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2.7.4 BBRHITEHOHE

T/ AT
F2-4 FRICERBEERER (EFE) (WIThHOBTRREN 20.2%)
(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 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 (%)
Number of subjects with fatal adverse events 215 (21.2) 204 (20.0) 331(37.7) 329 (37.5) 276 (29.2) 283 (30.0) 822 (29.0) 816 (28.7)
Malignant neoplasm progression 6 (0.6) 4(0.4) 75 (8.5) 87(9.9) 3(0.3) 2(0.2) 84 (3.0) 93 (3.3)
Respiratory failure 16 (1.6) 19 (1.9) 29 (3.3) 29 (3.3) 10 (1.1) 18 (1.9) 55(1.9) 66 (2.3)
Metastases to central nervous system 12 (1.2) 17 (1.7) 17 (1.9) 13 (1.5) 2(0.2) 8(0.8) 31(1.1) 38 (1.3)
General physical health deterioration 8(0.8) 11 (1.1) 23 (2.6) 13 (1.5) 13 (1.4) 11(1.2) 44 (1.6) 35(1.2)
Multi-organ failure 9(0.9) 8(0.8) 6 (0.7) 9 (1.0) 16 (1.7) 15 (1.6) 31(1.1) 32 (1.1)
Hepatic failure 12 (1.2) 18 (1.8) 2(0.2) 2(0.2) 5(0.5) 10 (1.1) 19 (0.7) 30 (1.1)
Metastases to liver 18 (1.8) 12 (1.2) 8 (0.9) 7 (0.8) 2(0.2) 8(0.8) 28 (1.0) 27 (1.0)
Cardiac failure 3(0.3) 3(0.3) 3(0.3) 7 (0.8) 18 (1.9) 17 (1.8) 24(0.8) 27 (1.0)
Dyspnoea 3(0.3) 9 (0.9) 12 (1.4) 12(1.4) 3(0.3) 1(0.1) 18 (0.6) 22 (0.8)
Prostate cancer 0(0.0) 0 (0.0) 0 (0.0) 0(0.0) 43 (4.6) 212.2) 43 (1.5) 21 (0.7)
Death 1 (<0.1) 2(0.2) 8 (0.9) 6 (0.7) 10 (1.1) 11 (1.2) 19 (0.7) 19 (0.7)

Page 1 of 3

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

n = Number of subjects with > 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.
All deaths due to disease progression may not be included.

Source: Table I456-7.2
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2.7.4 BERHMREHOME

F2-4 FICE-EHEBRR (EXE) (WThHIrOETRREDS 20.2%)
(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 4mg 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 (%)
Cachexia 6 (0.6) 3(0.3) 6 (0.7) 1(0.1) 9 (1.0) 11(1.2) 21 (0.7) 15 (0.5)
Cardio-respiratory arrest 2(0.2) 5(0.5) 3(03) 4 (0.5) 12 (1.3) 6 (0.6) 17 (0.6) 15 (0.5)
Pneumonia 2(0.2) 0 (0.0) 7 (0.8) 11 (1.3) 5(0.5) 4 (0.4) 14 (0.5) 15 (0.5)
Disease progression 8(0.8) 8(0.8) 12(1.4) 6(0.7) 1(0.1) 0(0.0) 21(0.7) 14 (0.5)
Cardiac arrest 4 (0.4) 0(0.0) 2(0.2) 11(1.3) 3(0.3) 3(0.3) 9 (0.3) 14 (0.5)
Metastases to bone 0 (0.0) 1 (<0.1) 1(0.1) 3(0.3) 6(0.6) 9(1.0) 7(0.2) 13 (0.5)
Metastasis 3(0.3) 9(0.9) 3(0.3) 1(0.1) 1(0.1) 2(0.2) 7 (0.2) 12 (0.4)
Cardiopulmonary failure 4 (0.4) 2 (0.2) 8 (0.9) 7 (0.8) 6 (0.6) 2(0.2) 18 (0.6) 11 (0.4)
Breast cancer 14 (1.4) 11(1.1) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 14 (0.5) 11 (0.49)
Pulmonary embolism 3(0.3) 1(<0.1) 3(0.3) 3(0.3) 2(0.2) 6 (0.6) 8(0.3) 10 (0.4)
Sepsis 2(0.2) 1(<0.1) 5(0.6) 3(0.3) 2(0.2) 4(0.4) 9(0.3) 8(0.3)
Cerebrovascular accident 2(0.2) 1(<0.1) 2(0.2) 1(0.1) 3(0.3) 6 (0.6) 7(0.2) 8 (0.3)
Prostate cancer metastatic 0(0.0) 0(0.0) 0 (0.0) 0(0.0) 13(1.4) 7(0.7) 13 (0.5) 7(0.2)
Myocardial infarction 0 (0.0) 0 (0.0) 2(0.2) 2(0.2) 4(0.4) 5(0.5) 6(0.2) 7(0.2)
Performance status decreased 2(0.2) 0 (0.0) 2 (0.2) 2(0.2) 0 (0.0) 4 (0.4) 4(0.1) 6(0.2)

Page 2 of 3

N =Number of subjects who received > 1 active dose of investigational product
n = Number of subjects with > 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.
All deaths due to disease progression may not be included.

Source: Table 1456-7.2
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274 BREOZEEOME

TFIATT
%2-4 FIE-RAESR BAE (OWTAHORTREES 202%)
(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)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Renal failure acute 0 (0.0) 0 (0.0) 3(0.3) 1(0.1) 1(0.1) 5(0.5) 4(0.1) 6(0.2)
Renal failure 1 (<0.1) 0 (0.0) 2(0.2) 4 (0.5) 6 (0.6) 1(0.1) 9(0.3) 5(0.2)
Acute myocardial infarction 2(0.2) 2(0.2) 2(0.2) 1(0.1) 3(0.3) 2(0.2) 7(0.2) 5(0.2)
Septic shock 1 (<0.1) 0 (0.0) 3(0.3) 4 (0.5) 3(0.3) 1(0.1) 7(0.2) 5(0.2)
Pleural effusion 1 (<0.1) 2(0.2) 4 (0.5) 2(0.2) 1(0.1) 1(0.1) 6(0.2) 5(0.2)
Hepatic function abnormal 5(0.5) 5(0.5) 0(0.0) 0 (0.0) 0 (0.0) 0 (0.0) 5(0.2) 5(0.2)
Respiratory distress 1(<0.1) 2(0.2) 2(0.2) 2(0.2) 0(0.0) 1(0.1) 3(0.1) 5(0.2)
Sudden death 0 (0.0) 1(<0.1) 0(0.0) 1(0.1) 2(0.2) 3(0.3) 2 (<0.1) 5(0.2)
Febrile neutropenia 0 (0.0) 2(0.2) 0(0.0) 3(0.3) 0(0.0) 0(0.0) 0(0.0) 5(0.2)
Breast cancer metastatic 10 (1.0) 4(0.4) 0(0.0) 0 (0.0) 0(0.0) 0 (0.0) 10 (0.4) 4 (0.1)
Metastases to lung 5(0.5) 1 (<0.1) 2(0.2) 2(0.2) 2(0.2) 1(0.1) 9(0.3) 4(0.1)
Asthenia 2(0.2) 0(0.0) 0(0.0) 2(0.2) 4(0.4) 2(0.2) 6(0.2) 4(0.1)
Pulmonary oedema 0 (0.0) 1(<0.1) 2(0.2) 2(0.2) 3(0.3) 1(0.1) 5(0.2) 4 (0.1)

Page 3 of 3

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

n = Number of subjects with > 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.
All deaths due to disease progression may not be included.

Source: Table I4S6-7.2
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27.4 BEMREHEOHE

T/IAYT
F2J4 FEICE--AFER (X)) (JapanvsAll)
(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 (%)
Number of subjects with fatal adverse 7(10.4) 6(8.7) 215(21.2) 204 (20.0)
events ®

Breast cancer 0 (0.0) 1(1.4) 14 (1.4) 11 (1.1)
Breast cancer metastatic 1(1.5) 1(1.4) 10 (1.0) 4(0.4)
Dyspnoea 0 (0.0) 1(1.4) 3(0.3) 9(0.9)
Malignant pleural effusion 0 (0.0) 1(1.4) 0(0.0) 4(0.4)
Metastases to liver 1(1.5) 1(1.4) 18 (1.8) 12 (1.2)
Metastases to peritoneum 0 (0.0) 1(1.4) 0(0.0) 1(<0.1)
Anorexia 1(1.5) 0 (0.0) 1 (<0.1) 0(0.0)
Ascites 1(1.5) 0(0.0) 1(<0.1) 2(0.2)
Cancer pain 1(1.5) 0 (0.0) 1 (<0.1) 0 (0.0)
Hepatic function abnormal 2 (3.0) 0(0.0) 5(0.5) 5(0.5)
Metastases to bone marrow 1(1.5) 0(0.0) 2(0.2) 1 (<0.1)
Sepsis 1(1.5) 0 (0.0) 2(0.2) 1(<0.1)

Page 1 of 1
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 the denosumab group and coded using MedDRA
version 12.0.
*Includes all adverse events
Japan vs All = Japanese subjects in Study 20050136 vs. All subjects in Study 20050136

Source. 7

BRELOBEMERS D LUESNTZRICE->AEERORRAFIIMEEL bITEI -

(F/A<T7BE 164 [06%], VL o BEE 104 [04%]) 2, RBRELOBEEM
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Mol FE A EOREFROERFBIINLATOORRATH o7z, RB

)36) IEBRBIEREEOR 114 [T THEREORKEBORIER VBEET 5B,
BB L OB EM O SREIICH LS LTV,

A ERECIL BRE L OBEMLN S B FHICE--HEERIIRD L
nzn 0
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274 BENEHEOHE

FIATT
&2-5 BBELOMEERNHLIEICERFESER (EFHE
(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 4mg 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) (N=943) (N=2836) (N=2841)
Preferred Term n (%) n (%) n (%) n (%) n (%) 1 (%) n (%) 1 (%)
Number of subjects with investigational 4 (0.4) 5(0.5) 3(0.3) 6(0.7) 3(0.3) 5(0.5) 10 (0.4) 16 (0.6)
product-related fatal adverse events
Respiratory failure 0(0.0) 1{<0.1) 0{0.0 1(0.1) 0(0.0) 1(0.1) 0 (0.0) 3(0.1)
Death 0(0.0) 0(0.0) 2(0.2) 1(0.1) 0(0.0) 1¢0.1) 2 (<0.1) 2(<0.1)
Cachexia 1(<0.1) 0 (0.0) 0 (0.0 0 (0.0) 0 (0.0) 1¢0.1) 1(<0.1) 1(<0.1)
Cardiac failure 0 (0.0) 0(0.0) 0(0.0) 1(0.1) 1(0.1) 0(0.0) 1(<0.1) 1(<0.1)
Pulmonary embolism 1(<0.1) 0(0.0) 0(0.0) 0 (0.0) 0(0.0) 1(0.1) 1(<0.1) 1(<0.1)
Acute hepatic failure 0(0.0) 1(<0.1) 0 (0.0) 0 (0.0) 0(0.0) 0 (0.0) 0 (0.0) 1(<0.1)
Acute respiratory distress syndrome 0(0.0) 1(<0.1) 0 (0.0) 0(0.0) 0(0.9) 0(0.0) 0¢0.0) 1(<0.1)
Disseminated intravascular coagulation 0 (0.0) 0(0.0) 0 (0.0) 0(0.0) 0(0.0) 1.1 0(0.0) 1(<0.1)
Hepatic failure 0 (0.0) 0 (0.0) 0 (0.0) 1(0.1) 0 (0.0) 0 (0.0) 0 (0.0) 1(<0.1)
Hepatic function abnormal 0(0.0) 1(<0.1) 00.0) 0(0.0) 0(0.0) 00.0) 0(0.0) 1(<0.1)
1schaemic stroke 0(0.0) 1{<0.1) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0 (0.0) 1(<0.1)
Metastases to central nervous system 0(0.0) 0(0.0) 0{0.0) 1(0.1) 0 (0.0) 0{0.0) 0(0.0) 1(<0.1)

Page 1 of 2

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

n = Number of subjects with > 1 event

Includes only treatment-emergent adverse events for which the investigator indicated there was a reasonable possibility they may have been caused by investigational product
Preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA Version 12.1.
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£2-5 BRELOPEHLHIEICES-HEEER (BEXE
(Primary Advanced Cancer Safety Analysis Set)

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

n = Number of subjects with > 1 event

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 (%)
Renal failure 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 0(0.0) 0(0.0) 1(<0.1)
Acute myocardial infarction 1(<0.1) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1 (<0.1) 0(0.0)
Acute respiratory failure 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1 (<0.1) 0(0.0)
Haemolytic anaemia 1(<0.1) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1 (<0.1) 0(0.0)
Prostate cancer metastatic 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.1) 0(0.0) 1 (<0.1) 0(0.0)
Pulmonary haemorrhage 0(0.0) 0(0.0) 1(0.1) 0 (0.0) 0 (0.0) 0(0.0) 1 (<0.1) 0 (0.0)

Page 2 of 2

Includes only treatment-emergent adverse events for which the investigator indicated there was a reasonable possibility they may have been caused by investigational product
Preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA Version 12.1.
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Hotm s

AR, B (NPF— FH 095 [95% CI: 0.81, 1.11], p = 0.4921), B

(~H— K 0.95 [95% CI: 0.83, 1.08]. p=0.4305). & UEE K

ke 1.03 [95% CI: 0.91, 1.17], p=0.6511) 2B\ T HHEM THEETE &
T

CBMUTE BAARREICE DT, ARREE L AROBES RSN, £

AR AR CRETh 7= (A~ F— FH 1.00 [95% CI: 0.42, 2.39]) :40)

o
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2.7.4 BBRMTEEOHE

~ Study 20050136

- Study 20050244

—-Zoledronic Acid (N = 1020)
—Denosumab (N = 1026)

1020 897 757 515 184 4

1026 916 771 511 177 7

~Study 20050103

----- Zoledronic Acid (N = 890)
—Denosumab (N = 886)

890 540 343 176 64 4
886 557 340 181 66 O

----- Zoledronic Acid (N = 951)
—Denosumab (N = 950)

951 745 519 297 143 55
950 746 552 310 156 54

0 6 12 18 24 30

N = Number of subjects randomized

2-3 £4%£7FHMIZE87T % Kaplan-Meier B3

0 6 12 18 24 30

Study Month

(Full Analysis Set)

82

0 6 12 18 24 30

Page 1 of 2



274 BERMEZEHOBME
FIART

overall

----- Zoledronic Acid 4 mg Q4W (N=2861)
—— Denosumab 120 mg Q4W (N=2862)

1.0

Proportion of Subjects Survived

0.2 1

g 0.0

o

g A 2861 2182 1619 988 391 63
Dmab 2862 2218 1663 1002 389 61

T T T

0 6 12 18 24 30
Study Month

N = Number of subjects randomized

2-3 2E£FHBIZET % Kaplan-Meier B
(Full Analysis Set)

Page 2 of 2

B 20050244 Tik., SRE OFHHIEE OfFr L L bz, 24FHMICB LT, BikicH
W3 ooEE GE/NVBlaihE, SREERE. ZoMoR) ZRAVBmEN, TN
RTOERBE V10 AL LOERE L HLAN L OBEKEE (6520 @ECE) 2/
W IBHNARAT A EME L 7o (BRER 20050244 16BAMBIEREE % 92.3.6 TH)., BIHLITA W&
FERDMAT DR, B/ HRRME TIZT / A< TBICBGR2EFHR 2T L (N — Ky
0.79 [95% CI: 0.65,0.95]. n=702) ., ZRMHERETIZY LV ke UV BRICRFReEFHM 2
AL (N — RH 226 [95% CI: 1.13,4.50]. n=180), % Do EERE CIdmBERH cHaiLl
LTWiz (PF— REE1.08 [95% CI: 0.90, 1.30], n=894) (FABX 20050244 JREARIEREE &
14T-4.23.100), Z# 5 3 DOBERHOFERILEBNFITIC LA b DO THY . AFEFRREATFOH
EHEBARICEA L TR ERESL= b — A &fTo TR,

e/ R SR HIEOBREIZOWT, AFEHE O/ RIZHT 2 55K E T OREN
FEM LT, FEANHIRATEERBFE Tid, ECOG performance status A 27 DRV B, ¥/ A<7

83



274 BERNEREHOBE
FIATT

WCREFRAEGHMAENCEEL-EEND D, SREEHEBARE TIX, X—2X7/4 DA
R (BHEES L2 E0)  HRBHEER. BERE. IIBBREIZL 21O Y 25,
YUV R BB RERICEELLWESESD S, ARBR TR, BECATFTRE TR
PLEMERIAFICE L TENREESELa Y br—1 2T TV, 24EF I
WTBHEBNIZR D Z L TE R,

213 TORODEELFEERR
BEERAEERII. RIIESLFER, AMEENLIEER, HRO O AT AR
DR LEL L-ER, KGN IIHEEZES - BEAEIIHRTmFR, HDHVITAERR
BERZLEZBRLEER LZ, LT, ZNLOWVWTRIZHLEZY L2VWABREREEME DT
SEEMPEZNICEERREBTH L AR LAEFRVERERAEFRIINELT
Primary Advanced Cancer Safety Analysis SetTit, EE R HEEROREII AR EE
FICTHEELTEY, FEBEZRBLTW:, £, BREOREFEIRBROFIEIZE -

ERRAEERIID 20T 36 - BRGAETRROEBRE
F ) A TEE563%, L Fu U BEEST 1% Th - B 1540

ICHAANTHEREOREROBEOTFTENIVEVWI s FRENEEY, BEELRA
EEHNER L 2 ERERIRER ¢ TBE 44.4%, VL R o U EEEE 46.5%)
XV uRAE (62.9%. 66. (63.0%. 60.1%) TEMN-oT= o

BHELRAEEEROY L, WTIOOREH THEBHNEIKRONEESR (EAFE) 13, AL
anemia (5.6%. 5.7%). FPURIEEE dyspnea (5.1%, 4.2%). BfiZ& pneumonia (3.9%. 3.3%).
BT AMEST malignant neoplasm progression (B#f 3.9%). TR LES metastases to
central nervous system (3.7%. 3.4%). R UWERA 4 respiratory failure (3.1%. 2.6%) THh >
7= c BEERAEEZRDO L, HEBMIKROoNES (BENKSH b, 2R80
WCETHAABETPREINDILOL—HRLTEY, B, BEBLIUHEMTAHOFREAY (¥
BB LUK Y —F%E¢e) neoplasms, benign, malignant, and unspecified (including cysts and
polyps)| (77 / A<= T8 157%. > v Fa VB 16.1%) . [2HEER L U 5 /FTHEEE general
disorders and site administration site conditions] (&&f 13.6%). WNZ [FERER, MER L UHE
MR ZE respiratory, thoracic, and mediastinal disorders] (12.8%, 12.2%) T >7= .
BUHEREORAEFRRBEEOETIZONTE 2 4%, MedDRABNIFBER U
B N—TRBNOBEREEFRE, T Eh kT WY,

BWRELOBESERH D LHUESHEERAEFRIL, T/ ATTH 1474 (52%) &
WYL R CBERE 108 4 (3.8%) ICHEA LK 2). BB L OBENNH D ER
REEBREZORBARIT /) ATHOFREN-TR, EBERAEEREEOREHEF IR
DEIICHEEETHEEL T\ (F/ A< T8 563%, YL Foa U BEEE 57.1%) :
BRELOBEMRHIEERATFRDOI L, WTNIDOREHTHBIMEII RONEE
& (FAREE) 1T, BEES osteonecrosis (F ./ A TR 13%, VLV P BBE0.7%). KDL
U LAIMJE hypocalcemia (1.1%, 0.5%). B#EKIKIE decreased appetite (0.2%. 0.1%). NgH:
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vomiting (0.1%, 0.3%) . T# diarrhea (0.2%. <0.1%) . F2Z pyrexia (0.1%, 0.3%). EIfl anemia
(BF£0.1%) . BAL renal failure (%8 0.1%). FFIRR 4 respiratory failure (0.1%. 0%).
SHEE R4 acute renal failure (0.1%., 0.2%), ROE.L nausea (F8f 0.1%), Thotz, 1R
FKEOBESENHDEELRAEERE MedDRA BE B KSR [k S
HEERAEFROERAFLBBERETHELTH, YU FaUvBLRABLET ) AvT 02
BRI AEEERT 07 7 A VICEWTR N2 o o Rt s A
FHERL2ERRAEFREBRERIL. 7/ ACTH 1549/ AN F. VL Fo R 1584
/N FETHT o

BEERAEEREHEIRSE, EARE. ROHRMAI 2 N

RB DBARAERE T, 7/ A~ TBEA40.6%. VL Ko U BEEE 403%ICER R
BFEELREHLL kT o ZD5L, IRRELOBEENRHIEE R
FEFRIT. 7/ ASTHEHTI2% &), YV FRUBEET3.0% Q4) Tholk, 7/
AT HTROLONEBREL OBEM LS HI2EELRATERIL. WThb 1A THO0HO

BT HETHRRLBRELOBEEMRH2EELRAEFROEM
Eh IZRd,

R FZOWT HERAESLXEALRLBRBERECHELAEEAD
F)ATTOREMT a7 7 A MIBEETH - KT . NFEIT

S2EELRAEEROEREL, T/ ACTHT0SMHE/NFE, VLV Fn BETSLLE
SANFETHoT R
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2.7.4 BT EHOME

®2-6 ERUGHEFRER (EFHD (WThHrOBTREREN 21%)
(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.

Source: Table IA56-8.2

86

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 (%)
Number of subjects reporting serious adverse 471 (46.5) 453 (44.4) 581 (66.2) 552 (62.9) 568 (60.1) 594 (63.0) 1620 (57.1) 1599 (56.3)
events
Anaemia 32(3.2) 27 (2.6) 49 (5.6) 25(2.8) 82(8.7) 108 (11.5) 163 (5.7) 160 (5.6)
Dyspnoea 38 (3.8) 53(5.2) 54 (6.2) 55 (6.3) 28 (3.0) 36 (3.8) 120 (4.2) 144 (5.1)
Pneumonia 25 (2.5) 20 (2.0) 44 (5.0) 52(5.9) 24 (2.5) 40 (4.2) 93 (3.3) 112 (3.9)
Malignant neoplasm progression 7(0.7) 6 (0.6) 100 (11.4) 103 (11.7) 3(0.3) 2(0.2) 110 (3.9) 111 (3.9)
Metastases to central nervous system 46 (4.5) 47 (4.6) 44 (5.0) 43 (4.9) 6(0.6) 14 (1.5) 96 (3.4) 104 (3.7)
Respiratory failure 20 (2.0) 20 (2.0) 40 (4.6) 45 (5.1) 14 (1.5) 24 (2.5) 74 (2.6) 89 (3.1)
Dehydration 24 2.4) 13 (1.3) 34 (3.9) 35 (4.0) 19 (2.0) 36 (3.8) 77 (2.7) 84 (3.0)
Vomiting 31 (3.1 31 (3.0) 24 (2.7) 21(2.4) 22 (2.3) 24 (2.5) 77 (2.7) 76 (2.7)
General physical health deterioration 15 (1.5) 20 (2.0) 38 (4.3) 26 (3.0) 28 (3.0) 29 (3.1) 81(2.9) 75 (2.6)
Asthenia 14 (1.4) 12 (1.2) 16 (1.8) 21(2.4) 29 (3.1) 37 (3.9) 59 (2.1) 70 (2.5)
Pyrexia 26 (2.6) 21(2.1) 212.9) 26 (3.0) 18 (1.9) 19 (2.0) 65 (2.3) 66 (2.3)
Pleural effusion 25 (2.5) 24 (2.4) 27 (3.1 23 (2.6) 9 (1.0) 12 (1.3) 61 (2.2) 59 2.1

Page 1 of 3
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2.7.4 BERHREHOME

£2-6 ERELGHEEER EFED (LWThHIOBETHRREN 21%)
(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.

Source: Table I456-8.2

87

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 (%)
Spinal cord compression 8(0.8) 6 (0.6) 26 (3.0) 27 (3.1) 33 (3.5) 24 (2.5) 67 (2.4) 57 (2.0)
Back pain 14 (1.4) 8(0.8) 19 (2.2) 15 (1.7) 36 (3.8) 29 (3.1) 69 (2.4) 52 (1.8)
Pulmonary embolism 18 (1.8) 11 (1.1) 18 (2.1) 19 (2.2) 16 (1.7) 20 (2.1) 52 (1.8) 50 (1.8)
Metastases to liver 28 (2.8) 20 (2.0) 13 (1.5) 16 (1.8) 5(0.5) 13 (1.4) 46 (1.6) 49 (1.7)
Febrile neutropenia 22 (2.2) 17 (1.7) 31(3.5) 21 (2.4) 8(0.3) 8 (0.8) 61 (2.2) 46 (1.6)
Fatigue 5(0.5) 15 (1.5) 6 (0.7) 11(1.3) 10 (1.1) 20 (2.1) 21 (0.7) 46 (1.6)
Bone pain 13 (1.3) 10 (1.0) 15(1.7) 11(1.3) 34 (3.6) 24 (2.5) 62 (2.2) 45 (1.6)
Diarrhoea 16 (1.6) 19 (1.9) 13 (1.5) 14 (1.6) 13 (1.9) 12 (1.3) 42 (1.5) 45 (1.6)
Urinary tract infection 9(0.9) 7(0.7) 9(1.0) 9 (1.0) 30 (3.2) 28 (3.0) 48 (1.7) 44 (1.5)
Nausea 23 (2.3) 21(2.1) 16 (1.8) 14 (1.6) 14 (1.5) 8 (0.8) 53(1.9) 43 (1.5)
Abdominal pain 14 (1.4) 15 (1.5) 17 (1.9) 18 2.1) 12 (1.3) 8(0.8) 43 (1.5) 41 (1.4)
Hypocalcaemia 2(0.2) 5(0.5) 8(0.9) 12 (1.4) 7(0.7) 24 (2.5) 17 (0.6) 41 (1.4)
Neutropenia 14 (1.4) 16 (1.6) 11 (1.3) 14 (1.6) 4(0.4) 10 (1.1) 29 (1.0) 40 (1.4)
Thrombocytopenia 11(1.1) 12 (1.2) 23 (2.6) 17 (1.9) 5(0.5) 10 (1.1) 39(1.4) 39(1.9)
Osteonecrosis 11 (1.1) 18 (1.8) 4 (0.5) 7(0.8) 4(0.4) 14 (1.5) 19 (0.7) 39 (1.4)
Renal failure 9 (0.9) 1(<0.1) 13 (1.5) 10 (1.1) 28 (3.0) 26 (2.8) 50 (1.8) 37 (1.3)

Page 2 of 3
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274 BRMTEEOHE

(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.

Source: Table I4156-8.2

88

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 (%)
Cardiac failure 7(0.7) 6 (0.6) 5(0.6) 10 (1.1) 23 (2.4) 21(2.2) 35(1.2) 37(1.3)
Multi-organ failure 9(0.9) 9(0.9) 8(0.9) 10 (1.1) 18 (1.9) 18 (1.9) 35(1.2) 37 (1.3)
Urinary retention 0(0.0) 1 (<0.1) 9(1.0) 3(0.3) 35(33.7 32 (3.4) 44 (1.6) 36 (1.3)
Hepatic failure 16 (1.6) 24 (2.4) 4 (0.5) 2(0.2) 6 (0.6) 10 (1.1 26 (0.9) 36 (1.3)
Prostate cancer 0 (0.0) 0(0.0) 0 (0.0) 0(0.0) 56 (5.9) 34 (3.6) 56 (2.0) 34 (1.2)
Pain 8(0.8) 4 (0.4) 6(0.7) 12 (1.49) 12 (1.3) 16 (1.7) 26 (0.9) 32(1.1)
Haematuria 0(0.0) 0 (0.0) 2(0.2) 8(0.9) 37(3.9) 23 (2.9) 39(1.4) 31(1.1)
Decreased appetite 8(0.8) 10 (1.0) 7 (0.8) 7(0.8) 13(1.49) 13 (1.9) 28 (1.0) 30(1.1)
Sepsis 4(0.4) 2(0.2) 11(1.3) 16 (1.8) 11(1.2) 12 (1.3) 26 (0.9) 30 (1.1)
Renal failure acute 6 (0.6) 0(0.0) 15(1.7) 10 (1.1) 16 (1.7) 18 (1.9) 37(1.3) 28 (1.0)
Chest pain 9(0.9) 5(0.5) 10 (1.1) 14 (1.6) 13(1.4) 9 (1.0) 32(1.1) 28 (1.0)
Deep vein thrombosis 8 (0.8) 4(0.4) 13 (1.5) 15 (1.7) 8 (0.8) 8(0.8) 29 (1.0) 27 (1.0)
Cachexia 7(0.7) 6 (0.6) 10 (1.1) 4 (0.5) 12 (1.3) 14 (1.5) 29 (1.0) 24 (0.8)
Pain in extremity 3(0.3) 8 (0.8) 7 (0.8) 5(0.6) 20 (2.1) 10 (1.1) 30 (1.1) 23 (0.8)
Disease progression 12 (1.2) 11 (1.1) 13 (1.5) 8 (0.9) 2(0.2) 0 (0.0) 27 (1.0) 19 (0.7)
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FIART
K25 BERLGEEER (EXE) (JapanvsAl)
(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 (%)
Number of subjects reporting serious 27 (40.3) 28 (40.6) 471 (46.5) 453 (44.4)
adverse events”
Dyspnoea 0 (0.0) 5(7.2) 38 (3.8) 53 (5.2)
Dehydration 1(1.5) 34.3) 24 (2.4) 13 (1.3)
Nausea 0 (0.0) 3(4.3) 23 (2.3) 21 2.1
Pneumonia 1(1.5) 3(4.3) 25(2.5) 20 (2.0)
Anaemia 4 (6.0) 229 32 (3.2) 27 (2.6)
Anorexia 1(1.5) 229 7(0.7) 10 (1.0)
Fatigue 2(3.0) 229 5(0.5) 15(1.5)
Febrile neutropenia 0(0.0) 229 22 (2.2) 17 (1.7)
Malignant pleural effusion 2(3.0) 2(2.9) 6 (0.6) 8 (0.8)
Metastases to central nervous system 1(1.5) 2(2.9) 46 (4.5) 47 (4.6)
Neutropenia 0(0.0) 2(2.9) 14 (1.4) 16 (1.6)
Abdominal pain upper 0(0.0) 1(1.4) 3(0.3) 3(0.3)
Adjustment disorder 0 (0.0) 1(1.49 0(0.0) 1(<0.1)
Atrioventricular block second degree 0(0.0) 1(1.4) 0(0.0) 1(<0.1)
Bone pain 1(1.5) 1(1.4) 13 (1.3) 10 (1.0)
Breast cancer 0(0.0) 1(1.4) 17 (1.7) 17 (1.7)
Breast cancer metastatic 1(1.5) 1(1.4) 11 (1.1) 7 (0.7)
Cancer pain 2(3.0) 1(1.4) 3(0.3) 1(<0.1)
Cardiac failure acute 0(0.0) 1(1.4) 0 (0.0) 3(0.3)
Cerebral infarction 0(0.0) 1(1.4) 0(0.0) 1(<0.1)
Cough 0(0.0) 1(1.4) 1(<0.1) 1 (<0.1)
Diabetes mellitus 0(0.0) 1(1.4) 0(0.0) 1 (<0.1)
Duodenal ulcer 0(0.0) 1(1.49 0(0.0) 1 (<0.1)
Electrocardiogram QT prolonged 0(0.0) 1(1.4) 0(0.0) 1(<0.1)
Haemoglobin decreased 0 (0.0) 1(1.4) 2(0.2) 3 (0.3)

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 the denosumab group and coded using MedDRA
version 12.0.
? Includes all adverse events
Japan vs All = Japanese subjects in Study 20050136 vs. All subjects in Study 20030136

Source: Table 14J-6.3.2
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T/ATT
F2J5 BEELGHEEZR (BEXE) (JapanvsAll)
(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 (%)
Hepatic function abnormal 3 (4.5 1(1.4) 7 (0.7) 10 (1.0)
Hypocalcaemia 0(0.0) 1(1.4) 2(0.2) 5(0.5)
Leukopenia 1(1.5) 1(1.4) 6 (0.6) 6 (0.6)
Metastases to liver 2(3.0) 1(1.4) 28 (2.8) 20 (2.0)
Metastases to meninges 0(0.0) 1(1.4) 6 (0.6) 5(0.5)
Metastases to peritoneum 0(0.0) 1(1.4) 1(<0.1) 2(0.2)
Oedema 0(0.0) 1(1.4) 1(<0.1) 1(<0.1)
Palpitations 0(0.0) 1(1.4) 0 (0.0) 2(0.2)
Pharyngitis 0(0.0) 1(1.4) 0(0.0) 1(<0.1)
Pneumothorax 0(0.0) 1(1.4) 5(0.5) 2(0.2)
Pyrexia 0(0.0) 1(1.4) 26 (2.6) 21 (2.1)
Sinus bradycardia 0(0.0) 1(1.4) 0(0.0) 1(<0.1)
Spinal cord compression 0 (0.0) 1(1.4) 8 (0.8) 6 (0.6)
Urinary hesitation 00.0) 1(1.4) 0(0.0) 1(<0.1)
Ascites 2(3.0) 0(0.0) 5(0.5) 10 (1.0)
Back pain 1(1.5) 0(0.0) 14 (1.4) 8(0.8)
Deep vein thrombosis 1(1.5) 0(0.0) 8 (0.8) 4(0.4)
Depression 1(1.5) 0(0.0) 1(<0.1) 1 (<0.1)
Disease progression 1(1.5) 0(0.0) 12 (1.2) 11 (1.1)
Epigastric discomfort 1(1.5) 0 (0.0) 1(<0.1) 0(0.0)
Fracture 1(1.5) 0(0.0) 4(0.4) 1(<0.1)
Gait disturbance 1(1.5) 0(0.0) 1 (<0.1) 0(0.0)
General physical health deterioration 1(1.5) 0(0.0) 15 (1.5) 20 (2.0)
Hepatic congestion 1(1.5) 0(0.0) 1 (<0.1) 0(0.0)
Interstitial lung disease 1(1.5) 0(0.0) 1(<0.1) 0(0.0)
Metastases to bone marrow 1(1.5) 0 (0.0) 2(0.2) 3(0.3)
Osteonecrosis 1(1.5) 0 (0.0) 11(1.1) 18 (1.8)
Pain 1(1.5) 0(0.0) 8 (0.8) 4(0.4)
Pericarditis malignant 1(1.5) 0(0.0) 1(<0.1) 0(0.0)
Pleural effusion 3(4.5) 0 (0.0) 25 (2.5) 24 (2.4)
Sepsis 1(1.5) 0(0.0) 4 (0.4) 2(0.2)
Speech disorder 1(1.5) 0(0.0) I (<0.1) 0(0.0)
Streptococcal bacteraemia 1(1.5) 0(0.0) 1(<0.1) 0(0.0)
Thermal burn 1(1.5) 0(0.0) 1(<0.1) 0(0.0)
Thrombocytopenia 1(1.5) 0(0.0) 11 (1.1) 12 (1.2)
Vomiting 1(1.5) 0 (0.0) 31 (3.1 31(3.0)

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 the denosumab group and coded using MedDRA
version 12.0.
? Includes all adverse events
Japan vs All = Japanese subjects in Study 20050136 vs. All subjects in Study 20050136

Source: Table 14J-6.3.2
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£2J6 BEABRECEBRLE-ARELOEENNHIERLCHATER

(T/ AT T#)

EREES

EEREEER

i

FRERFRQ(D5

BISEE
Adjustment disorder

(729 A BHH)

R B, B, R, B, BMicERB L ZHE, BRER
SR 4R R

EER I T A H =T A T hEER
PARTIZ RESEHR R e

HRE: IRvEFEY, FFAVART, VI/aTF AT
7IFK, AY FLFE—F
WBREITERA, LORMRBR LW Lz L v B/
{z 72 o Tz,
FEEREBROMBICHRBRELZRS L TWVWE,

20 AEEIFE L, BEE L,

Rk aRF0()D6 %

LT E
Cardiac failure acute

(27 B BRH)

fEZE
Cerebral infarction

(30 A ERR)

EBORERER, RERIIRL, A2tk
RELBMHLRERECHEROFEMEAEY, T E
v, 7akvI R, AR F RS MEERECHEET
H 5, PHEERRRBEIC L0 #BRE N2 EKIC
RoltedAEU-TiEERD S,

AR ZEIIRESRICEBE LA, LR 3 » AT
bREE TH o7z, REMROZDEBMOFERIIESNT
VR,

FEEEXE()()DT k

Bh4Z Palpitations
(511 R BHR)

W HEREE, PRBEBEETE. SB0LE,. SiE,
B, TR, B, FsH

HRE FT5—Fv, FHAY M, FXV—N, THFP—
b, ¥vFwr, LREIY THAT—
EBRERSBIEEESRRRBRRAL-OEEMRITET
0

36 ARERITIERLE,

*ERERR()(IQ *

2 M Anemia
(679 B BHRR)

I L%, BiEmiE

HRE Fxx1rvzy, vxyYFurvzy, FHRVaL
F. BV FAB, T RVWRARZFY

% 97 BOKER, BRERETILELITIETF TV T
vERERR, FOBO Hgb EiX 9.0, £ 7 RE~ES o
EUER 64 720 B A AR, FEHECENESRE ST
INREER L, RO M E UEFR S5 LY EE, & 113
BiziEBRERELZBRA L,

BREVEMEZEZ LEFIRELZEZ N3P HRED
AESUEVEOEBOREMNSGREMBENM TH S &
HWr45Z LIXTERY, 2O, IRRIE L OBEMKRT
BETE W,

49 BEBEIE L7z,

A RE¥()020 %

EH NS T AMEE
Hypocalcemia

(44 B BEH)

IR FRIRE (FIRBRRW. LEFEE. sk, #
W, EHLT T AME

BERIANT T AMERX 75 mygdL, BREAFENTIN
LAY T Y AV FORBRAZBEF TR o7, 1B
EE BB 6 Bk, LN, REBERELD, H & &K FH,
3 B#%. RELBROLZDAR, BROI LI T AMER
55mg/dL, L-TARXSXEUVBAINC T AOREFHIEL
-, 0%, HBREOCFEBRIENT L, ARK 11 AR
RUMAE TFELE L7, BRBHEEHAES Vo AMEE & &
FIVDRZORERE R ST EELZONIN, RBRELD
BEH LT ETE RV, BEREE-RBRIXEREOE(L
NIZREBRICESHMOEIZ LA THY, IBRE L DE
R,

91 H TR AR IR ANPRRR I E ZHa % 7o
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F2J7 BEABBECRBELLABELOMEEAHIERCHEER
(VUL FovBE)

HREES EELAEFRR &8
5 ->9% Depression e (39F) LIEMARE, BRMESEDLDNBAAR L 2
(229 H BHH) D, MEROREZHH Lz, MERERHKREICTLHR
GRER R AR A2 I B ME & HB, ARBFL D 5 DIERBEH, L —F
Deep vein thrombosis 309 oREBIEND, BHRRELHEKL, 4 BE
AEERER0030 * (233 H B #H) ERBERR, BEEREIZTY b— F 3 OFERFHIRDL

RO L 2N, MR EZ ALz, 5 DERO T DHIBRT
IEEHB LT, BBRERETOEHZTHD, 50, TE
BIRMAREIZOWTIIRREL OBBEH®ETETE 2N
LHIBT Lz, FO®YOLFEHHIROAAEZTERLTY
o k72, VoVHREMEMEREELE,

‘B 53 Osteonecrosis S~ FERTICIRE DBEEN H 508, BAANE 1 FELLADORQ
(379 B B %#H) FERAEEHR. 7T FBARR -, BET A=
—/L 500~800 mL & Z 3=z 10 AEERL T\, F£7,
WRERZBEZFERH LTV, FIERESH 11 7 A% O
HAEERFONIL¥ AREICTHET6MICEROERBR N IBEIZR L,
40 B, ERFICETLLESEREZED 5, S HEOCR,
940 A, HRBIRSERTS & & LICTHRAET OB
BEHZHERE AT L2HEETI1~35)., Z2£EEIZIZ

RGN/ AARY. La N LEEE:9P

HELEEFR (EAE OBREHEMERZITH. pERTY X 7 Z%2 EH L THIASI-1.505
WWRLT, 72, p<0.05 THo T RTOEREIZOWVWT, V A7 ZEZOSHEFEERD 95% CI
X 2-4 IR LT (FREHAATMIEOFMIZE 112 EHEZBR), A7 vy AN ERETY
L e VBB CREAENEL T/ A THTERERMMBVWEERFR T, #iz, Alcrey b
SNTEREAEIT ) A THTRAENELL YV Fe VB TRRAEMEVWAEERTH S,
B, ZORBFTTRZEMORELZTToTW Wk, ERNBITTH D,

AT, YL Fr VB THERAENE > EAESER (EAE) T4FBLRTH-0O
LT, T /AT HTHAERE > AEESR (BAE F5FRTHo, Y UF
OUBBET. T ACTHLIVREREARNENTEERBEEERIT, BINMARE prostate cancer,
KM pneumothorax, FEHMEEPT lumbar vertebral fracture, & ONBEHR lethargy Thotz, 7/ A
T T7HTRRAEOR» - EBEERAEFRILEF fatigue, KV /L2 7 AMIE hypocalcemia,
B HEFE osteonecrosis, AMIMEHIE cerebrovascular accident, & U588 metastasis TH o7z, (&
HNT T LMIEIZ DV TIESE 2.14.1 T35, MedDRA Version 12.1 OEARFEDEHE
osteonecrosis i$, FIMLOBFEHREBFEA TV S BELAEEROBER(T /) A< 78 1.4%,
YL Ru RREE0.7%) 1324 ZER T OHFRE THRICHE L 7= (B 20050136,20050244,
B 120050103 ERAIEBREFOME 1), T b 2 AOEERERAORBRIMLIL, G5B
BTholdd (B 20050136 OHEERFE "T0032¥ R 00B3 X)) PR b A RBEICE
BBAH o, HEHEE (ON)) HIEICET R MIEE 2.1.42 IR Y., B8 metastasis (7
JATTEE 07%, VL Fa B 02%) KOV TiE, PARBRRBLTEINLOBET
FEFEOETEFET 57201, BB FRA MR- THERIICFHE L (552144
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EOY LV FoUBEE38%THY, 3 2OERZAE N BARBROFSHMNT (Primary Advanced
Cancer Safety Analysis Set) (BT 2 EBLAEEFROMERBEORKERIL, 7/ A7 TH 5.1%
B L RorBEE42% ThHoT, LEDZ e, BAAEBRE THAICY 27 ML
LD TiR2NnEEZ BN,

AERANERE TCROONEEERAEEROMB/K dehydration 137 / A< 78T 3 4
(43%), YL FavBET14 (1.5%) Thott o WY WBOBAL UG
AE FIRA., b LIHMeFEREA - ERARS IS RMICER) 12820 THY, 7
J AT L OBEHITIEE I L . BB, AR DEYREIZRBT D
BELAERROMKOERIL, 7/ ATHI13%RY L o VBB 24%THY 32D
R & VEE 1 AR O 58T (Primary Advanced Cancer Safety Analysis Set) {237 2> EE
REEEZORAORERITI., 7/ AT 3.0%KRTY L Ra U BEE 27%Tho7-, YLD
TEMD, BAABBRECRHAEIC A BEMLELOTIEIRWEBZ bz,

ARAWRE CHOONEELRFEEFLROBE Unavsea X7 / A THT34 43%)
LR rvBBETO4A (0%) Tho! WTFRBRBOBMLICEZ LD THY, 7
J A= T L OEESIIBEI N . 2B, ABR DEREIZBIT S
BELAZEEZOBLORBRIL. 7/ ATH21I%RTY L o VB 23%THD, 320
YR Z VE 1 MRBR O RS #EMT (Primary Advanced Cancer Safety Analysis Set) (28T 2EE
REEEZOBLORERIY, T /OACTEH 15S%EBY L R BEE 1.9%Tho7z, UED
b, BAAERETEACY R BEMLEZLOTIIRVWEEZ BN,

BARAERE CROON-EERAEELROMAK pneumonia iX7 / A~ 7H T34 (43%).
YUV R UBET 14 (15%) Tholk o WTNHFEBOBEMIZXLD S DO XITE
AICRBLEA VY IAZ U FIIEILOTHY, T/ AT LOEERIITEI N

. BB, RBR D2HEREBFIZBITI2EBRAEEFROMRORBIX, 7/
AT 20KV Ra VB 25%THY, 3 2OERFZAE 1 HRAROHEEENT

(Primary Advanced Cancer Safety Analysis Set) (28It 2EELRAEEROMAORBEIX, T
JARTRE3INKRUNY L R VB 33% Thotz, bknZ &b, BARAHRE CHE
WU RZBEMLELO TN EEZ LN,

A A AERE TR b= REMEF P ERBIAJE febrile neutropenia 137 / A~ 7HT 2 4
(29%) ROV LV Fa VBEET 04 (0%). fFHERBIIE neutropenia |37 / A< 7B T2 4
(29%) RO L Fa BETO4A (0%) Thok VB HFAE (RFEE)
WEab0Thy, T AT L OBEMIIFEIN . B, BB
DEWREIZLR T HEBLRAEFRZOREWEG PERBAER CFFERBIEDCRERIL., £h
FR., T/ATTHLI%EPY LV R VBB 22%, 7/ AT 1L.6% KRN L Ko VEEEE
1.4%TH Y, 3 20U RZ/VE N HRBRO S AT (Primary Advanced Cancer Safety Analysis
Set) (2B HEERFEFR ORGP ERBUDE R CIFPERBE OFRBIT, £ F.
T ) AT TEEL6%RR Y L R VBB 22%, 7 / AT 14% KO L R o U BEE 1.0%T
Hot, ko s, BAAEBRETHAIZIY XA 7BBMLIZb 0T enwEE2 o0
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T

—H. T/ ATTRHIHBELTY Ve VBT 2% U LSS RALLEBRAESERO
L, B anemia BF / A<wTEE24 29%) ROV LV Fa B 44 (6.0%). ITHERE
B ¥ hepatic function abnormal 237 / A< 7 | & (14%) RO L Fa VB 34 (4.5%).
fE/K ascites NT / A<=T7E 04 (0%) ROV L Ko U2 4 (3.0%), KUK pleural
effusion 235 / A= 7B 04 (0%) ROV FarvBE34 (4.5%) Thot (F2-5KC
£ 14)-632), WTNORBEBOBEND D WVIIFHA LAESERRIL b0 LEZ LN, V
Ve OBESIEES L (R 14)-63.6).
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F/ART

Zoledronic Acid Denosumab
; (N=2836) (N =2841)
Prostate cancer Lm 56 (2.0) 34 (1.2)
Pneumothorax = 11 (0.4) 3 (0.1)
Lumbar vertebral fracture u 8 (0.3) 1(<0.1)
Lethargy 8 7 (0.2) 1(<0.1)
Metastasis 7 (0.2) 19 (0.7)
Cerebrovascular accident - 9 (0.3) 22 (0.8)
Osteonecrosis —‘ 19 (0.7) 39 (1.4)
Hypocalcaemia 17 (0.6) 41 (1.4)
Fatigue | A PR | o 2107) 46 (1.6)
-5.0 -2.5‘_ 0.0 N 25 5.0 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 2-4 P-value <0.05 (RFAE) DEELBEER (EKEE) O Forest Plot
(Primary Advanced Cancer Safety Analysis Set)

EERAEES (BN —THE RUCEELRAEES (BAEE) I22oWTh, ke
B IR EHEMEE21To 2 (X 2-5 RO 1AS1-2.503), T b Ot BRI &R EE
BFEES (EARE) OHBERRIESLTRY, ARORREFOBVELRETIE, 2B
TABMIN—TRABXIIRMBEOCRRELE o (P, ASIRE L WD ERBOR
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BER VR U BETEH WD, BEEBIUHMARHOBMAEMBRHFTEY reproductive
neoplasms [male, malignant, and unspecified] &9 BN —TRHBORERAEFTROK
BRELY VRV BHETEN), ZLOOITORR, VL Fu VB CRREOGVEE R
FEFR (BN —THE) L 4 ERTho7: BHERIFBIUHEAHEEE NEC
musculoskeletal and connective tissue disorders not elsewhere classified, ZEHE 3 L UFAREA DB
MEAEFASRZHAEY reproductive neoplasms (male, malignant, and unspecified). EBIEZE (/—F
vV =X L%ETr) movement disorders (including Parkinsonism), & UV4AE encephalopathies,
20 LEBEE (=Y UFERD) (F/ATTR 0.6%, VL Fu UBREE 13%),
RUBE (0.1%, 0.4%) ZEFE, WTRbLEEOY L Fe v BETE RONEEREE
BE (AAXFE) PRRINTLDOTHoTe, EBEEORREDOENVT, AEFHR (EXE
DAL EBRE monoparesis (7 / A< 78 <0.1%. Y L Ko UBREE 02%). KO BRE
paraplegia (0.1%., 03%) BRBRINIZLDTH-7 . BUEIL, AEFZR (B
AFE) DOFFYEBMSE hepatic encephalopathy (7 ./ A< 78 <0.1%, Y L Ko U BREE 0.3%) A%
FBRENIZEDTHoT, 7/ ATHTRAROBVEBRAEFS (B NV—7HE
X720 77,

YU Ru UBETHREORVWEEREEER (BB L 71FERThom: HERRE
KU EHBROER B X R musculoskeletal and connective tissue pain and discomfort, &
PERTSLARFTZEW prostatic neoplasms malignant, BB X OREBE (MHERFELZERL)
paralysis and paresis (excluding cranial nerve), HILE 7 b=—8 X OEBK FEZE NEC
gastrointestinal atonic and hypomotility disorders not elsewhere classified, H U v AT o AEE
potassium imbalance. FEI% 2% FEE NEC respiratory disorders not elsewhere classified, &% (&
% NEC fecal abnormalities not elsewhere classified o T/ AT THTHREED
BVWEELREESFR (BB IXSERTH -7 BSHJE asthenic conditions, B FEE NEC bone
disorders not elsewhere classified. » /L3 v LAHEE calcium metabolism disorders, 7~BAER{L
~DHsFE metastases to unknown and unspecified sites, & UMMIE#E NEC cerebral injuries not
elsewhere classified, Z® 5 5, HBENEC (7 / A< T8 0.5%, V'L Ko UEEEE 02%) LA
NOTF ) A< THTRARNEP-TEERAEEFR (RAEE) 1%, BIROEERAEESR

(AR PRBRINTZBDOThHoT . MEHENEC X, FITEELREESR
% (EARFE) OB TIMAE subdural hematoma (5 2< 78 04%, V'V Ko BREE 0.1%)
BRBINTZHEDOTHD, 46 THRELZLOTHD (A

0.3%, 0%], B N 0.7%., 0.2%]) o

e OERERFLIDFER, EEREETLENSRER L-ERETISE, BRUITR LV
STeBERLERDIFREBBRL TN BERFOLI ROV R 7 EFEH LTV 2d,
EMECHER UIREROBRENH -7~ GENEERD,

A& DEFRANERETIL, YV UBHL R L TT ) AT HT2% U LS
SROONTEEREEER BMNI/N—THE) B4FRTHY, T/ ATHLEBL
TV R VBT 2%ULEERL-EEREEFER (B V—T7HE) X5 FRT
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HoT o T/ ATTHTELL RLNT 4 BRIIFEREREZE NEC respiratory
disorders NEC, BREE L L UVKD /3T 2R RE electrolyte and fluid balance conditions, H MLEK
F£ % white blood cell disorders, FEAABA 72 RREEAIZ & 5 /K% SE infections - pathogen
unspecified TH o> 7= INDBLDABRINVTNLEICAROERE R FEFR (X
AFE) ERBLEZLOTHY, RO, RAAFRE THAICY A7 BERLEZbOT
aneEZLRE,

A DEAANERET, YU N UBBELEBLTT /) A 7TH T 2%U EE<
BOLNEELRAEFR (BB F5ERHY, T/ ATRHICHBEL TV Fa U
BT2%ULEHKBELLEERAFER (BB b5SERTHo « T/
A THTELRbNE 5 BRI, MIEREF breathing abnormalities, KK ER D total fluid
volume decreased, #FH EKWE neutropenias, B/ 3 L UIRMSEIR nausea and vomiting
symptoms, FRUE R L Y lower respiratory tract and lung infections T& - 7= o
INLOSERINTROLEICAROEEREEFSR (EARE) ZRRLEZLOTHY ., B
wom<, BAAEBRECHAICY) RI7BBRLELOTIEIRWEEZ LN,
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Zoledronic Acid Denosumab

Musculoskeletal and connective (N = 2836) (N = 2841)
fissue disorders NEC T 121 (4.3) 87 (3.1)

Reproductive neoplasms male T

malignant and unspecified 73 (2.8) 44 (1.5)
Movement disorders (incl s
parkinsoni(sm) h 36 (1.3) 18 (0.6)
Encephalopathies e 11 (0.4) 3 (0.1)
5.0 25#00*25 50 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 2-5 P-value <0.05 (KRA%) OEELHABER (B IV—-THE) O
Forest Plot (Primary Advanced Cancer Safety Analysis Set)

BREOBRBSDERGIEBROPLICE-EELESTER
BREOREFIECEST-BEEZAEFRORERE, T/ AT 4%, Vv Fu B

BES6%ThoT (RI1AS6-182), RBREOCERERILZESLEELZEEEFRO>H, WTh
PORERTHRI L < RONEZERIT, BER osteonecrosis (5 / A~ THE0.8%, /L K
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o RERE 0.4%) . SR RBRIRKEIET general physical health deterioration (&#f 0.4%)., X
R FREFE metastases to central nervous system (0.4%. 0.5%) ., FEWK K& dyspnea (0.4%. 0.2%) .
B OEMEF A Y HEST malignant neoplasm progression (0.3%., 0.4%) Thotz, JRBRE L OB
EHRH SRBEOREFLIIE->TEBBRAFTERIL. 7T/ AT THDO 21%K Y LV ke
VEBEEO 11%CRE L, o ZHUBHDERIL, BIEIE osteonecrosis (7 A
< 7R 0.8%. VL PO EERE 04%) ., B /LS T AMIE hypocalcemia (0.3%. <0.1%), K
2RI T general physical health deterioration (0.1%, 0%) 72 THhH o7z,

RBEOPIICESTEERAFFROERAFIL. T/ XA<-TH12%, V' L o U BREE 7.4%
ThHoTz o RERDHFILIIESTEBRAEFLOOI L, WTNILOREHT
A L < RN FRT, ENFEDHEIT malignant neoplasm progression (%#f 1.0%) . B
HESE osteonecrosis (7 ./ A< 78 04%, Y L Fo EBE 02%) ., 2HEBEREET general
physical health deterioration (&& 0.3%). #E/fE asthenia (0.3%. 02%). FARMRRERE
metastases to central nervous system (0.3%. 0.5%). KUFREEIR spinal cord compression (%
02%) ThH-oTz,

BRELOBEMERHIBROPLECE-LEERAESERIL. 7/ ATHO L1%KT
VUKo UBERED 0.7%IZFB LT o T DERIL, BEEIE osteonecrosis (7
J AT 04%, VLV Foa U BEE0.2%), KLy T AMAE hypocalcemia (0.1%, <0.1%) .
FE OB @ BEIRREMKT general physical health deterioration (<0.1%., 0%) 72 & THhH-o Tz,

RE DAFRAERE CIRIBBREOREPILIIE-TFEHERAEERNT /) A~
THE29% Q4A), YV FRVEEE3.0% 24) KROLNE, TRHOFERIVTRD 1
BT ODRBETH-T L IDOL, RBRELOEENN D ZRRECHR D
L ESEERFFEFRILIT / A-THICEREOONT, YU Fr UEHE15% (14) 12
ECLolor g e o Elo, BEABEBREOS L, BRBROFILIIBE-T-EELRFEF
BIX. T/OATTEH14% (14), L FaUBH3.0% Q4) TROOAE, Zhb0E
IV TNL 1A TODREBRTH - o DL, IRBRELOREMNH D
RROPIEEST-HERFEFRIET / ATHICEROONT. YV L Mo VBB 1.5% (1
&) IZRD L .

214 FOMOEELHFEERR

7 ) A< 7 ORRKBEEE TIX, BRINIHETEE, RANKL HE, KOE ./ 7 a—F /i
FEREICHTAIRIGE LTEZ OGN SBEEME, YRNCT /) A7 ORTT 2BEARRERY
ERL., EHAT Y AMAE, ONJ, BRYYE, LOERESR, BEUELBEETIAEEOH S
HEBL, B2, RO ADT MITHOHRE TCOBNEIZOWT, ERNCER L, Fi=,
BN ABRE CRBADERZIMTIZENEETHH 0, FARABREEMEEORKE
REFML-, MET, PARRERBLETHIINODOBRE CHEEOHERLKRNICTEMT S
L, BB FRA VU b ELTTF— 4 2IE LIl L 2R BOETIZ OV T H RAK
R L, Shic, BEEXISHHRG L BEET IO 2FEFFRIT, VL ey
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BOBIERELTHMLATVWAZ ML, Zhb bEIZEH L,

TN OREFEFRSBEOFMEIL, IREBMLEFETEEL, INLOFERR L
T ARTRE L OBEMIZOW TR Lc, REOLTIZ, &A v 7 LM, ONI, B
YuE, BEMEER, BB CBEETAIFEMOHZE L . B, BB, ADT BITHROHERE TO
BNE, ROSHHRSEBEETIFREEOS 2HEEBRIZIOVTENT S, LOLERER
RUOBHBECEE T 2 FEFROMTIC OV T, TEEDD, ’

BN T AMEE, RERREE, ONJ T HEEZBSNHEL ONI OO H 2HE
B, BEUELBETLIFREMOHIAEEFR, B2, SRS L BETAAREDCH B
FEFR, RUBEMLBETAFNEEOS 2H58EHTROEFICHA L7~ MedDRA Version
12.1 OFEAGE AT, AR DHFHRIRFEBMEE OFFEICI1Z, SHEHNK
SO THEY »o BUEE, BREBRMEE. RUREBOET (RBEEBEXIIERBIC
BET 2 M) hrvwio NEMEE) OEABLRE LES Lz, SIaROFHAREBHE
HEEOEFICH VW ERELHER WY, AR

;46 OFHREFEEMEFEOFTMIT. JEBKSEO THEY) T%Y
LERAEFROFNDL, BRT CEMHBRICZYETIELYBHTHIHL TiTo T,

BRER VLB REFROFEEROEFIZ OV TiZ, MedDRA BERIKDED [RYwE
B XL OFAEBAE infections and infestations |, [/DM#EBE®E cardiac disorders], RN [MEEE
vascular disorders] M L7z, BWEEIZ- >\ TiL, MedDRA Version 12.1 O EAFED HkE
cataract * 85t L7z,

EROFEERSBOBITIMZ T, BARFERBETIINO DBRE THEEOHEY K
FRENCFHE T 572912, 3 DOERZNVBINERR TIIFBRNT L RRA & LTRBO
HEIT (BRBOET, AL X ZLEFBOET. FIZBITA2HRBOET. RUPSAOEL R
L3 DH]) HFME LTz, T O ORERE
> [BizhiT 2 RBoE
ok Lz, 2EFHMRIC VW TR, ATV a—10

TEHILT,

2141 {BANLTDHLME

F AT IXEREMHEI L, FOBERE LT, MFEINVT Y LABRELET S8 5 /HEtH
NHdeH, BNV Y LMEOHEEEFRRUOMEINC T LREET ) AT OTTOH
e R B CREE L 7=

FEIME, BUHE, ROE N ERRIIFRLRRECEB LY, 7/ A7 X 50FEI NV
T MEOEALIZERANCHK 3~8% D —BHDIE T THY ., 7/ A~THEEHORYO 28
FUNIZR b BFICRD b,

T AT OF N ARCE N BARBR T, BENRERE LT, IV TLRUEHF I
> D ORMAEREL R HFERLE,

AETIHEI NS Y AMEOCHEERRIIOWTEET S, 7IATIVHELMFBEI LS Y A
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EREOEoMmoEmcET s 8EES Cl)e@r@rsceTmLELD) L biz,
EFV2—/V5353-AC D—ERIZTT, ZO—ERIZIZ, ONVRTHEZERBS TS
TlloAEEROMRY, BHL (AR . RHRA. KTH, MIHEZBRSICTLD
AR L L b ICRB LT, IO, ONI EHEINAZBRIIOVTIE, BHEOK
FRYEE L £ L7z ONJ ORKICET 2 BBMERATER L T\ 5, 723, ONJ LHES 7 F
SoEEICET S ZOFRIT, BREEEM DM ERESICHE SNZAEREROK
TRLIRERZBZEANDH D, ONJ LHESNZTRTOEROBRICET 5:BHMEFHRIZ OV
Tk, 3 AZEOREZ#MEL TWD,

Primary Advanced Cancer Safety Analysis Set TiZ, ONJ L H|E SN FROFEREX, T/
AT 18% (524) R LV Fa vBEE13% 374) Tholk (£1AS6-33.2), fE~x D
RBEECHEMITOVTRICBVWTYL, REHB TAEREZIRD RN o7 (BB
20050136, 20050244, 20050103, X O\FE AT IZ BT, £, p=0.3876, 1.0000, 0.0864,
R Tr0.1343) (FRER 20050136, 20050244, K TX 20050103 OIEBRAEFEREHOF 1.8 H, W
123 1AS6-33.501),

BEEESE (EAEFE) OFBERX osteonecrosis DEFEER (bbb, BEIEE =— FNtbah
FEEEZOBARERE) 3. F/ATTHI18% (524), YL Fu U EEE 12% 34 4) T
Hotr (FIAS6-22) 3 A EFRETRTCHIIREBR LEFER Tho =, T b 34 OFERIL,
KBBICRBR L=, AEER (EALE) NEERThoT /A THS2L4P 414, VL
Fo VU BEEE 34 A 274703 ONI L H|E S 7 (BB 20050136, 20050244, KX TF 20050103 74
BRAEREE —EEX 141, YCIT—ER 1-6.106, —EFE 1A-2.600, KV —EF* 1-6.105.1),
ONJ LHESINTZFRO S LEEELUANOFEEFS (BAFE) (X, 3F paininjaw (F/ X
v T7EN %, VR U BREES &), BREA osteomyelitis (14, 14). BABEZE jaw disorder
(14, 14), /AR B impaired healing (14, 14), &R alveolar osteitis (24, 04),
B U5 A bone erosion (04, 14)., MRS tooth infection (04, 14). BE toothache (0
£, 14). WERY periodontal infection (04, 14). ‘B osteitis (04, 14)., OEEEE
oral disorder (0 % . 14 )., HAEE gingival ulceration (14, 04), AN S A gingival erosion
(14, 04), RUOYBIESE bone disorder (146, 04) ThH o7z (B 20050136, 20050244,
K 820050103 DIFBRMIEREEDE 11.831H), ONJ LHESNEFROP T, FIZEST
HEFESH (FL—FKS5) 3hhot,

WP OBERIZBWTH, ONJ LHIE I N-#BRE ORF50T, hAXIT DR R
ZILTW GERERD. £, WTHOBREHIIBWV TS, ONJ LHEINEHRE OR
PHX, ONJ IZXT AARHERE S 72 ((ERERD . EBRIZIE, ARRIERO KEo X
BERRZEHRCTHY (Tabb, BERE., RIENRBIE, BEIE, RUHKRE), §FHIERS
VELENTHBREID P (GF /) ATHEIL YV Fo U BEIR), 2028 XD,
ONJ LH|ESN-FHOEEEIL, MBRSHTHRULTWELE XD,

ONJ LHIESNEEROILT /) ASTHOS24%F 184 (35%) RO L Fa VEEEO
3749104 27%) %, 2@ @R @R HE. ONI Bl (BHBORERE) LTV
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(B2 —/A5353-AC — K&K 16106, —H#£ 142600, BTF—E# 16.1051), 21l

A UEL, ONT PRI ShEBLNY L, F/AVTH IS 4L/ 1 Fo RS 10 4,7
ONT BARBETH -, 7/ 27TH N LKL - Fe oBEE13 L0, FBCT 4 F T ONJ
EREETH -, /AT TR ATS Y Pz Bt 4511, BEERENF BEE R,
ONJ DEEfHTITFROEE TRl (rhds, FERE, BTk, BTROEETRHE),

OR] CPHESH SO S, F/AF7HO 24T 33 4R - a2 CBEG 31T 4
2R ONSIZXOfEBELTIL, RYOF JA7HO 19 4R - Fo B
15 &M ONJ 228E L LD 6F7a% o 5k ik 17 (A8 20050136, 20050244,
ETR20050103 OEREREESOE 1183 J), @y OEFEREBEHLARR. /AT
TONI FHEShEEROS L 14, Y FerBRO S Lo £ 3ESRE0R SR L B
e, ONTAWEEL T (B39a—A5353-AC —BF 1-6.106, —BHF 1A2600, B
TF—E®R 1-6.105.1), “o#BEE | @50y / R0 E R bhion, ONI DiE
ETRBEOBRENHMESLE,

MEEREE L ONI LT ShESESOE LAY (FE 1% S, AEEETR., 413
BREEOWEOERE S o (A8 20050136, 20050244, FETR 20050103 OiE8EEH
WEOENSIE., F/ATTHONEPE (115%) LU - ForBE0 174,98
£ (216%) FUEHLAFRLZESPLIRERCRSEZT TR, F/A27HO 64

(69.2%) RO L Fo B0 27 4 (73.0%) R{IEFESELHE RSP EIBFCREES
TG, FTAATTRHO 14 (19%) BRUV Ve RO 4 5 (108%) BFRECER
ZAAFAA— rPEAOESESIT TV GB 20050136, 20050244, FRUF 20050103 DF5
BRIt S RO 1183 1),

FAAR RO L Fa B0 ON) OFBERC TR, 3Bofgmo 12 2 AT
F AR 224 (08%) RO - Fo B 154 (05%), 24 # ACHRER¥h 51
0 (1.8%) BUR28 4 (1.0%), 36 s A EENFR 528 (1.8%) BIE6E (13% Th
o (3 IAS6-33.5000, SO RIXF S A THT ON) AR LT LA L O BB AR
O 2RI RER L T E D EETT,

Primary Advaneed Caneer Saflcty Analvsis Sct 7, % toothache (5.7 A=78 3.8%. 7 1-
Fz BefE 2.8%) . HRR woth extraction (1.3%, 0.8%), EFHEE tooth inury (0.2%, 0%)
b1 4 R TEETE S BH LT (F2-1), 8§ wothache 1Y, PR oEBRE TR TLERE
T deais (£ 1A56-82), HEBEEORETRIIFE -t E@®mIF /A7 020 ETR -

ForBEIuER T, #BoP I E-EERRIFAEFLOLI%NERRET 0% TH

{FIAS6-162 RTFE 1A%-122), BBE - oREESHEAERERT /2= 080k
bR EEEE 06% Th-io (3R A86-3.1),

1 wolh catraction i, F 7 A~ 78148 <01%) B - Fr-EBEILTEETH-
P (FIAS6-R2), HRECROPIECT o REER., F A2 B BTV R LoRERE
DI%AMTHY, EBOMILIE« ZEEEER S LRS bhidof (3T 1AS6-16.2 BTF
7 IASH-12.2)
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2.7.4 BENEZLHEOBE
FI/IATT

BFHEME tooth injury 12, WTFNOEREFICBWVWTHEE TR, BBREOREDIEXIT
RBROFLEZESEHRELBLT VI NHIERE L OFENITEE SNz (R 1AS6-8.2,
# 1AS6-16.2, & IAS6-12.2, RTNK 1AS6-3.2), MFHEOAFFZRIL. RNICEEORE
RiIEOHEETH Y, ONJ & XEEEN 22 h o 7= (RABR 20050136, 20050244, KU 20050103 &
BREREE —EX 141, TVa2—/15353-AC D—EXK 1-6.106, —EFE 1A-2.600, K
—E* 1-6.105.1),

W, R, IEESREE Lo HERE T ONJ L HEINEFRORBRFIIR SHH
TEELTWe (BB 04%), LEMR-T, T/ AR THTROOLNIZINLOFEERD
X, ONJ BRI A7 OMCEELR2NLEEZE X b D (R 1AS6-33.502),

B2 20050136 D BARABRETIZ. T/ AT 14 (14%) . VL R U BEE 14 (1.5%)
IZ ONI BB b (F 141-6.13.1), T/ AR THO 1 4123V A Z7EAFE LT, wAEA%,
HRERR., RORBRBEEHET | FLAOKREXIAD b, ONJ I+ 2 0@ L L THAYE
BEE S, AR RLAEBIEIThb o, WREOREIFIEIE, ONJIZREET
bote Cl)r@RQEHRE. VL Fu BB 1 4103) AZ7EFL LT, HiF, 858,
BUBENED biviz, ONJIZx§ 208 : L THAYERS, BERE, TEEOBWVLRE
Te»siTiiiz, ONJ IFREETH Y, MBREOREZFHTTH 5 Cl)-@r@r 55,

F2-7 MUAHTEFERARICKY ONJ LHIEShT-ERORBE
(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 (%)
Number of 14(1.4) 20 (2.0) 11 (1.3) 10 (1.1) 12 (1.3) 22 (2.3) 37(1.3) 52 (1.8)
subjects
having
adjudicated
positive ONJ
AE
Page 1 of 1

N = Number of subjects who received > 1 active dose of investigational product
Includes only treatment-emergent adverse events
ONJ = Osteonecrosis of the jaw

2143  EBRGE

RANKL %, &L T M@k U B M E, WU Y U 3EIZRBE L TWA 7%, Primary
Advanced Cancer Safety Analysis Set TIZRREIZOWTHEFT Z1To72, LML, FEBEERBRD
#EHR. RANK/RANKL BB AOREHEE TIINATIZR VI EBRBINTRBY (Loser
et al, 2006, Padigel et al, 2003, Green et al, 2002, Bachmann et al, 1999), VX< DD RAER Tid.,
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REAMEREER IR L CIERE R B RIS 2 AT 2 HEE(E RANKL (ZRF L2V Z E AR

TW5 . EREERWET ) A<
TORRTYH, REIMHSUIRBRED Y R 7 OERE R TR RIZED bhvzhole z
EErEmEE (AR Xid R ARk ot GAB )36

Exge L-E ITRRR, YCIEEFEEORRBRLEL MR L L2F HERAR
20010223 TiX, 7/ A< 7HEICE Y | KM EFEHRY 7ty 7T a 7 7 A Zx L CER
WRHICRBE L 2 5 ERIIBO bz o7z 3
BT a7 ) COEEIIRTET /AT EREORELRDLN
RU o L2vL, REREIZBT AR T TOaER 251
v .3 TRy (e

RRAE2EOMATIZMZ T, KERBRIEOBT L ER L 7= (RERPEOEFHI AW
MedDRA EAZE R, REREEORBRRIZONVTIE, 3L A DBEEKART
T AT TR L BB L ORICEIRD bR o, L L, BIEREHEBRIE &2 X5
& L7238k 20030216 Tid, BERX celllitis (7 / A<T7802%, 77 R RH<0.1%) RO
= erysipelas (7 A< T7 8 02%, 77 RE 0%) 25, EHEZKEBIEOREEIZE
Rl d LN | . Z
NoDOERITRIZEL, KEAERUFEIRIEEREE 2 EOBREFICBEEL W, 7/ &
< 7 OBREHEIIRKEZEEND ORR & 2 b 0FER L ORICRFREIMBEEMNIRD bt
EHORERBENRHEME & WM T 22 Li3izrot,

BB RYME DL DRERIIEIM L TRV KRB 20030216 TF ) A 7THEIZLY
B EBIE I £ B ARRDEA L7 2 SIS oW CIBIRSEE TH 5, A{LHIELS RANKL %
FELTEY, vV ATRANKL #FAET2 &, EENOHIEE THEOESHEAD L, R
AN RIEMRIS DR LIz WO BRENRH D

. B 20030216 TAPTRMEBL LEBMBRIRT )V ATHTLVEETH-nE D
Dy, BAEVIIKEMRIGENT ) A THTIVBOo7 eIl ABRIZEDRENE Lo
EIMNIOWTIERATH B,
SRBR 20030216 TEHE L K EBPEORAEIZENR LN Z LITMZ T K
. R TD RANKL {&H# & #Hzm D BEE
MWERFEE LB S Z L )5, Primary Advanced Cancer Safety Analysis Set OfFATIEE & U TR &
BUEZHOLPUDRE L,

£ S0

Primary Advanced Cancer Safety Analysis Set Ti. BB IR [BEER X OEFE B
infections and infestations] IZEHFENAFEFROKEHRKL, 7/ AvTHLEY L N BE
THEEL TV (F/ A7 T8 434%, VL Fa B 42.9%) o RBBIED 5
b, BB I RonzESR (BARE (WThroRSBETEERE S%UL) 1, REEE
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Ron/-E4 (EAFE) 1T, WM&k pneumonia (& 0.5%). BUMFE sepsis (B 03%). &
CRUMSEMES 3 » 7 septic shock (&8 02%) Thoto, BEERBELIE & RRRIZ, FBIZE-

T R LIE DR R 4 HBR ! A THE<0.1%, YL FeUBEEE 0.7%) L VR
(2.8%. 1.8%) (2.1%, 1.5%) TE»-o7=, BRELOBEEENH
BIIZESTRESEIIRD b d o7 0
BREORSPILIIE - BRMEORRFIIELS, MEEHBTEEL TV (F/ R+
TEE 0.8%, VL R U BREE 0.7%) RBROPILICE o REPEIZOWT D,
FEEROBmA R Sz (0.5%. 0.4% o BREOEEPIICE T EE K
YufE (BB 0.6%) RUOBBROPIUKESEERBEPAE (0.5%. 04%) OFREEL W5
HETHEL T R o
HEESR (BLEE) ©7 FUEKERS staphylococcal infections (0.5%. 0.2%) . 5./ &
V7RI BD LN ZT . 7 FURBERRIAEEER (EXFE

D7 R yERERESE staphylococeal infection (7 / A< 78 02%, ¥ L Fa U BEEE<0.1%). 7
R BRBEMERUNE (0.2%. 0%). 7 FUEREM¥ER staphylococcal cellulitis (< 0.1%, 0%)
DOTPRELLD O THT o 7 K U REBS 0 AR E BB L —
7 RFEDOME RYLAE bacterial infectious disorders (2 DWW TIIR GBI TENRD b2 -
T (F ) A2 TEE46%, VL N U BEEE 4.4%)

R DEAEAEBRE COREIASE r@ﬁ’ér%ilﬁ#i&r infections and
infestations| ICRENDIHEEFRORBEEKT, T/ AT 60.9%, VL K U BEEE 74.6% T
Hot G HEBHY K KRBT REBYE L, BMHERA nasopharyngitis (46.4%.58.2%) .

BEREZ% cystitis (7.2%. 9.0%). AfiZc pneumonia (5.8%. 6.0%). BB cellulitis (1.4%. 9.0%)
Thole, RRELOBEEMNSIBBEORBIL, 7/ ATHTHEDLNT., YL R
o UBEET 104%IZBD b ERBREORBREIX, T/ AVTHT
5.8%, L Fua U BEET45%Té o B K R o= EE R RPRET
fi# pneumonia (7 / A< 78 43%, YL Fa B 1.5%) Tholz, BEELRBPEDR
HBEBZONWTE, T/ ASTHALP2AROY L Re UBEE3 4T 2 4 N HBERET
Holehd, FNUNOHERE CIIFEINR ) -T2 o BEIZXVRITE S -
WEREIL., YV P VB 14 (1.5%) 2D b, BULIE sepsis IZE 2 b D TH o7z

o E, BREOKREPILICESTBYYEIX, YU N UBEE 14 (1.5%) 2B
7 osteomyelitis 3B LA, FEE TH Y AEBRE IIRRL M L7 36

o

B2 R B

Primary Advanced Cancer Safety Analysis Set Tld, FZERIWE ORER IR GREM CHEE L
TWre (F/ A TEE3.0%, V'L K VU BBEE 2.7%)  RERME D AR ERIICRATSH,
FEERIIREHMTREULTRY ', ER cellulitis (7 / A~ 78 1.8%,
L Ra U BRBE 1.7%) . F13 erysipelas (0.6%. 0.5%). FERAME skin infection (%8 0.4%) .
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TR subcutaneous abscess (0.3%. 0.1%5) , WRietd /7 W8S infected skin uleer (0.1%.
<0.1%) , BRI impetigo (<0.1%. 0%), RUFEMHEHABLYE necrotzing fasciitis (0%, <0.1%)
Tar o, BT ORRST, AR 20050244 (F A TE 3%, - PR LW
=, BAEE 20050136 {32%. 3.5%) ZRUF 20050103 (33%., 2.9%) IV EErof. LAL,
fl oo I o T, R TOR\FIELSTER TEEL T,

HEAEMEEEOBRES, F/A77H 09%, Y1 ForyBHE 07%Tha (R
1AS6-362), EELINBREZAEEE (B TRIL. BRM celultis (F/ A
FHO6%, b Fo - 04%), AFE erysipelas (0.2%., <0,1%) . IZR¥REELE skin infection

(B <0.1%), 7 FiRSIBIS subcutaneous abscess (M <0.1%) . BEEEEES nfected
skin ulcer (<0.1%, 0%). RUBEIMAIMNG necrotizing fasciitis (0%, <0.1%) Ta-oir,

EELEMBEREDS 2 MU EREBEhAEDE, FAATTED 24 (<0.1%) (ot
B RTSEy BORS L R oEREG LE UUTTER) e h | ShE SR AR
EROHEFSMN 2L ERD SR, FEROERHR S 13 HEIRTH 27 (A8 20050136
EOF 2005024 IEBRIEHEHOE 11.82 1), SMnic, BN mWREYEN RO oo i
Bk, BERANG, Vo GEREE, ENCERME. LILsRMAAGE, #RARMAESE, RO EEIRR A
., COERBIT LD TEGERE, B, oY SRR, $IRTe, RREERH
i Co N EOREROIZ, BIREOEREE, AT a4 PR, N2 EMHRSEEC kTR
¥, ERBREORRKTAHBEFALE L T, EMERIESEE Lad o oiiss
PF A THEN Ve rBHEoS 4 AicRs bR, EMERENER LT oM
TR I E RN TR B IREIC X D 0l L7 (3% 20050136, 20050244, B TE 20050103
ORI REECE 11.821H),

HEE 20050103 T, T/ AT EHOERECER LR RR cellulis (HERUER SR IaHE
#20 x A, BEALSE AN BEUV Lo rREOHRS CSE L Bt g
neerolizing fasciitis ((FEERESEMKE 15 + 8. BEEL# 1 2 B) D 2{fiEkcEsfE
WERSLE T oo e (T IAS6-7.1 B USABR 20050105 6 B8EE S11821). chaid,
it b B EEERIC L ERE L SEEEERES R (R IASE-TY.

FREOESPIECFE A EHBE R WERED, BIE cellulits (F/A7ED 1 4

(<0 )%]) B CREGE: BT WIS infected skinulcer (F./ 27 7HO 14 [<0.1%]) TH-ok

(F TASG-18.1), FEGPLA EIRIB & T Lo i F B A b L (3 [ASe-14.1), 1T &
A ¥ ERRLLEE (TS EREE & OB EE T T E S (8 IAS6-3.2),

3OO EFLAFENHEEROBSR, SRMI-CEHT, Y Fe BRIl TF A7
Home (ERGEMBRELASH) OUAZMHEESNES D Fidikiatt,

B 20050136 @ AARAFEEME RGO EMBEREE, ¥/ AT 14%, Y1 FR
i 0.0%THN, B bh i EREARIIEE cellulitis (F/ 2= 78 4%, Yl e
B0 DA TH o (F 14-6.122), B EMBREISED btz 2k (& 1416.12.1),
Fiho. BRECBREEUFEBOPECE o ERE LED N2 (F 141633 TR
14)-6.3.4),
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2144  EHER

AEIIFRFEREESEE, YRICBICBT 5REB0OE®TR RESREBOEITE TORRM
WBETAHAT—F 280,

T ATV, FEERRBOBR, BRAMDOY X730, DADOHEME L &B 2 IE T
DREEENRENTNDS, T/ A-T7IZiE, BEEERRZNVEEZEZONDED, BAEHER
THHF L L THEEERZ DNA HEIBE I, FEYLHROATFXIIHBAE,. H5H 0
HEFHIBERBREOETICL2ENAMER L OBEELRD N TV ARV, FERBRERBR O R,
MROEFUIHEFEIZHTIT / A 7OEREIRDONTELT, £0O—F T, RANKL
FREIZ L > T, R LR OISR BRE I L . 7o, EEHM
FiZ%9~ % RANK & TFRANKL O E#EH Z#R5F L7z in vitro ABR TIX RANKL i & MILEE,
AISZRBREE, XX AT/ —<HIREKICE W THEZFEY T, HEZHFE L8, RANKL ©
FAREIZ Lo THfls e . RANKL
FRERX TR TOBEEET NV TERZDIREZTRLTEY, LBV RAET VTR, BADOH
REEME L CEFHRMLERCER L, TowmEONRAET NV E2ANTZZEO in vivo RERT
X, BRTHWTY, MlgEHE, SRBEE, ROFALVECVREOHFATHAWTS, L
Aov MEBERTRBEBBEICIN L TEREZRIEIERVI LN RENLTWVE, S5
RANKL FHEIZ, E#EHO v MEREIZX LT, thoBEERE ORI X v NS R 2R

Y

F A7 A7 a7 ) (osteoprotegerin: OPG) /RANK/RANKL & ¥ O EFHAEICEET L H
BEREHEIIREN TR - o

REETOT /) AT OFBRRVBERBRTIE, T/ AT7HREEIBHREEDO Y 2
7 OWMKXIBMEREOETIIR O o e, EE, RBISEM~ 7 212 RANKL fREZK
(OPG-Fc XiX RANK-Fc) ##&E L= Z A, BEMRK. EEHEME, XIEBOBNRD
2% (Vs 3 2 o PARRRBHERIE TV v MERE
WHESEBEBDEZRE LAE I HRBR T, EMEREORBERRLT ) AvTHL S T®
RELOMTEEHULTEY, PABREOCEHAL NABETRVWEROBIZBWTHENRD
Lot - . BT,
T ) A2 7N X BFEERIGITHRMERE DR T 2 R85 208 AOEMe., BEOEEOR
LA, FHEMEEORESRIINR L LEBEFEMICBIT 52— RORFEHRRLFRARET
& o Tz, RIS IR DTRE T ADT 25T TV A HEBRE 2 xi5 & L7- 508k 20040138 TiE, PSA,
FUFITI 74—, ROZETFHRREORBOBEICLL - TFMm LR, T/ XA~v7#
HIZ X2 BOETIRO N2 o T,

T ) AT TEREICL > THRADOREERERICHTAELCHMOBEAMETRIIRD LN
TRV, PABFEMIZBWTHREMEEORERUVUNAOEFEZIHT S Z LI13E

11
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7z (U o

e ML BAAEBREIZBWTH, ARBREEK LEROBENTIN. W
BOEITIIMBER TRE TH - 7- (N — KH 0.94 [95% CI: 0.63, 1.40]) R

TiX. SRE OFHMBEE B ICBET 28T L & b, WHOETEFAET 5800
T EREAMLIZA W 3 Dok GE/NRRRE., ZREEHIE. £ofmomE) (2o T,
E. TRTOREE., K10 AL EOERE LHLAN B~ OBEFERE (520 &R
D) IZOWVWTHREBRICER LT, TOFKR, Bx OBBETORBOETORRIL. £FH
BOERLMBEBEL TV = 0.7500) R URER
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Zoledronic Aﬂ% f“ g%swv

Denosumab

Risk Set

1.0

0.8

0.6

0.4

Proportion of Subjects Without
Disease Progression

0.2

0.0
Dmab

274 BRAREHEORE

Study 20050136

Study 20050244

Study 20050103

--Zoledronic Acid (N = 1020)
—Denosumab (N = 1026)

----- Zoledronic Acid (N = 890)
—Denosumab (N = 886)

—Zoledronic Acid (N = 951)
—Denosumab (N = 950)

1020 686 462 240 65 1890 356 189 98 34 1}951 507 246 108 50 16
1026 693 453 241 65 3886 352 173 96 26 0|950 518 273 111 51 18
0 6 12 18 2 00 6 12 18 24 300 6 1 | r !

6 12 18 24 30 12 18 24 30 12 18 24 30

N = Number of subjects randomized

Study Month

H 26 2£RZOETETOHMIZET S Kaplan-Meier B

(Full Analysis Set)
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2.7.4 BERMRSHOBRE

overall

Proportion of Subjects Without Disease Progression

----- Zoledronic Acid 4 mg Q4W (N=2861)
-~ Denosumab 120 mg Q4W (N=2862)

3 0.0 -
Z oA 2861 1549 897 448 149 18
Dmab 2862 1563 899 448 142 21
] T 1 i i i
0 6 12 18 24 30
Study Month

N = Number of subjects randomized

H2-6 2F/BOETETOHMBICEY S Kaplan-Meier B3

(Full Analysis Set)
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3 SOBENHERRIC L 2HEMITICBW T, RBOEITETOHMIT. How2RAICK
HET (RBRYMT RCEHHRT) 280BG8V COEHEMCRE T (N
— FE1.02 [95% CI: 0.96, 1.08], p = 0.5456) U . T AT TEDE
2137 4 (74.7%) ROV L Ra U BREEOE 2112 4 (73.8%) IZRBOEIT UL T AR D &
gV  ABOETUIFETE TOHMOFRIEIZ, 7/ AT T 83 v A (252
A). YV e vEEET83 v A (252 H) Thok kU o

HowHREICEL2ET RERHM R ECBHEHET) 28 D7 RBOEITE TOHMIL,
BN (NYF— FH 1.00 [95% CIL: 0.90, 1.11], p=0.9551), AH (NPF—F
b 1.01 [95% CI: 0.91, 1.13], p=10.8499) . R UHE R 1.05 [95% CI: 0.95,
1.16], p=0.3542) 2BV THLHREHEBMTRETH 546 o

AR CBMUIC BAAEREICR O T, ARREE L RROBRITEN, K
BOETIE, Do r3FRICLARTESAEBACB O THLREMTRE TH -7 (NF
— NI 0.94 [95% CI: 0.63, 1.40]) 546 .
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Zoledronic Acid 4 m%%w
Denosumab 120 mg W4

Risk Set

1.0

0.8

0.6

0.4

Proportion of Subjects Without
Disease Progression and Survived

0.2

0.0
Dmab

2.7.4 BERHMERESHOBE

Study 200507136

Study 20050244

—Zoledronic Acid (N = 1020)
—Denosumab (N = 1026)

Study 20050103

—Zoledronic Acid (N = 890)
—Denosumab (N = 886)

--Zoledronic Acid (N = 951)
—Denosumab (N = 950)

1020 692 465 242 66 11890 366 198 102 34 11951 513 257 118 52 16
1026 698 459 242 65 31886 361 178 96 26 0§950 524 280 119 55 19

A P Y L b 1a o4 4 L Ao Aa o4 4
0 6 12 18 24 30 0 6 12 18 24 300 6 12 18 24 30

N = Number of subjects randomized

Study Month

2-7 ERZBOETRIEETE TORIRMIZEIT % Kaplan-Meier Bi$R

(Fult Analysis Set)

118

Page 1 of 2



FIATT

274 BERATEEORE

overall

Proportion of Subjects Without Disease Progression and Survived

----- Zoledronic Acid 4 mg Q4W (N=2861)
—— Denosumab 120 mg Q4W (N=2862)

5 0.0
X
g’? ZA 2861 1571 920 462 152 18
Dmab 2862 1583 917 457 146 22
1 I | 7 T l
0 6 12 18 24 30
Study Month

N = Number of subjects randomized

2-7 2RPBOETRIIFELE TORIFEIZET % Kaplan-Meier B

(Full Analysis Set)
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BICHITEHRBOETETCOHM

FEHNARR T KRERT — 7y P TEER TRV A7RFERAVWEHREFFREIZLY,
FIZBIT DRBOEIT OB A Fh LTz,

3 DOFNHERRIC Z L HEFTICB VT, BIZBIT 3 RBOETICOWTIEAEMTH

BRThHolz (NF—FE0.96 [95% CI: 0.88, 1.04], p=0.2913) 546) o T
J A TEEOF 1116 4 (39.0%) RO L Fu U BEEOR 1143 4 (40.0%) ZBIZEIT 5%
BOEITHED b o BB ZHBOEITE TOHMOPRMEITZ, 7/ R
< 7T 141 A 431 B), YV Fu BT I138 » A (420 B) Thol

KT

BIZBIT 2RBOETII AR NPF— FE0.99[95% CI: 0.87, 1.13].p = 0.8674) .
AR (NPF— FH 0.98 [95% CI: 0.83, 1.16]. p=0.8188). KU

— FE0.92 [95% CI:0.80, 1.061, p=0.2629) 2\ Tt MBI CRIKTH -
) 46)

) CEMLTEBARAFEREICENTS, ARBREF LRBEOKENRIN, B
BT ARBOETIIHBEM TRR TH o= (~F— FH 1.04 [95% CI: 0.63, 1.71])
&t 3 o
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Benosumab 120 mg QAW "

Study 20050136 |

Risk Set

1.0

0.8

0.6

0.4

Proportion of Subjects Without
Disease Progression in Bone

0.2

0.0
Dmab

274 BRORSHOME

—-Zoledronic Acid (N = 1020)
—Denosumab (N = 1026)

Study 20050244

----- Zoledronic Acid (N = 890)
—Denosumab (N = 886)

-—Zoledronic Acid (N = 951)
—Denosumab (N = 950)

Study 20050103

1020 528 370 195 41 890 280 151 82 27 951 351 171 84 47
1026 535 382 192 49 886 269 141 72 19 950 399 210 102 47
\ \ | \ [ \ I i \
0 6 12 18 24 0 6 12 18 24 0 6 12 18 24
Study Month

N = Number of subjects randomized

2-8 BIZHITAFRBZOETETCOHMIZEAT 5 Kaplan-Meier Bi#2

(Full Analysis Set)

121

Page 1 of 2



FIATT

Proportion of Subjects Without Disease Progression in Bone

Risk Set

274 BERNZEEORE

overall

Zoledronic Acid 4 mg Q4W (N=2861)
Denosumab 120 mg Q4W (N=2862)

0.2 1
0.0
ZA 2861 1159 692 361 115
Dmab 2862 1203 733 366 115
T | 1 l T
0 6 12 18 24
Study Month

N = Number of subjects randomized

X 2-8 FIZETHRLOETETOHMIZEIT 5 Kaplan-Meier B

(Full Analysis Set)
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PSA {&

FER 20050103 IZBWT, PSAEX FRMREMBE T3 » AT LICRIE L2, X—R T 1 VR
DPSADHFRAE (Q1,Q3) X, 7/ A< TET 585 (18.2,225.6) ngmLRUY L K VR
T 60.0 (19.8, 202.2) ngmLTh -7z (B 20050103 IEBRRIFBREEDE 14-4.53.1 RO
14A-4.5.10), PSA (FRMHE) X, B 45 BE THELON—RTA LV LLHBRLTERED L
AARD O (B 20050103 IRRBEREE 5592310 R K 2-9), PSADN—R T
AP DEALEDOHRME (Ql, Q3) IX. B 49 BTENEN, T/ AT 43 (02,
275.2) ngmLE O L Ko U EREE 34 (-0.6,297.9) ngmLTH V. B 73 BTENEH, 32 (1.5,
264.5) ng/mLET*61 (-0.1,389.2) ng/mLTH-olz,

3400

3200
3000
2800
2600
2400
2200
2000 -+
1800 —
1600
1400
1200
1000 -
800 -
600
400
200

U_&y%&54%%§ff,”.it_m,

-200

&AA Foledronic Acid 4 mg Q4W (N =951)
&5 Denosumab 120 mg Q4W (N = 850)

1
]

|
0

Prosiete Specific Antigen (PSA) Percent Change From Baseline (%)

BL 13 25 37 49 61 73 85 97 109 121 133

Study Week

N = Mumber of subjects randomized

B 29 PSADAR—RSAUhbDEE
(Full Analysis Set)

2.1.45 BEECRETINEEOHLIFEER
TRTOE/ 7 a—F A5, Bl BBUERSE OBENREX NS, T2t MY
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T/ 7 a—FAREOERE . EO Y A7 HE  HEREFHREL MR LBRERRTIE
7 A7 LBBUE & OBEMHIIRD LN TVRY, T/ AT LRBERE (hEFE
angioedema, 77 7 4 T % L —XJ& anaphylactic reaction, EEJEZERBIVEA severe cutaneous
adverse reaction ® MedDRA fRHER I [SMQ] [BBUAE hypersensitivity & UFEYBEUE drug
hypersensitivity #&te] ICXVEELE) & OBEMZRET 2720, RYTEHIELRIZOV
T, RERH, BEE, RUEREREFMmL-,

Primary Advanced Cancer Safety Analysis Set TiX, 7/ A< 78 1524 (54%), YV Fa
FARE 108 46 (3.8%) IZ BBUE L BET L FREMOH L AFFRMBABD b 0
WTENLOREHTRD bNBBYE L BET 5RO FEFFRO O L. BRI L
Ron7-HBRT, BEEFE faceedema (F/ A< 78 1.0%, V' L Ko VBEEE 0.6%) . REUE
hypersensitivity (0.9%. 0.7%) . IE#BEE drug hypersensitivity (0.9%, 0.4%) ., #ERBRIZ urticaria

(0.6%., 0.5%)., RUBHAHEAEMR face swelling (0.6%, 0.4%) ThoTz, ZH b OBEEE & B
HEHI3FREMOHIFEEFRIIHOVT, BREFHMRUHM B L R, BREORER
th & OBREM, & D WITRGHIM & OBEMIIR O bk o o (AR

KO ERMEREEDOE 1186, KEOHRE TROONEERIIIHATHY,
BEZHELTLHEEEROBREIED LN 272 (R JE6)

IBBREEREEOR 11.8.6 ),

ER L& 51, BYEBIE drug hypersensitivity &, 7/ A< T7HRON LV K VBT
FHEN 0.9%K T 0.4%DHEEREIZFED bz kT D. AR D
BREO—AN, 7/ AT OPERERICPEEOEMBBIEZ FH L, EYBEUEIZH
TEHETRTOFEFREZHEER LR, SHEMERS TTUTEWT, EWBRRIL & D
B A3 %0 & AL TV B i > 384 (45 paclitaxel [Taxol®]) & o BI@EM AR & hu i (R

RU ERREREEDCFE 11.8.618),

BBUELBEET LA OH 2BERAESRIL. T/ ATTH 144 (05%). YLV e
VBB S A (03%) KRD LN, T/ ASTHD 34 (0.1%) (EREM. circulatory collapse)
B/ v Ra sBiEED24 (<0.1%) (77 47F% 3 —3 3 v anaphylactic shock & UE
BRIEM circulatory collapse) AMBEE & BET 2 WEEMOH A EEERICL WV HIZE ST, 72
3. MedDRA D =2— F23N—U 3 2 120 (BRAEEREFTER) & —Ya 121 (KF

Va—/VTHEA) TEEEIRTWST 2RI BT A TEHOBRENR GE
WESTEAEEERO—D) X, AR FEHREETIE, 3 v 7 shock L #
HEEINTWS, ZhOOFFERIT, MBREAEMIIOBEMICLY . IFBRE L OBEN
NHEEINT (R JLAON BREEREEDE 11.861H), 1

REMARD bk 4 ZOFMEHER L, BEUERIS L OBEEIZ DWW THRE LA, 440
Db 24k, BRENIOBEUE L IZRZZBETH 3 L IBRELEM XTI ORERMD O
ENfz, BY D24 LT, BREROFERICEL THME LFRIIBOA TR LT,
BBRER S L ORFBHBEEE bR ITVRY, (REB U
BBRREREEOAER 11), & ﬁotn’g"zﬂrtBééfré_fﬁhﬁ@&aéﬁi$%@“¥ﬂﬂ
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NEOHEEES (FEAFEDBWNE cataract) ORBFRITELS . |REFEBMTEHU LTV (F
A TE05%, VL Fo BE0.7%) 0

2148 RUMRGCEEETLITAREOHIEEER
YU Re CBREE SEHLLEEER S D T ERMLN TV S,
o T/ ARTRETIIMEINL TR, FRICRELIZ LB, RRED
MEHREGEZ 3 BUN) RURRERERBEE 4 BRI >VWT, BMHREERET 5
MedDRA BAGEZ 5 E L THER LTz .
Primary Advanced Cancer Safety Analysis Set {Z&\\T, #&5BA% 3 BUNOBHIKIS &
BET ARSI FESRORBHREIL, VL P B 202%) OFRT ) A~ 7

(8.7%) Lv@Eh-oi= o ZOMEMNL3 SOFE N ARBRT AT THESIN
2N, BERME 3 BUNOAKYRISORESR T, Rk TEE10.4%,
L R R 27.3%) O, BB (8.4%. 1° (6.9%. 14.5%)

LV@EProle, BRLRBRENE N> HEEFRIIFHE pyrexia T, HE5HIA% 3 BURNIZT
JATTEED 0.6%KRIY L Re VBEREED T2%IZRE LT,
FRIZOVTEEMTIIZITRD b o7h, FEFROBROFEERFIZ, YL e
VAR (19.8%) KV bF 2 AT (144%) OFREN ST o
BHHR GO 2 DEAFORBEEL, RECEAXB TS LR Vv BEOERT ) A<
BLoEhrol, RHHRISLBEETAREENRS 2EERAEFROKRERHE% 3 BLA

DREBAFL. T/ A< THTOI%RBR YV RV BET0.6%Th-o7- °
BEREHE 3 BUNOBMRMRISIC X VIEBRERS 2 HIE L EBREIL. 7/ AV THT
DT, YL FaUBETI4A (0.1%) iIZRBOLRE o

BEHM% 3 BLNORER L FEE, RERBE 4 BUNOSMIRE & BE$ 25 rl et
HAFEBRZBORBERL, T/ ATTEHT 260%R RV Fu U BEET 35.7% Th-o7-

D BARAERE T BE55A% 3 BUNORMHIRIG & BE+ 5 ATREMER
HOEEBRIIT /A TE11.6%, VL Fo U BE 38.8%IZFED b . B
AAFREICIBO TS, FBE pyrexia PEDESEEHAL, 7/ ATHT29%, YL Fav
FARE T 284%ICRBR L7z, BMMNKISLBHETAIFREERS LT RTOERNY L R @
HTEIBOboN, BRE4ABAUNOSHIRIG L BEET S RIREERH LG EERIL. 7/
2w TRE31.9%, VL Fo U BEEE 582%IZRED bz o

215 BREINXIFEEBRNEESEROMBH
HEHE, RUE-HAESEE, ROZOMOBEEZEEERICEIT 5BERROER D
FRBREFIZONWTIE, ZhFh, BT CHEt L, Z0HE
LD EREEROBEE L EET 2 TREOH 2 FEFRORBEEIC OV TEET 5.
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WmZET>7, ZOETHE, LBEERVLEREOFEIRIROEEFRIIOV TR
Do
i g

AAFBHFE D Primary Advanced Cancer Safety Analysis Set Tid, 2B BIASE UBEE
cardiac disorders| PHEEFRIIREHETHELL TV, T/ 2A~T78 3814 (13.4%),
L Mo U ERRE 380 4 (13.4%) [ZRBO L o DIEEED S L, LBHI LR
bivi-ES (EAFE) 3. 8K tachycardia (7 ./ A< 78 2.8%, V'L N VEBEEE 2.6%), D>
A4 cardiac failure (1.7%.1.8%) . .LEFMED atrial fibrillation (1.5%. 1.3%) . & (\E)#&E palpitations

(1.1%, 0.9%) Tdh-oT-,

BREFHB T 05% L ERRIRIZER S - LBEZIRD ORI, LREFE
pericardial effusion (7 / A< 78£0.8%, V' L KR VEBEH 04%) 117 /) A~ THTEIRBD L
i . LERBITENER LIZHEREFICOVWTHREILEZEZA, 20£<1E, LEE
BRI EMRE, RUBBE~OES, IR ~OKRARBHICER L THRALZ O LE
ZbiL, T/ ATTREZEDZbOTEAVWEEZ N AER), LEBRITEOEE
FEFROEBAEL, REFEBTEELTWE (F/ A< T7#03%, VL Fr VBB 0.2%)

|
o

EALEER T, /L-ZEREZE NEC pericardial disorders not elsewhere classified (0.9 %. 0.4%) (%
ROEZIAROLEEITE TH o) ZRE . LRBEFORIUIREHE THEEL T

AERIRSR VLRIEE) OERBRAFFRIL. 7/ A<T7H 201 4 (71%), YV Fr
VEERE 192 & (6.8%) IZFRD LR . BERLBEEDOO L, HEBHEIR
LI ERIT. AL cardiac failure (F/ A< 7 13%. VL Ko U BREE 1.2%) . L EME)
atrial fibrillation (&#&f 0.7%). /[ME1E cardiac arrest (0.6%. 0.4%). [Lfif=IE cardiorespiratory
arrest (0.6%, 0.7%). 9 - MM congestive cardiac failure (BBf 0.5%). K OLAIIARE
cardiopulmonary failure (0.4%, 0.7%) TH -7z, HxOEERLBEEORBRRIZ, 7/ R
~T7HEY VN UBETRRERE (1%L T0E) Thol,

B TRT /A THOFPEEZVBEEORBRERE P ST-B (T /) A~T
BE 8.8%. VL N U BARE 6.0%). B U TRV R vBEOCLRE
B ULBEEORBARNAED - (RE 1.3%, 4.0%] . 3Bk 20050103[9.5%. 10.3%]).
RER BT HEERZUBEEO®RWVHEIRET, FIZ0MEFIE cardiac arrest DFIRE

(F /) A~T8 14%., V'L Ko UBEEE 03%) SRR v 7E< 0.1%, Vv
Ko R 04%) IR TE,-EZ LIZERLTY o T OETHABRBA
1 FRETROONT (DL, RBRERKRE 6 » ALLINRBRETH-72) (BB

SEIZOWT, BERT CAREMRZERICL2FEETo7, %

DR, T/ ATHRADILI0BRYY VN U BEILZD YL 241 ., EBITIE,
DEROMELETIX RV LRI h (RBk o Z
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274 BRMREMEOHME

F/RTT
PRT7 A7 33— MUK L OBER M LN TWABEM
PE/AMET 57
B, VL Fo rBoRfA TVTF=r Y

7 Z 2 A3 30 mL/min RO BEZ N0 0OF N ARRROBRN SR L Uiz, £o, X—2 5
ADIVTF=r 7 VT T R E o THRIRNESOIRBREO AR %2 FE L ISR+,
MmiF7 V7 F=rRBY L Fe CBORMXECRESNEE TER LEA. #IRAER
EOBBREEZRIE Lz, 7T/ ATV, EOFABRROCEEREN T 07 7 4 A
b, AEREIOLEI W EEZ L,

EROHIEET DD, VL Fu VEBREECIERE L TEHEEAEEL L, BEH
CEETAFRMEOLIAFFERORERIL, 7/ AT TR (262 4. 92%) LB LTY
L Ro CEEEE (3354, 11.8%) THL VIR A CDOEAFETY L N e UBRRE
DI RFERENEN ST,

T A2 TIBESE TR T AR, £, EBITRABRE T, (LERESHAE
WME 2 EOBEBEEEATIEAILY (PRAT7 X7+~ MRIOFER & XEBRID) B
BENMETLTWERED, 7 /A T7THTHEOOLNEEESLBEETIFHEECHI2FES
LORBEFT, VL e U BEORREOLEINR L R IETAABRTOERBERERLT
WBEEZOND, BEAENED>T-BERLBEETIVEMOSIFEFRIT. mF 7 L
7 F = 0 blood creatinine increased (5 ./ A<= 7B 3.7%. VL Ko BRE4.7%). BFAL
renal failure (2.6%. 3.7%). BB A2 acute renal failure (1.2%. 1.6%). BEHEHEREE renal
impairment (0.9%. 1.2%). RO RFEEIM blood urea increased (0.4%, 0.7%) T -7z,

BEEMLEETIEECH SEBLRAEER (B EELBAL renal failure) DFHEHE
. T AR TEIVL Y VR UBEOERENoT. (T ASTEH29%, YLV Fe B
7 3.6%) . BEEMLBEETAFEEOD 2EELRAEERIL, BFRE renal
failure (¥ A<781.3%, L Fu BEE 1.8%), 2R 4 acute renal failure (1.0%.
1.3%) ., MmH 27 L7 =28 blood creatinine increased (0.3%. 0.1%). R anuria (&
0.1%) ., BHAEREE renal impairment (<0.1%. 0.2%). MZEFKIMAE azotemia (<0.1%. 0.1%)
1844 <2 chronic renal failure (F#<0.1%). RTZR oliguria (<0.1%, 0%) ThoTz,

o FBICEST-BENLEETIFREOHIFEERIL. T/ AYTEH 1S

4 (05%), L FasBEE164 (06%) IEDLAT 7
BREOREFILIIE-TEEMLBEETIAEEOHIHEESL., T/ AT 31
4 (1.1%), YLV FoUrBiE4 4 (14%) K@D NTE o

RRELOBEMNHIBEELEEL TV AAIEELRSH ZFEFEFRIX, AF 7 L T7F=
¥/ blood creatinine increased (5 / A< 78 1.3%, Y L Fu VB 2.1%). BRL renal
failure (0.5%. 0.7%). 2B AR2 acute renal failure (0.1%., 0.2%). IS RFEHEIM blood urea
increased (0%, 0.2%). Z R oliguria (F#£<0.1%), ® 7 L 7 F VI hypercreatinemia (0%,
<0.1%) . BB A4 chronic renal failure (£#£<0.1%). creatinine renal clearance decreased &
IVTF=y s J VT URABL (< 0.1%), ROEZERMA azotemia (0%, < 0.1%)
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ThoTr Yo

R—=RAFGA DI VTF=r 7 VT T A 60 mL/imin ST OBERE Til, B L BE
TEHHURMOLIEEERRVERELRATFROREARIL, YV P VB (EhEi,
247% KT 1.9%) OFRT / A=TR (EhEh, 169%KkT 63%) XV &EMN-T
kT .

INLDEEDIL, JVTF=0 7 VT 7 AR 60 mL/min HA T OHFEBRE TREENRE
Mol FRIL, M7 LT F =800 blood creatinine increased (7 / A~ 78 6.0%, Y L K
o EEEE 9.3%) RUVEARZE renal failure (5.2%., 8.1%) Toh o7z,

B D F AR ARBE Tl BRI L BT B TR b 5 HEBRIL, 7 A
TET34 43%), SV Fe vBET24 3.0%) 2SS L Ty

TeERIIZIR oliguria (7 / A< 78 2.9%. YL Fu U BE 0%) RUOMHF 7 L7 F=4
0 blood creatinine increased (1.4%. 3.0%) Toho7-, BEMLEETINREENS 2EE

HEFREIMO N7 . Fl BBEOBREFLCES EHEERREV
REROPIEIZES T2 FEFRITRBD oo T Rt . TRBRER )
OREENERHIAEFERE LT, MF 7 LT F=20 M (5 ATH 14%, VL Fo U@
B 3.0%) BEHLAL o Fl, N=RFA VDI VTF=L YT T AE
A% 60mL/min AT D BAAERE TIL, BEHLBEET I WRECH 2HEFRIT. WTh
DREFIZENTLRD bR oT .
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£28 R—=RASALVIULFFZUII)TSUARNOREMLBET SARMEDSH S
FEER (EXE (WFhHh OB TREEN 22%)
(Primary Advanced Cancer Safety Analysis Set)

<60 mL/min > 60 mL/min
Zoledronic Zoledronic
Acid Denosumab Acid Denosumab

4mg QAW 120 mg Q4W  4mg Q4W 120 mg Q4W
(N=482) (N=496) (N=2326)  (N=2326)

Preferred Term n (%) n (%) n (%) n (%)

Number of subjects reporting adverse events of renal 119 (24.7) 84 (16.9) 209 (9.0) 177 (7.6)

toxicity®

Blood creatinine increased 45(9.3) 30 (6.0) 88 (3.8) 74 (3.2)

Renal failure 39 (8.1) 26(5.2) 62 (2.7) 48 (2.1)
Page 1 of 1

N = Number of subjects who received > 1 active dose of investigational product and had a non-missing baseline
creatinine clearance

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 > 2% frequency

.. e
216 EREBREBEOR2M

KARBHICEDE 3 DO LR VE NABRR (20050136, 20050244, K& T 20050103)
DEBERBUTHERO., R 12 IR LIS CEREHE QoL bibd7 /) A~T7 OBRE
T—E2RELRTVD,

3 O0DERZNVE NARRBRTIL, EFTAABE 1535408 1 L L, 540 423 2 U Eich
o TT /AT IZRBEIN (R 1-2), FiZ, B 20050136, 20050244, K} 20050103
DEXEERBEHTIX, T/ A<T7120.1 15 405 » AREGEARCBES L, MiT, &
BR 20050136 KX T* 20050244 TIIEREREFREGH L LTS HIZBEE N2 GRER 20050136 1
@010 @07 @: .75 20050244 12 201 9 2 @)-E) - @F ).

7 AT R EHHMLERF AL TEHEARTRSINTRY, o, BEETEIHV
Tehh, REARENITEYRBICESSAEFRREAEOMITIIERL o7z, RDD
WCOREHB L CHEESPEHT I L L VI AFEEAVWERBRRBOEH 21T o (R
RYMOZERVME % OFEBREORBRBMYPMOZELFHET 2720) FREHOFEFROHE
BEL, WTHLOHIE (0~6 » A, 6~12 3 A, 12 » ALK TBWTHREKTH-= (F
[AS6-40.1), HEBEROEEREL, 0~6 » HDHIR (F /) A~T78 89.6%, VL Fu BE
90.9%) DENREDOHDOEM (6~12 v A [T/ A~ T8 83.4%, V' L Fr U BEEE 83.0%], 12
# RUR (7 A~TREB827%. VL Fu B 83.8%]) LR EL., 7T/ AT XLy
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Ve VBORHREICL 2 BEAREE IRV LRI,

Fikic, EERAEEROFERFIZOVTH, BEORBE Lbicm<< 2B LixR2ho
72 (0~6 # AT/ A~T78£30.7%. v N VEEBE32.8%].6~12 » A7/ A~ T8 27.0%,
VL R UEERE 26.7%], 12 » A LR [KEE327%]), BEELRAEEROFEREIIBNTY,
TFTI)ATT RISV Fa vBORBRSORBEHRERBIRVWI ERATFBRIN (R
1AS6-40.2),

BREBEHHCIHMEL 258 (100 - FZLOFEFRERE) O, BHISAONTFE
BERRVEELRAERRII, BEOERBEMTORBRL KL TV (RIAS6-4.2 RTEK
1AS6-10.2),

HER 20050136 D B AABBREERATIZ. 04T / AT HREE17.16 7 ARE S iz (&
14J-5.1), BAAEBREIZBNTD 0~6 » HOFEFRREBREKIT, 7/ A< T# 91.3%.,
L R U BEE 985%THY, 6~12 v H (F/ A~T7F 89.3%, V' L Fo BB 100.0%) &
W12 » LA (89.6%. 96.2%) IZBWTH, 7/ AT HOEHEEFIZIRAKRTHY,
R EGIZ X2 RBEOREBIITRINR Lo (R 141-66.1), 0~6 » ADEERFEFROD
HEFLIT ) AT 18.8%. Y L Fa U B 9.0%THY .6~12 4 A (F /) A< TH# 14.3%,
VU Ra UEREE 12.9%) RTN12 5 AL (20.8%, 28.8%) IZBWTH, T/ A< THORKE
FHFERFETHY, RHEREIC L2 RBHEBITRINR o (R 14)1-662), Zhb
OEMIILAEAOERLEAS LTV, —H, YL FoUBETIIRFRERE L bICEE
RAEESZNEZ 2EMBR LN, FEFRERVCEERGFEFROXRHRET, BEHH T
L BAEOAEERERVCEERAEERORERE (100 A-FEZ L OREEK) T8V TH
R TH o7z (£ 14)-6.5.1 RO 141-6.5.2), RER 20050136 @ B AR AHERE TiX, mME+FT
AT RELAEFZOHBLERI L. SEREFCBIT 27T /AT OMEF 7 78
EORKER, 2EBREOFTRMBELUTORE N=15) & EEZ2H N=15) o0, FES
BORRELHR L=, FEFRERLIT, PRELLTOHET 100%, FPRELZ ERIZET
12 933%TH Y., ZEFFEO LR o (T 14)-631), Hx OBERFNCERELRE LR
B, T/)AT7OMF FI 7REOEVICEEL-AL A REMIRDO N2 (X
14J-6.29),

FE7z, BB 20050136 KT 20050244 Tid, ERRSHZ TEZMTARIIBOK T B bH
RBEOAIER VRO ETERTAKR T T 2R £ TER L7, A8 20050136 DIERER
g8 2@ @R @0 » 5 @)@ @ o7 —F LAY, HRER 20050244 DIER S
warsEE )@@ Qe 25 2@ @ o7 —2h bRk D, HER 20050136 X
20050244 DL ERBEH (TEERREHEERERBREMNLD) OF—Fi%. LTI
BRICENT AL EHIT, LVHEAZED 2 — 50O NLORBROEBRIEREEHE
FCHE L TV 2 (B8R 20050136 ER B RIX 581 R O3B 20050244 IER EMRE G H AR ER

HE.
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% 7. Supportive Advanced Cancer Safety Analysis Set & LT, & 20050136 & 20050244
D (EEEREEHLERERBESHNL22) 2ERBEHOFER AR DFEE
BERESHOBRTHELERERY, RRILOBR LT TRM L, T2 5, Primary
Advanced Cancer Safety Analysis Set {23 £45 7 — & 12, 3B 20050136 KT 20050244 DIER
ERESHOT—& (RBR L UGB R
REEEEE) 2 x 7= b DB Supportive Advanced Cancer Safety Analysis Set T3 5,

Supportive Advanced Cancer Safety Analysis Set

Supportive Advanced Cancer Safety Analysis Set D ZEMDOFERIL, £MXIZ Primary Advanced
Cancer Safety Analysis Set DEZEMDORER L —HIT DD ThoTe, ZOZ &IX, BREERH
TOETHADEREILT /) AT ORBLZERLTYH, 7/ AT OREE TR 7 7 ()L
BEDLLRWZ EE2TRET 5,

Supportive Advanced Cancer Safety Analysis Set (23317 2 BgEERILII KT

RY, EREREEH KR R TENENK 4 H A) O

PNZAIZ—2 L T, Supportive Advanced Cancer Safety Analysis Set TDOMEZE X, Primary Advanced
Cancer Safety Analysis Set TORE L VY b T 7T h> o7, Primary Advanced Cancer Safety
Analysis Set TDOT /) A< 7 OBREANFIL 30963 AFE,. VL Fa U BBOBRE AFIL 30456 A-
FETHDH DX L. Supportive Advanced Cancer Safety Analysis Set TD, 7 J A< 7 DBEA
Fi 3309.8 A, VL Fr rBOREAFL 326001 A-FEThoTe (ThbL, BERIIE

B 7%, %9200 A-EEHM L) BT o
Supportive Advanced Cancer Safety Analysis Set O A OREH FHIFER IRN—ZA T4V OFXHE
IR % ~ R Y, ERERBEH THIZITMb - 78R E 1T

WARWED, AOREERBER IR —X T 4 o OXE2 /M1, Primary Advanced Cancer
Safety Analysis Set & —E L Tu 7,

Supportive Advanced Cancer Safety Analysis Set ®#55I%. Primary Advanced Cancer Safety
Analysis Set C HEER, BEERAESFR, HIIB-TAEER, RBREOBREXIIRRBROP
B FEERRVEERFEESR, TIIRREL OBEERH D LHEINT-RAE
BERRUVEEBRAEFBRRORBREFIZIOVTEHAIZI—HL TV kT o

Supportive Advanced Cancer Safety Analysis Set T, B L RONTZAEFR (EAFE)
1. D nausea (5 A< 7 BE31.6%, L K VEEEE 32.3%) . &1l anemia (27.8%. 31.2%) .
¥ fatigue (FBF27.8%). HHEE back pain (26.0%, 27.3%), RBKHIR decreased appetite

(24.3%, 24.9%). R OMEHR constipation (22.1%., 242%) Tho7z ., HE
RAEEROI L, MBI RONICHER (BAFH) 13, &l anemia (5.7%. 5.9%). FF
W dyspnea (5.4%. 4.3%). AfiZ% pneumonia (4.1%, 3.5%). BAEFHEWEST malignant
neoplasm progression (4.0%. 4.1%) . FAX##E R #:FE metastases to central nervous system (3.9%,
3.5%) , FEIR AR 4= respiratory failure (3.4%. 2.7%) . 7K dehydration (3.1%, 2.8%) . &t vomiting

(BBE2.8%) . 2 HEERIREE(E T general physical health deterioration (2.7%.2.9%) . %24 pyrexia
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274 BEMEREHOBE
FI/2TT

(2.5%, 2.4%), RUMEISE asthenia (2.5%. 2.2%) Th-ol= . AEERL
HEDZAEFROVTNIZEBN TS, EROEREK L ZOIEMIZOTHREEORNEH D
bOD, TNHDEROEMW)IMEMIX, Supportive Advanced Cancer Safety Analysis Set &
Primary Advanced Cancer Safety Analysis Set T—& L TW/- (FEH£: ®U

FEFER: Rt o

DHAANEREEF T, 2ERBREH FEERRSH L ERERIRSH
MBED) OBREIL, T AT 1125 A-FE, YLV Fa URREE 1135 AFETHY, EE
ERESHORE (7 A<T7HRTAF, VL Fa U BE1018 AF) LvbFhics
olc, AEFROFERIIOVT, LERBREHN L TEERBTEH TR —K L Tz

ERBREGEHTHBN LIS RONFTEER (BKFH) 13, &Y fatigue (F/ A< TE#
65.2%, Y L Ko BB 82.1%), Bl nausea (59.4%. 61.2%). BAKBIR decreased appetite
(55.1%. 58.2%) . =MHTAZ nasopharyngitis (46.4%., 58.2%) , BLESE alopecia (43.5%. 50.7%) .
AP stomatitis(42.0%.32.8%) . L UFEEA pyrexia(36.2%.55.2%) TH 7=
FEFRLEBELRATFFROVTNIBVTYL, BRORER L ZONEMICOT &N
HHLOD, EERRSH L TEERRELHN TEROLERMIT—BEL T\,

a
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274 BEHEEHOBRE

F/RTT
®2-9 FEEBRRETEOEHN
{Supportive 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 4dmg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W
(N=1013) (N=21020) (N=878) (N=878) =945) (N=943) (N=2836) (N=2841)
n (%) n (%) n (%) n (%) n {%) n (%) n (%) n (%)
Adverse events regardless of relationship
All 987 (97.4) 981 (96.2) 843 (96.0) 843 (96.0) 918 (97.1) 916 (97.1) 2748 (96.9) 2740 (96.4)
Serious 509 (50.2) 489 (47.9) 595 (67.8) 576 (65.6) 568 (60.1) 594 (63.0) 1672 (59.0) 1659 (58.4)
Fatal 242 (23.9) 230 (22.5) 350 (39.9) 349 (39.7 276 (29.2) 283 (30.0) 868 (30.6) 862 (30.3)
Leading to study discontinuation 77(7.6) 54 (5.3) 146 (16.6) 140 (15.9) 76 (8.0) 919.7 299 (10.5) 285 (10.0)
Leading to investigational product 136 (13.4) 107 (10.5) 120 (13.7) 103 (11.7) 138 (14.6) 164 (17.4) 394 (13.9) 374 (13.2)
discontinuation
CTCAE Grade 3,4, or 5 672 (66.3) 643 (63.0) 714 (81.3) 688 (78.4) 672 (71.1) 718 (76.1) 2058 (72.6) 2049 (72.1)
Adverse events related to investigational product®
All 438 (43.2) 343 (33.6) 208 (23.7) 201 (22.9) 303 (32.1) 302 (32.0) 949 (33.5) 846 (29.8)
Serious 36 (3.6) 57 (5.6) 34 (3.9) 40 (4.6) 40 (4.2) 59 (6.3) 1o 3.9 156 (5.5)
Fatal 4 (0.4) 5(0.5) 3(0.3) 5 (0.6) 3(0.3) 5(0.5) 10(0.4) 15(0.5)
Leading to study discontinuation 18(1.8) 222.2) 8(0.9) 14 (1.6) 14 (1.5) 19 (2.0) 40 (1.4) 55(1.9)
1.eading to investigational product 343.4 45 (4.4) 19(2.2) 22 (2.5) 27(2.9) 5154) 80 (2.8) 118 (4.2)
discontinuation
CTCAE Grade 3, 4,01 5 62 (6.1) 66 (6.5) 51(5.8) . 61(6.9 62 (6.6} 91 (9.7) 175 (6.2) 218 (1.1
Page 1 0of 1

N = Number of subjects who received > 1 active dose of investigétional 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
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£2)-8 ARERRBENEY
(20050136 Japanese Subset)
(Primary and Supportive Advanced Cancer Safety Analysis Set)
Primary Blinded Treatment Phase Entire Blinded Treatment Phase

Zoledronic Acid Denosumab Zoledronic Acid Denosumab
4 mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W
(N=67) (N=69) (N=67) (N=69)
n (%) n (%) n (%) n (%)
Adverse events regardless of relationship
All 67 (100.0) 67 (97.1) 67 (100.0) 67 (97.1)
Serious 27 (40.3) 28 (40.6) 32 (47.8) 32 (46.4)
Fatal 7(10.4) 6(8.7) 9(13.4) 5(7.2)
Leading to study discontinuation 2(3.0) 1(1.4) 3(4.5) 1(1.4)
Leading to investigational product 5(7.5) 4(5.8) 6(9.0) 5(7.2)
discontinuation
CTCAE Grade 3, 4, or 5 37(55.2) 35(50.7) 39 (58.2) 39 (56.5)
Adverse events related to investigational product®
All 48 (71.6) 30 (43.5) 50 (74.6) 32 (46.4)
Serious 2(3.0) 5(7.2) 34.5) 7 (10.1)
Fatal 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Leading to study discontinuation 1(1.5) 0(0.0) 1(1.5) 0(0.0)
Leading to investigational product 3(4.5) 1(1.4) 3(4.5) 2(2.9)
discontinuation
CTCAE Grade 3,4, 0r 5 7(10.4) 5(7.2) 7(10.4) 6(8.7)
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

Snurce: 7 4 S anc
5i
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FAICRELLEERAEFFRIZOV T O ERMARE@IL, AT X9
Supportive Advanced Cancer Safety Analysis Set & Primary Advanced Cancer Safety Analysis Set T
—BL T\, PRLEEEBY, TNENOEROFERRT, BREFENT DI LICLY,
ML bbIhicm o,

RERLERR., KEE, 5, Fim, A, FE, BE. RUBHEREC X SE5ED
FEMT D WA 72 A2V T, Supportive Advanced Cancer Safety Analysis Set & Primary
Advanced Cancer Safety Analysis Set T—&H L T\ 7z ~ o

NAZNFA CRUBKRER (FA7IHELEINCV D AME, VY, LEZ VT T
=V, IVTF = UT T REET) IZO0VW T, Supportive Advanced Cancer Safety
Analysis Set & Primary Advanced Cancer Safety Analysis Set T—B L T\\/z ~

DAAANEBRERFICBOTY FHE LI EERFEFRO LR

M. 2ERKZKEHLEEIEERBEHTC—EL TV o N FNYA v ROBREK
BEMEIZOWTH 22 MEMIT—B L T\,
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274 BRHREMEOHE

FIATT
£210 ERELHERERORBFEDEN
(Primary and Supportive Advanced Cancer Safety Analysis Sets)
Primary Advanced Cancer Safety Supportive Advanced Cancer Safety
Analysis Set Analysis Set
IAdverse Event Category Zoledronic Acid Denosumab Zoledronic Acid Denosumab
4 mg Q4W 120 mg Q4W 4 mg Q4W 120 mg Q4W
(N =2836) (N =2841) (N=2836) (N=2841)
n (%) n (%) n (%) n (%)
IHy pocalcemia
Adverse events 141 (5.0) 273 (9.6) 144 (5.1) 280 (9.9)
Serious adverse events 18 (0.6) 4] (1.4) 18 (0.6) 42 (1.5)
Osteonecrosis of the Jaw
Adjudicated positive events® 37(1.3) 52(1.8) 43 (1.5) 62(2.2)
A1l Infections
Adverse events 1218 (42.9) 1233 (43.4) 1237 (43.6) 1257 (44.2)
Serious adverse events 309 (10.9) 329 (11.6) 323 (11.4) 343 (12.1)
Skin Infections
Adverse events 77 2.7) 84 (3.0) 86 (3.0) 97 (3.4)
Serious adverse events 19 (0.7) 25(0.9) 20 (0.7) 25(0.9)
INew Primary Malignancy
Adverse events 18 (0.6) 28 (1.0) 27 (1.0) 38 (1.3)
Cardiac Disorders
Adverse events 380 (13.4) 381 (13.4) 396 (14.0) 395 (13.9)
Serious adverse events 192 (6.8) 201 (7.1) 203 (7.2) 207 (7.3)
[Vascular Disorders
Adverse events 596 (21.0) 579 (20.4) 617 (21.8) 607 (21.4)
Serious adverse events 111 (3.9) 94 (3.3) - 112 (3.9) 99 (3.5)
Hypersensitivity
Adverse events 108 (3.8) 152 (5.4) 114 (4.0) 158 (5.6)
Eczema
Adverse events 46 (1.6) 55(1.9) 50 (1.8) 61 (2.1)
Serious adverse events 1(<0.1) 0 (0) 1(<0.1) 0(0)
Renal Toxicity
Adverse events 335 (11.8) 262 (9.2) 348 (12.3) 277 (9.8)
Serious adverse events 102 (3.6) 82 (2.9) 104 (3.7) 85 (3.0)
IAcute Phase Reaction Within 3 Days of First Dose
Adverse events 572 (20.2) 246 (8.7) 585 (20.6) 251(8.8)
Serious adverse events 17 (0.6) 2 (<0.1) 16 (0.6) 2 (<0.1)
Page 1 of 1

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

Includes only treatment-emergent adverse events

* Adjudicated positive ONJ events for both the Primary Advanced Cancer Safety Analysis Set and the Supportive
Advanced Cancer Safety Analysis Set are provided up to a data cutoff of-Z

Source: Table IAS6-2.1, Table IASDP6-2.1, Table IAS6-8.1, Table IASDP6-8.1, Table [AS6-32.1, Table IASDP6-32.1,
Table IAS6-33.2, Table IASDP6-33.2, Table IAS6-34.2, Table IASDP6-34.2, Table IAS6-35.1, Table IASDP6-35.1, Table
[AS6-36.2, Table IASDP6-36.2, Table 1AS6-41.2, Table IASDP6-41.2, Table 1AS6-42.1, Table IASDP6-42.1, Table
[AS6-41.500, Table IASDP6-41.500, Table 1AS6-42.505, Table IASDP6-42.505; Tables 14-6.9 of Study 20050136 and
20050244 and Table 14-6.13.6 of Study 20050103; Table 14-6.9 of Study 20050136 DBE and 20050244 DBE CSRs.
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FIAITT

£2)9 EELARERORBAEOEN
(20050136 Japanese Subset)
(Primary and Supportive Advanced Cancer Safety Analysis Set)

Primary Blinded Treatment Phase Entire Blinded Treatment Phase
Zoledronic Acid Denosumab Zoledronic Acid Denosumab
Adverse Event Category 4 (;g:%;\)?v IZ?Nng 6%4;W 4 (ﬁg:%‘;\)?v IZ?Nm:g 6%4;W
n (%) n (%) n (%) n (%)
Hypocalcemia
Adverse events 4 (6.0) 3(4.3) 4(6.0) 4(5.8)
Serious adverse events 0 (0) 1(1.4) 0(0) 1(1.4)
Osteonecrosis of the Jaw
Adjudicated positive events 1(1.5) 1(1.4) 2 (3.0) 2(2.9)
All Infections
Adverse events 50 (74.6) 42 (60.9) 50 (74.6) 44 (63.8)
Serious adverse events 3(4.5) 4(5.8) 4 (6.0) 4(5.8)
Skin Infections
Adverse events 6 (9.0) 1(1.4) 6 (9.0) 229
Serious adverse events 0(0) 0 (0) 0(0) 0 (0)
New Primary Malignancy ’
Adverse events 0(0) 0(0) 0 0
Cardiac Disorders
Adverse events 4(6.0) 9(13.0) 4 (6.0) 9 (13.0)
Serious adverse events 0(0) 3(4.3) 0(0) 3(4.3)
Vascular Disorders
Adverse events 21 (31.3) 12 (17.4) 23 (34.3) 14 (20.3)
Serious adverse events 1(1.5) 0(0) 1(1.3) 0
Hypersensitivity
Adverse events 5(7.5) 3(4.3) 6(9.0) 3(4.3)
Eczema
Adverse events 10(14.9) 8 (11.6) 12 (17.9) 8(11.6)
Serious adverse events 0(0) 0 (0) 0(0) 0(0)
Renal Toxicity
Adverse events 2(3.0) 3(4.3) 2 (3.0) 3(4.3)
Serious adverse events 0(0) 0(0) 0(0) 0(0)
Acute Phase Reaction Within 3 days of First Dose
Adverse events 26 (38.8) 8 (11.6) 27 (40.3) 8 (11.6)
Serious adverse events 0(0) 0(0) 0(0) 0 (0)

IP = investigational product; N = Number of subjects who received > 1 dose of investigational product;
Includes only treatment-emergent adverse events
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2.7.4 BBEMRELHEOEBE
FIRATT

& 20050136 KX 1} 20050244 DEBRF 5

B 20050136 KR 1r 20050244 DEBRBEEHOFBRIT. EBRHOICEEERBEHORR L
—H LT (B 20050136 IER ERFEEH R URER 20050244 IER B 58 1RRBER
EFH . ZNLORBROT—F 2K BREEFETIETHAOKEBRE CRELER L TH,
FIART OREMT a7 7 ANVPEEESR (KA V7 AMAE, ONJ, BRELE, BHEREL,
DMERESR, BBSE., BZ. BNE, BEME, QMRS EET) ORER, BEELREEF
SORE, BERBREME (l: MFEILS TLED), RURAFRRICBBLTREELTWS Z &
ZRLTWVWS, B 20050136 BT 20050244 DX EERBEH L IERERBEHOFBROME
BEZELTIE, Y2/ 27615k T 5 & L iz, RABR 20050136 EEERBEEHRUR
BX 20050244 IER ERB G HERBEREEL TV 2 — V5 M LT,

120 BR£&MH7 v 77—+

T AV tiE, 2001045 H 14 B, FDA ICEABHFEEITo 2%, 201049 A 10 BIT 120

BT v 77— rERELE (FRARBFFERTREY 2 -V SIZEDE), TRk

B, RBR 20050103 ER BRI GH IEBRAEREEL . ARBHPFOBMLE LT, 201048 A

23 AIZ FDA ~RH L7z (REARBFEER T, BREZEY=2—/1 276 F 212 HIZ, AR

20050103 EREHRFGH BRBREREELZEY 22—V SIZEDT),

120 BREMT7 v 75— MZit, UToHFEREEN 5,
#B 20050136: FERBESY EEERBSHETE RE)=Q @R »5 2@
FQAQRETOM) CRELETRTOEELZFEFLOME, LI Z ORI
FEFEROEDEICE > XIFIICE - HBREOEFIREE, ARROFERE L,
BEANBRYPBICHEERT TT / A~<7 120mg (4W B 5 2F 1T Tz,
RE 20050244: B AEEREY EESHRESHET I R@)E) @015 2@
FQAQrRLENT e Fa— A TRELE 2 EMBORER) OMTRBE LAY
RTOBERAEFROMR, YRR LT LEEREO—ER, ARBROEHRE L,
E SRR IGEBAEFRAEICBML TV,
#B 20050103: FERBESY EESHESHXTE RE)=Q@ 1@ =1 »5 2@
S@AQEETOM) CRRLETRTOEERAEEEROME, WO
FEHROEDRICE - XIFIICE - HBREOEFIREE, ARROTRE L,
HEFBHRICHEERT TF / A~7 120mg QAW B E5 &5 1F T\,
2@ Q@ EBEEDZ AT BT ) AT ETNARENRE TRE LB OE
7.6 4 H(BRIICEELRAEER) .3 DD R Z /VE NTAERE (20050136.20050244,
KTr20050103) OERESHOMESAEYTHER (Blinded Advanced Cancer Safety Analysis
Set), I TNZERBR 20050136 1120050103 @ 2{)F@ A QF £ CoFERERER 5
DOF—FIZLVEH L, 7ok, RABR 20050244 TRRHEEREEREHIR/EINLTW
VN,

AREFBREMICUE SN BMOLLMT—F L0, UTO L5 ICERTT bhi,
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