7) 23 (33.3) 247 (24.4) 170 (16.7)
Alopecia 34 (50.7) 28 (40.6) 142 (14.0) 159 (15.6)
Constipation 32 (47.8) 21 (30.4) 205 (20.2) 176 (17.3)
Arthralgia 28 (41.8) 17 (24.6) 291 (28.7) 250 (24.5)
Rash 24 (35.8) 15 (21.7) 100 (9.9) 97 (9.5)
Headache 22 (32.8) 16 (23.2) 214 21.1) 197 (19.3)
Insomnia 22 (32.8) 16 (23.2) 136 (13.4) 124 (12.2)
Back pain 20 (29.9) 17 (24.6) 264 (26.1) 241 (23.6)
Nail disorder 19 (28.4) 5(7.2) 44 (4.3) 42 (4.1)
Cough 16 (23.9) 7 (10.1) 180 (17.8) 171 (16.8)
Myalgia 16 (23.9) 7 (10.1) 106 (10.5) 82 (8.0)
Neuropathy peripheral 16 (23.9) 4 (5.8) 71 (7.0) 71 (7.0)
Weight decreased 16 (23.9) 12 (17.4) 94 (9.3) 79 (7.7)
Oedema 15 (22.4) 7 (10.1) 40 (3.9) 22 (2.2)
Pain in extremity 15 (22.4) 9 (13.0) 222 (21.9) 204 (20.0)
Bone pain 14 (20.9) 5(7.2) 238 (23.5) 186 (18.2)
Peripheral sensory neuropathy 12 (17.9) 229 51 (5.0) 50 (4.9
Skin hyperpigmentation 10 (14.9) 1(1.4) 19 (1.9) 7(0.7)
Musculoskeletal stiffness 9(13.4) 5(7.2) 25(2.5) 19 (1.9)
Palmar-plantar erythrodysaesthesia 9 (13.4) 4(5.8) 91 (9.0) 91(8.9)
syndrome

Page 1 of 2
N = Number of subjects who received at least one active dose of investigational product.
n = Number of subjects reporting at least one adverse event.
Includes only treatment-emergent adverse events.
Preferred terms are sorted by descending order of frequency in either treatment group for Japanese subjects and
coded using MedDRA version 12.0.
Japan vs All = Japanese subjects in Study 20050136 vs. All subjects in Study 20050136

Source: Table 14J-6.3.1
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#2J3 WMHEOHKBREOEN 25%DEEER (EXEE) (Japan vs All)
(Safety Analysis Set)
(20050136 Primary Analysis Data)

Japan All
Zoledronic Acid Denosumab Zoledronic Acid Denosumab
4 mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W
(N=67) (N=69) (N=1013) (N=1020)
Preferred Term n (%) n (%) n (%) n (%)
Erythema 8 (11.9) 0(0.0) 33(3.3) 36 (3.5)
Dizziness 7 (10.4) 3(4.3) 114 (11.3) 106 (10.4)
Somnolence 7 (10.4) 2(2.9) 24 (2.4) 17 (1.7)
Vertigo 7(10.4) 2(2.9) 44 (4.3) 31 (3.0)
Eczema 6(9.0) 229 11 (1.1) 6 (0.6)
Genital haemorrhage 6 (9.0) 2(2.9) 7(0.7) 3(0.3)
Hot flush 6 (9.0) 2(2.9) 70 (6.9) 66 (6.5)
Cellulitis 6 (9.0) 1(1.4) 19 (1.9) 20 (2.0)
Dry skin 5(7.5) 1(1.4) 32 (3.2) 29 (2.8)
Thoracic vertebral fracture 5(7.5) 1(1.4) 78 (7.7) 64 (6.3)
Dry eye ] 4 (6.0) 0 (0.0) 19 (1.9) 11 (1.1

Page 2 of 2
N = Number of subjects who received at least one active dose of investigational product.
n = Number of subjects reporting at least one adverse event.
Includes only treatment-emergent adverse events.
Preferred terms are sorted by descending order of frequency in either treatment group for Japanese subjects and
coded using MedDRA version 12.0.
Japan vs All = Japanese subjects in Study 20050136 vs. All subjects in Study 20050136

Source: Table 14J-6.3.1

FEFER (RALZN—7HFE) (K2-2) RUFESER (BALFE) (KIAS1-2.502) DWW T
b, EREERCHERZITo>7, I LOEITHERIL. ERNOICEEFSR (X)) oo
EREESLTREY, LREOXICHEBRRORVWEREIRTIEMN /N —THBEUENM
BORBEERLEMNoTe Bl BRLWIERFBOREENY L Fu U BETEW D,
fRIRE% body temparture conditions& W) ®L 7/ AV —7HEOREEEL Y LV KV BHTHE
VW), 1 D OFIS DB & & {Ecerebrovascular accident T, AR D X S IZ/AL 7 NV — T HEL X
NVTIIHRIEITRED b o7,

YV R BETIIRBAROGEVWEESER (L7 —7H5E) 1L 10 T4 KREY
body temparture conditions, FiEEFRIB L UESHMES NEC musculoskeletal and connective
tissue disorders not elsewhere classified, FE¥FM MR M & B HENH] nonhemolytic anemias and
marrow depression, FFFEZE muscle disorders, BFEE (BEZBR<) renal disorders (excluding
nephropathies), BREFZRE IR L OYREE renal and urinary tract investigations and urinalyses,
EEEE (N—F Y =X As%ETr) movement disorders (including Parkinsonism), PIE I X
TRES 8 B tBIRFEZ inner ear and VIIIth cranial nerve disorders, I3 L MR O B4R
2R RFAEY reproductive neoplasms, male, malignant, and unspecified, & U EIAZE medication
errors THo, TNHLOHFEER (MBI NV—T7HE) ©>6b, BERRE (F/ 2A~78#
0%, V'V Fo UBERE 02%) 13, AEER (AR OBERSE overdose (7 A< 7 0%,
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FIRTT
VU Fa BEE 02%) BREBEENEZLOTHoT . FNRUSNAOFEES (B
AL N—TFRE) FRIRO Y L Fe U BTELL AONEAESESR (AR ARBENED
DTH-oT,

T/ ATTHTLYVERARORVWEEFER (BRI NV—THE) I 8FER &, ALy
b, w7327 LBIY RHEZE bone, calcium, magnesium and phosphorus metabolism
disorders, B3 L UM D IKKE dental and gingival conditions, ¥ 5 ER{L/X) administration
site reactions. ERITAB LI VEFRBEFHEEBRE S L UG HIE NEC procedural and
device-related injuries and complications not elsewhere classified, FFEFME LT LV F—RE
immunology and allergy investigations, FR{KIRFEZE thyroid gland disorders, BEFEE VA FH head
and neck therapeutic procedures, & UVLEREE pericardial disorders Th o7z, ZDH b, &S5
BARISEROCRRBREELZRE, WTNLRTROT ) A~ T7H TR ADNTEEESR (&

) BRBENTLL D Thole, BEMARIE (7 A<wTRE32%, ¥ L M BB 2.3%)
X, 7 —F VEEASPHIE catheter-related complication (0.6%. 0.4%) & ONESEHALR S
injection site reaction (0.4%. 0.2%) 72 &, ZEOBEEER (A ORBEOEENKB
INELDThoTz, BREBARSIIEL, ORER (ERMAERE. EREAAHEREY) 2#
B 5#EBENARTH D, MAT, TNOLOFFER (EXKFE) OIRLALIIT—T
BHETHY, T/ ASTHRETEETHDHZEnD, T /AT L OBRKRYBEEIIFAATH
% o TRTORRTHEB L TRONZEMITRL, FEAKBORRAEFOELHE
HAAETIIRNI Enb, ZRLRT /) A-TREOERIZL S LD TH 5 AIREMHILEN
EEZ LD,

FRBREE (7 A~ 78 1.0%., Y L o B 0.4%) i3, IR RBERE K T JE hypothyroidism
(0.6%. 02%) ROHIRIMERETLHESE hyperthyroidism (0.2%, 0%) ARBENFZLDOTH
o7, LA L., RBRPICHFIRRENE CRFRERE I R RIBAIRE & X 0 7R E 0BT
F)ACTHES VR UBBETERLL TV (FBREH 63%), LERST, #1EHD
I E L ORISR, XUXETEIC S VTR, BRERBTERA R P

YU R CBETI)ERROBOAEFR (BB IZI6ERTH- T2 o
EREB LR ERRE paresthesias and dysesthesias (7. A< 78 6.6%, Y L N BBE
8.3%) . PEMMEE X UMEIR inner ear signs and symptoms (2.8%. 3.8%). EMERINARFAEY
malignant prostatic neoplasms (2.0%, 3.0%). IRAK{b#MHIEME FERFEZ ZEe) carbohydrate
tolerance analyses (including diabetes) (0.5%. 0.9%) EBRWT, VU Fo U EREE
TELRBOONTZTRTOBMEL AIROY L FerBRTEALNEEEESR (X
5B) XFEM I N—TREARBRENTZ O Tho7z, BEERBIVEERRIFICEESE
% (EAFE) ORERE paresthesia (7 / A< 78 59%., YV Fu VB 72%) BRI
EbDOThole, NEBELS X ERIIFEEFR (EERFE) OBREMHED E WV vertigo (2.2%.
3.0%) W2k Bdbo, EMEISIRETAEDIIRISIIRE prostate cancer (1.7%., 2.3%) & =R
ST AR metastatic prostate cancer (0.5%., 0.8%) 2L 2 b, RAMHHEREIIMF T K
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FEHEIN blood glucose increased (0.4%. 0.7%) 2L 2L DTHoT,
T/ACRTHTLYRAROBVAETER (RAFH) X RFERTH- T o
T, FEIEHEE X UERERAREE S skin structures and soft tissue infections (5 / A<
BE23%, YL Fa U BEEE 1.4%). 7 FUBKEBEY: staphylococcal infections (0.5%. 0.2%) ., %
HER I X VIR EREE (L BMIfEAZ S3r) fear symptoms and phobic disorders (including
social phobia) (0.2%., 0%) %BrE, RIRDT ) A~THTE RONEAESER (EAE
iﬁ{iﬁ/v—fﬁ ERRBRINTZbDTho T o RRBEIZDOWVTE
AR5, REAMRD JOEEERR R, AEER (EAFE) ONEAZK paronychia
(0.5%. 2%) JUERHE nail infection  (0.4%., 0.2%) . RO TAABARE subcutaneous abscess

(0.3%. 0.1%) PRBRENIZLDOTH-T o INDL3IODHEES (EAGE
T, ERZOLOIMBERHLD 0.1%KRELRBRETH- - o TMRAEIR & UM

SMIEDRBROET, AEES (EAGE) OB fear (0.1%. 0%) , ZHiE phobia (< 0.1%.
0%) . fL=ZMifE social phobia (< 0.1%., 0%) DHEBEFEODLTHRBVRRBEINTZHOT
HY . BRKBRERIZOWVTIIBAR TIER,

B DAKAERETIZ, YU FRUBBLUBELTT ) A THT 5% ULEE
CHROLNEAEFEER (BUINV—THE) F3FRTHY, T/ ATHLIEBEL T/ L
Fo BT S% U L BOONTAEFER (G /NV—TRHFE) X260FRTho

o T/ATTHETELL RbNE 3 FLIIL, HB X CIFEERESE hepatic and
hepatobiliary disorders, JR¥EZEE I L OFEIK urinary tract signs and symptoms, EAEH I L X
K33 o A EHE electrolyte and fluid balance conditions T - 7= o INH®D3
FLHOO L, TR L UNTIEEREE hepatic and hepatoblllary disorders (7 / A~ 7% 18 4

[26.1%], V'V Fa v BREE 12 4 [17.9%]) BEICABROFEFR (FEAFE) OFEERFT
hepatic function abnormal (16 4 [23.2%]. 7 4 [10 4%]) ERBLIZHDOTHY
AR DM, BARABRECTHAIC) APBERLELOTERNEEZ NE,

AARANEERE TR DN RERBER X U‘f_o{k urinary tract signs and symptoms (7 ./ A
v T 6A[87%]. L R BB 2 4 [3.0%]) IXFICAEEFSR (EAE) OFFREEE dysuria
(FI/ASTH3 A M%ﬂ\YVFDV@ﬁO%[Mﬂ)#ﬁ%éht%wf%ot

o £, BAANBERE TROONEREB I VKGNNT UV ARHE electrolyte and
fluid balance conditions (7 / A~7ET 74 [10.1%]. YV Fu VBREET 34 [45%]) 13

WCHEFER (EAFE) OBLK dehydration (44 [58%]. 14 [1.5%]) ROMED D v AMiE
hypokalemia (34 [43%], 14 [1.5%]) BPRBSN=b DO ThoT . WTH
LREBEHEEOCENDEVWARBEINZHDOTHY, BAAERE CHEIIINLDOERD Y
A7 PR LIEbO TRV EEZ BT,

BN DEAABRET, YU FoLrBECHBRLTT ) A THT 5% EEL
ROONTHAEER (B8 X8FRTHY, T/ATTHIIHE LT/ LV Fe VBT
S%BLUAEZ B ONTHEER (BAE) 335FRTHhH-o . T ) AT TEE

T Rbhi 8 FRIT R E L OWORKEESE dental pain and sensation disorders, B4 (&
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Gute % BR<)  gastritis (excl infective), % 5 FESE NEC pruritus NEC, BRELR X O 2BRE (X
R %R <) paralysis and paresis (excl cranial nerve), FEUZE% breathing abnormalities.
FEER R & OATHEREREE hepatic enzymes and function abnormalities, B{RBADIEHE NEC
non-site specific injuries NEC, Bt X OYRIEAEIR bladder and urethral symptoms T > 7z (K
14]-6.63), TNbD8HFERD I L, HELS LUARLHE (R EZER<) paralysis and
paresis (excl cranial nerve) & OER{L A B3 DB NEC non-site specific injuries NEC Z kg%, Aiif
DHEESR (EARFE) XITHFEFR (BIN—T7H3E) BRI HL0THY, gido
m<, BAAERECTHAICY A7 BBR L0 TERVWEEZ bR,

AARAERE TRO ONZRER XL OR2E (R RARE % FR<) paralysis and paresis
(exclcranial nerve) (7 / A<= 7844 [58%]. YL Ru BRE0AL [0%]) BEIAEFR
(EAFE) O FRE paralysis 3 4 [43%]. 04 [0%]) NEBREN=HDTHY (K 14]-6.6.3) .
ER{L A<BA D B & NEC non-site specific injuries NEC (7 / A< 7854 [72%], YL Fu @
B4 [15%]) FECHEEFSR (ERE OHZEMWE arthropod bite 24 [2.9%]. 0
4 [0%]) BRUEIABHE wound complication (24 [2.9%]. 04 [0%]) ARBRENIZH DT
bole (FR141-6.63), WTNLRBBREDOENLRBVARMEINZHDOTHY . BARAER
ECHRACINLDFEROY A7 PR LSO TRRVWEEZ bR,

68



274 BEMREHOBE

T/ART

Zoledronic Acid Denosumab
: (N = 2836) (N = 2841)
Body temperature conditions - 581(20.5) 423(14.9)
Muscuboskgletal and comnegie = 136068.0) 1260644
Anacrias nonhoemolyioand o srasle) o079
Muscle disorders e 437(15.4) 361(12.7)
Renal disorders (excl nephropathies) - 240 (8.5) 194 (6.8)
eI - 1068 130 60
Movement gl und! = 119 (4.2) 88 (3.1)
mecr g < e wes
R e S ©@0 8@
Medication errors 7 (0.2) 0 (0.0)
Pericardial disorders i 14 (0.5) 31 (1.1)
e A ek eares 1A 50 (18)
Thyroid gland disorders B 10 (0.4) 29 (1.0)
Immunology and allergy investigations g 21 (0.7) 40 (1.4)
injonGe g camploatons NG %016 6824
Administration site reactions ~: 65 (2.3) 92 (3.2)
Dental and gingival conditions E~£’w 205 (7.2) 255 (9.0)
and phosph%?ﬂse ’rﬁé‘%g%‘éﬂ’s’rﬂa xgc?rsdigg = 227 (8.0) 349(12.3)
40 505 10 n (%) n (%)

Risk greater with Zoledronic Acid Risk greater with Denosumab

Risk Difference (% in Denosumab - % in Zoledronic Acid)

N = Number of subjects who received >= 1 active dose of investigational product; n = Number of subjects reporting >= 1 event.
Unadjusted p-value is calculated from Cochran-Armitage test stratified by study. .
Risk difference is based on Mantel-Haenszel method adjusting for the stratification variable of study.

B 2-2 P-value <0.05 CRE) OASER (BLY/L—THEE) O Forest Plot
(Primary Advanced Cancer Safety Analysis Set)
AREOBREDUERIFBRODPLEICESHEER
BREOBRERILIIESLFEERIL, T/ ACTHT 124%, VL Fo VBT 13.1%
R bhl (k23), WBREOREPEIIESAFEFRIIIFE, RERERVRERK
SEREENL TV (R 2-3 RUEKIAS6-16.1), BBREOBRERILIZEBr DFEHS
X, BEER osteonecrosis (7 / AT EE 1.1%, V' L Fo U BE 0.6%) (F 2142 BTER)
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EROVDTEHEERE LHEBAET %R THoTe, IRRELOBEEMN S ZTRBREORE T
ERE-RERRIL, 7T/ ASTHO 39%KRCY L Ka U BEO 2.7%ICBD bk

s FOHRTHBH L RoNIESRIL, BiEosteonecrosis (7 ./ A< 78 1.1%,
YU Ra R 0.6%) 2 CTEZ) RMEHI NV T LAMAE hypocalcemia (0.7%.
<0.1%) I CTEBEZ) Tholz,

3ODOERZNE MHRR T, MAANON-EREITRREOREPILZ bIRRAE
ETEBBVMEET S L EZRRERFEECHEL, Z0d, BREORSGFIEIZES
THEFERLEINZ, RROPLEICESEFHEERIZOVWTHFHAEL 72, RBROFIEIZES
EHEEBERI. T/ATTH 95%. YL Fu B 9.9%ICR bt . F
OFTHEMI RoNERT, BEEFAEYHESIT malignant neoplasm progression (%
1.2%) . 5 RIREEIET general physical health deterioration (&-&f 0.7%) . X (N J75E asthenia

(77 A=T805%, VL Fa BB 0.6%) Thol,

BBRELOBEMLEHIBRBROPIEICESEFEFRIL. 7/ AYTHD LT%E Y LV F
7 UBHEO 12%ICBED L o TORTHEBH LS RONFRITBFRE
osteonecrosis (7 / A< 7 F 0.5%. V' L Fa U BEEE 0.3%) ROMEA VL » AMEE hypocalcemia

(03%. <0.1%) TH-o7z,

B DEFEAEREZFIZBNT, BREOEREPLICE>EAEFROREBEERITL,
TIARTES8% 44) RV Ve BEET5% 54) Thole, WTHOERLFEH
H140HTHY, FEOEMIIED Dol . ZD0L, BRELDOH
BEMRHDEHESNTEERIL, T/ AT 14% (1 4), YUV Ru B 45% G 4)
ThHV, T/ ATHTHEMNRH S LHEINEDOIL, BHE gingival pain ® 1 D HT
Hoi- 3), 7238, MY gingival pain @ 1 412, ONJ OFRBEIAB D SN T\
V,

AB DARAFEREICBNT, RBOF LB AEFEROREREZ, 7/ X
< T 14% (14) RV LR rB3.0% Q4) Thol, WTNOERLRERIT 14D
HTHY ., FEDCBMITFED b R-o T o TDIL, RBRE L OBEMLNSH
BLHEBENLERILT /) ASTH%. YL Ra VBB 1L5%(14) Thol
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%23 BABREORETLICESHETER EFXD) (WTHHOBRTREEN>0.1%)
(Primary Advanced Cancer Safety Analysis Set)
Study 20050136 Study 20050244 Study 20050103
Zoledronic Zoledronic Zoledronic Zoledronic
Acid Denosumab Acid Denosumab Acid Denosumab Acid Denosumab

4 mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W

(N=1013) (N=1020) (N=878) (N=878) (N=945) (N=943) (N=2836) (N=2841)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Number of subjects reporting adverse events 125 (12.3) 98 (9.6) 109 (12.4) 91 (10.4) 138 (14.6) 164 (17.4) 372 (13.1) 353 (12.4)
leading to investigational product
discontinuation
Osteonecrosis 7(0.7) 12 (1.2) 7(0.8) 5(0.6) 4 (0.4) 14 (1.5) 18 (0.6) 31 (LD
Hypocalcaemia 1(<0.1) 4 (0.4) 0 (0.0) 4(0.5) 0(0.0) 12 (1.3) 1(<0.1) 20 (0.7)
General physical health deterioration 5(0.5) 4 (0.4) 9(1.0) 5(0.6) 9 (1.0 10 (1.1) 23 (0.8) 19 (0.7)
Fatigue 6 (0.6) 6 (0.6) 1(0.1) 6 (0.7) 6 (0.6) 5(0.5) 13 (0.5) 17 (0.6)
Asthenia 3(0.3) 2(0.2) 9 (1.0) 3(0.3) 8(0.8) 9 (1.0 20 (0.7) 14 (0.5)
Malignant neoplasm progression 0(0.0) 1(<0.1) 13 (1.5) 12(1.4) 0(0.0) 0(0.0) 13 (0.5) 13 (0.5)
Renal failure 4(0.4) 0(0.0) 4 (0.5) 1(0.1) 4 (0.4) 11(1.2) 12 (0.4) 12 (0.4)
Dyspnoea 5 (0.5) 5 (0.5) 5 (0.6) 6 (0.7) 1(0.1) 1(0.) 11 (0.4) 12 (0.4)
Metastases to central nervous system 9(0.9) 4(0.49) 7(0.8) 3(0.3) 0(0.0) 4(0.4) 16 (0.6) 11 (0.4)
Anaemia 2(0.2) 3(0.3) 1(0.1) 0 (0.0) 5(0.5) 6 (0.6) §(0.3) 9(0.3)
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N = Number of subjects who received > 1 active dose of investigational product
n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events

Preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA Version 12.1.

Source: Table I456-16.2
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2.7.4 BBERHWREHOME

FI/ART
£ 23 ARBEOBRSDPLEICES-FEER (BEFE) (WFhHh DB THREES> 0.1%)
{Primary Advanced Cancer Safety Analysis Set)
Study 20050136 Study 20050244 Study 20050103 Overall
Zoledronic Zoledronic Zoledronic Zoledronic
Acid Denosumab Acid Denosumab Acid Denosumab Acid Denosumab

4 mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W 4mg Q4W 120 mg Q4W 4mg Q4W 120 mg Q4W

(N=1013) (N=1020) (N=878) (N=878) (N=945) (N=943) (N=2836) (N=2841)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Spinal cord compression 1(<0.1) 1 (<0.1) 4 (0.5) 3(0.3) 5(0.5) 4(0.4) 10 (0.4) 8(0.3)
Blood creatinine increased 2(0.2) 2(0.2) 1(0.1) 0 (0.0) 9 (1.0) 5(0.5) 12 (0.9) 7(0.2)
Hepatic failure 4(0.49) 6 (0.6) 1(0.1) 1(0.1) 0 (0.0) 0(0.0) 5(0.2) 7(0.2)
Decreased appetite 3(0.3) 2(0.2) 0(0.0) 2(0.2) 5(0.5) 2(0.2) 8(0.3) 6(0.2)
Dehydration 4(0.49) 1 (<0.1) 1(0.1) 1(0.1) 1(0.1) 4(0.4) 6(0.2) 6(0.2)
Metastases to liver 3(0.3) 4(0.4) 3(0.3) 0(0.0) 0(0.0) 2 (0.2) 6(0.2) 6(0.2)
Renal impairment 2(0.2) 0(0.0) 0 (0.0) 0 (0.0) 7 (0.7) 5(0.5) 9(0.3) 5(0.2)
Pneumonia 1(<0.1) 2(0.2) 2(0.2) 2(0.2) 4(0.4) 1(0.1) 7(0.2) 5(0.2)
Disease progression 3(0.3) 4(0.4) 1(0.1) 1(0.1) 1(0.1) 0(0.0) 5(0.2) 5(0.2)
Toothache 0(0.0) 1(<0.1) 2(0.2) 2(0.2) 0 (0.0) 2(0.2) 2 (<0.1) 5(0.2)
Prostate cancer 0(0.0) 0(0.0) 0 (0.0) 0(0.0) 9 (1.0) 4(0.4) 9(0.3) 4(0.1)
Arthralgia 5(0.5) 1(<0.1) 1(0.1) 0(0.0) 1(0.1) 3(0.3) 7(0.2) 4(0.1)
Renal failure acute 0(0.0) 0(0.0) 2(0.2) 2(0.2) 5(0.9) 2(0.2) 7(0.2) 4 (0.1)
Respiratory failure 0 (0.0) 0(0.0) 4 (0.5) 3(0.3) 2(0.2) 1(0.1) 6(0.2) 4(0.1)
Myocardial infarction 0(0.0) 0(0.0) 0 (0.0) 1(0.1) 5(0.5) 3(0.3) 5(0.2) 4(0.1)
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N =Number of subjects who received > 1 active dose of investigational product

n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events
Preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA Version 12.1.

Source: Table IAS6-16.2
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