276 BROFBDFT LD

FTIATD SUY—YKRTE 120 mg
=SP4
1. EABR 20040215 (SFEIZE I HEEER) @ FEEAEIT .o 3
2. i(B% 20040215 (SVEZE I HE3HER) © REMDRBEENT oo 14
3. B 20062004 (SAEEE 1 HEEKER) : 55 3 BRI ..o 37
4. FHER AMG162-B-J201 (ENE I HEEER) : 6 nAA Y M I8 v 98
5. B AMG162-B-J201 (EIRE I MEEAER) : 12 7 AAY b I8 125
6. iBX 20050136 (EF£ES I M KER. BAZEL) : FEREEH (3FEH) 144
7. i#B% 20050103 (EF£ES I MAKER. BAZEELLY) ¢ FEREEH (3FEH)
......................................................................................................................................... 168
8. FRER 20050147 (EMEERE I HARER. BAZEEHL) ¢ FEEHRERSH (BEEH)
......................................................................................................................................... 186
9. i#BX 20050147 (EF£ES I K. BAZEELLY) . 2EREEH (3FEH)
......................................................................................................................................... 203



276 BALRORBEDELEH

T/RATT ZY—Y KR TE 120 mg
5
B W% L CuNZpWNFEEL (3R) g LT ZeWEH ()
ALT L-alanine aminotransferase TI53=TI) NGV AT2T7—F
AST L-aspartate aminotransferase TANRTEXUBT I ) N TV AT 2T —
v

BSAP bone-specific alkaline phosphatase BRITNVHYIRAT 7 X2 —F
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CR complete response SERTES)

CrCL creatinine clearance JVTF= I VT TR

CT computed tomography UV o — X W E R

CTCAE Common Terminology Criteria for Adverse f52E542 335 FHEEHLE
Events

CTX1 C-telopeptide-1 C-Tr_XFF -1

ECOG Eastern Cooperative Oncology Group —

EORTC European Organisation for Research and —
Treatment of Cancer

GCTB giant cell tumor of bone B LA

IT intrathecal flEN (5

IVC inferior vena cava PN

LDH lactate dehydrogenase FLERL K Bl R

MedDRA Medical Dictionary for Regulatory Authorities — [CH [E [ 3K FH 35

MRI magnetic resonance imaging R 5 M [ 44 9

NTX N-telopeptide N-7aX7FF KN

PD progressive disease JREBADEELT

PET positron emission tomography W - i A b e (1)

PR partial response e

PSA prostate-specific antigen (IR LT S0
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E On study days 1, 8, and 15, subjects will receive denosumab at
S N a dose of 120 mg SC; on day 29 (week 5) and every 4 weeks
C R thereafter, subjects will receive denosumab 120 mg SC Denosumab
R o treatment continues
until tumor
E L D8 D15 D29 resection, disease
L W5 W9 W13 W17 W21 W25 W29 W33 W37 W41 W45 W49 P'°9_fe_ssi°n (unless
N I—> M clinical benefit
| ﬂﬂﬂﬂﬂﬂﬂﬂﬂﬂﬂﬂ o
N E digpretion of
G ¥ Administration of Denosumab 120 mg SC P"Ys'g'::j;%mge“’
D = day
W = week

SC = subcutaneous
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Prior to Day Treatment Period *:
1 Week 1 (in weeks)

Protocol <28 <14 First 4-week period

Act

wvities days days (days 1 to 28) Day 29 (Week [W] 5) and every 4 weeks thereafter

(Day End Safety
29) w w w w w w w w w w w w of Follow-

W5 9 13 17 21 25 29 33 37 | 41 45 49 53 Study” Up°

Day Day Day
1 8 15

Informed
Consent

Medical history X

Hisopathology "

Biopsy obtained anytime
between weeks 9 and 35 if
palliative resection not
performed

Additional
tissue/biopsies ©

To be submitted if obtained during study

A

Spiral CT

scar

n/MRI ¢

Pet

scan ©

Physical exam | X X X X

Pregnancy test ® X

k] £l B I
ko] £l B I
ko] £l B I
k] £l B I
B ol 5 i

Eas

Cooperative
Oncology
Group (ECOG)
performance
status, weight

tern

Hematology " X X X X

Serum
chemistries '

Serum and
urine bone
turnover
markers ’

Denosumab

anti

body assay ©

Serum
denosumab
trough
levels

Denosumb
administration * X X X X X X X X X X X X X X X X
1

Calcium and Strongly recommended to be taken daily
Vitamin D

al

Adverse event o Documented throughout the study

Ass
0

« X

essment ™

Subjects will continue to receive denosumab until complete tumor resection (if applicable), disease progression (unless clinical benefit is seen) physician’s or subject’s
decision, or Amgen’s decision to discontinue for any reason, or administration of any of the proscribed therapies listed in Section 77 5  Re-treatment may be possible as
described in Section 7 1

Histopathology samples are to be obtained from fresh or embedded paraffin blocks (or unstained, unsealed slides if institutional practice) prior to administration of the 1st
dose of denosumab; at least 1 postdose histology assessment between study weeks 9 and 25, and during re-treatment

In addition to resection and core biopsy samples, fresh or archived paraffin-embedded tumor tissue and corresponding pathology reports for tissue biomarkers analyses by
IHC, including Tartrate-resistant acid phosphatase 5 b (TRAP-5b) and osteocalcin

Radiographic measurements via spiral computerized tomography (CT) scan or magnetic resonance imaging (MRI) will be conducted at baseline and quarterly during the
treatment period (including re-treatment) ~ Scans may be obtained on the day of, or up to 10 calendar days after the scheduled dose of denosumab is given, but not before
There should be consistent use of imaging machines, contrast, and cut size throughout the study

Positron emissions tomography (PET) scan to be obtained prior to resection or guided core biopsy or at anytime during the study that CT/MRI is performed

Physical exam: Includes pulse, blood pressure, respiratory rate, temperature, and height (height only required at baseline)

Pregnancy test (urine): For women of childbearing potential

Red blood cells, while blood cells, hemoglobin, hematocrit, differential, and platelets

Glucose, blood urea nitrogen (BUN), creatinine, albumin, total protein, alkaline phosphatase, lactic dehydrogenase (LDH) total bilirubin, aspartate aminotransferase (AST),
alanine aminotransferase (ALT) calcium phosphorus, magnesium, sodium, potassium, chloride, bicarbonate

Serum CTX (sCTX), urine NTX (uNTX), urine creatinine, BSAP, TRAP-5b, and OC samples ~ Samples are to be obtained prior to administration of denosumab

Serum samples to detect the presence of denosumab antibodies are to be obtained at baseline, Week 25, Week 49 (if the subject is still on study treatment), and at the end of
study Samples will also be collected at each safety follow-up visit and at the end of safety follow- visit

Denosumab given by subcutaneous injection

Adverse event assessment should be documented and recorded at each visit ~ Subjects must be followed for adverse events until all denosumab treatment-related toxicities
resolved

End of Study (EOS-Treatment Phase): Obtain all noted procedures/assessments if not completed within the last week (or in the last 8 weeks for CT scan)

Safety Follow-Up: Safety data including adverse events and concomitant medications will be collected approximately every 6 months for up to 2 years after the end of study
date  Serum samples will also be collected and tests for presence of antidenosumab antibodies

TR & X 7-3 (5.3.5.1-1) 755/
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

WERE D 9 B, 8 AHITTRUIRIT 2T, 6 HITTOMOBEE (FEFRLFHBOETEZET)
IVl

*® 2.76.1-2 #WEEDAR

Denosumab
120 mg Q4W
n (%)
Enrolled 37
Received > 1 dose of denosumab 37 (100.0)
Subjects still on-study 26 (70.3)
Denosumab treatment ongoing 23" (62.2)
Completed denosumab because of complete resection or anticipation of a complete resection 8° (21.6)
Discontinued denosumab for reasons other than complete resection 6° (16.2)
Disease progression 2 (5.4)
Administrative decision 1 2.7)
Adverse event 1 2.7)
Consent withdrawn 1 2.7
Requirement for alternative therapy 1 2.7
Page 1 of 1

Percentages based on number of subjects enrolled.
* Subject 095* incorrectly reported to have discontinued denosumab for reason “other,” but still receiving denosumab as of the

data cut-off date (Listing 1-2)
Subject ~ 096* completed denosumab before the data cut-off date in anticipation of complete resection that occurred after the

data cut-off date (data on file at Amgen)

b

TRBRIRIT IR £ 8-1 (5.3.5.1-1) 72551
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65% Ch o7z, 1FEALEDOHERE (92%) X, ~— AT A IO Eastern Cooperative Oncology
Group (ECOG) performance status 73 0 XX 1 TH o 7=,
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276 BALRORBEDELEH

T/AIT ST —7KRTE 120 mg
® 2.76.1-3 ANA#fEFHT—42
Denosumab
120 mg Q4W
(N=37)
Sex - n (%)
Female 20 (54)
Male 17 (46)
Ethnic group/race - n (%)
White or Caucasian 27 (73)
Black or African American 2(5)
Hispanic or Latino 5(14)
Asian 3(8)
Age (years)
n 37
Mean 33.9
SD 12.3
Median 30.0
Q1,Q3 25.0,40.0
Min, Max 19, 63
Age group - n (%)
<35 23 (62)
35-39 4 (11)
40 - 44 2(5)
45 -49 4 (11)
>55 4 (11)
Geriatric age group - n (%)
>65 0(0)
>75 00
Page 1 of 1

N = Number of subjects enrolled

TR TS & % 8-3 (5.3.5.1-1) 755/
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276 BALRORBEDELEH

JUY—YKRTEFE 120 mg

R 27614 R—ZX54 D%

N = Number of subjects enrolled

*Other includes 9 subjects with pulmonary disease, 1 subject with dorsal vertebrae and

1 subject with pelvic region.

TR R & 84 (5.3.5.1-1) 755/

1.2.3 A
1.2.3.1

DGR

FEFHMEER: SHATRRGHEREICH T HRME

Denosumab
120 mg Q4W
(N=37)
GCT disease type - n (%)
Primary unresectable 13 (35)
Recurrent unresectable 18 (49)
Recurrent resectable 6 (16)
ECOG performance status - n (%)
0 13 (35)
1 21(57)
2 1(3)
Missing 2(5)
Percent of apoptotic bodies in tumor on pre-treatment biopsy
n 35
Mean 23
SD 4.9
Median 0.1
Q1,Q3 0.0, 1.0
Min, Max 0,20
Percent of giant cells in tumor on pre-treatment biopsy
n 35
Mean 28.7
SD 16.1
Median 30.0
Q1,Q3 20.0, 40.0
Min, Max 0, 60
Location of target lesion - n (%)
Lower extremities 8(22)
Upper extremities 5(14)
Pelvis 9 (24)
Spine 3(8)
Other” 11 (30)
Missing 1(3)
Longest dimension of target lesion at baseline (mm)
n 36
Mean 56.4
SD 37.6
Median 46.5
Q1,Q3 31.0,73.0
Min, Max 6,170
Page 1 of 1

HEDINTHGEM TH 25 354D H B, {RBREMTHEE CER SNIZIBFEIENRD 5
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276 ERDHABROEELED
FI)RTT Y —YJKRTE 120 mg

7 F— hOBEREAZRDT L T\,

& 27615 GCT&EHE

Denosumab 120 mg Q4W
(N =35)
n (%) (95% CI)
Response” 30 (85.7) (69.7,95.2)

Page 1 of 1
N = Number of subjects who (1) are on study for > 28 days after the first dose of denosumab; and (2) have at
least one baseline tissue and at least one post-dose tissue between week 5 and week 25, or have at least one
baseline radiograph and at least one post-dose radiograph between week 5 and week 25.
Confidence interval is calculated using exact method.
* Response is defined per protocol

TRBRIR T 2 £ 9-1 (5.3.5.1-1) 755/

1.2.3.2 BIRELMIEH: UNTX/Cr R UME CTX1 DR—RX 54 U bDEAE
uNTX/Cr & IfiF CTX1 OIfNE, 5 S HLE B L THE I N (X=X 7 1 02 BH 80%
BT (¥ 2.7.6.1-2 K 2.7.6.1-3),

2.76.1-2 uNTXICrDR—RS5A4 ohoLDZEIEE (FR{E [Q1, Q3])

##-4  Denosumab (N=35)
60
40
20
g
s
& e
§ 4
7 -20 } ]
o \
5 i
i A8
= -40 : i
8 | A A
3 4 - L
& -60 ! g | i 2 A SN
-80 I L+ & le
-100
n32 30292726242021151311 8 7 8 6 3 3 4 1 2 2
T T T T T

BL 5 9 1317 21 25 29 33 37 41 45 49 53 57 61 65 69 73 77 81

Study Week

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

TR TR X 9-1 (5.3.5.1-1) 755/
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276 ERDHABROEELED
FI)RTT Y —YJKRTE 120 mg

K 2.7.6.1-3 IMiECTX1 DR—RXS A4 UhbDELE (dhR{E [Q1, Q3])

10 ##-4  Denosumab (N=35)

0 78
a0
-20
-30
-40
-50

-60

Percent Change From Baseline

2| A, b

-90

n:34 33 333128262421161410 8 7 8 6 4 3 4 2 2 2

T T T
BL 5 9 13 17 21 25 29 33 37 41 45 49 53 57 61 65 69 73 77 81
Study Week
N = Number of subjects who (1) are on study for >= 28 days after the first dose of denosumab; and (2) have at least one

baseline tissue and at least one post-dose tissue between week 5 and week 25, or have at least one baseline
radiograph and at least one post-dose radiograph between week 5 and week 25.

TRBRI T 2 X 9-2 (5.3.5.1-1) 7255/

1233 HEMFHEEER
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276 BALRORBEDELEH

FI)ATT X —UKRTE 120 mg
77o FBYOWMMBEE 49 F TOMT b7 7RE O EHMEE P RAEOEEN L, ZZEI 22%K

i M N 10% ATl T D . QAW Fe 5 P OMRER &3228 L Tz,
7 DY ERE TR LTI, KERSG THELLnE

IOZEND, TIAY
LR ENT,

X 27614 T/AITOMFER S TEE

1000000 -
LE‘ O Individual
> 00 |m=—— Mean
£
c
] O O
£ 100000 - © o
& o
[}
o 8 &8
o —rhm—
O --g-- --é_-é 8 8
2 A —§- 8. 5=
€ g o
>
2 10000 8 o g g o)
5 ° o
[a) o e} e}
c O
2
)
n
1000 T T T T T T Y T T T T T T T
1 22 29 57 113 169 225 281 337
(W5) (W9)(W13) (W25) (W49)
(Dosing) /% 4\ 4\ 4\ 4\ /% 4\ (Dosing continued Q4W)
Study Day
VBB IE R 2 X 10-1 (5.3.5.1-1) 72551
® 276.1-6 T/ AXITOMER S TREDTRFIFEDER
. Day 29 Day 57 Day 85 Day 169 Day 337
Summary Statistic | Day | Day 8 Day 15| (week 5) | (Week 9) | (Week 13) | (Week 25) | (Week 49)
N 32 32 28 33 32 25 23 9
Mean BQL 19000 31600 36400 27500 23300 19900 21400
SD BQL 24100 27300 20600 17300 12400 9700 8900
Min BQL 4430 8840 8260 6860 4840 3620 6520
Median BQL 14400 25400 29600 23900 22800 22600 26300
Max 2.29 145000 142000 113000 106000 57500 34200 30900
Summary statistics are presented to 3 significant figures, except for SD which is presented to the same precision as its respective mean
BQL = Below the lower limit of quantification (LLOQ =0 8 ng/mL)
Source: Table 10-1
TEBRA T # 10-1 (5.3.5.1-1) 2551
125 ZREMHOHKER
ARBRIRDZ S D B RE R4 2,23 THIC L LT,
13 f5H
7/ A~ 7% GCTB AT H G LIEiR, RAFRAINEZEVET n 7 7 A VSR S 1
e 7 ) A= 7 %45 Lz GCTB A TIHRIEAR L OE R OMi 235380 biv, &S
BAF Ch o, ARBRORR, GCTB BEEXIGUS, SHICT / AT ORGEZRHTH 2 &
ERYThHD LB DI,
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

LR T, 7/ A~ 7% 1 B ERE SNIZT N TOPRE LR L Lz, H#6F
HROFEIRRZ GBI, AGE, BIERE, HEL, RORRERIEICRITR L,
IR K OSA Z P A %, R #iit T 7 T —7 V2 W TER L, Hi7 /) A~
THAROREHREREZHH LT,

&7/ A~ 7R OB HEH R 2 WER R 2 S ICRH L,

22 HROEHN
221 MWEREDWIR

BRI OPERF OWREZ K 2.7.6.2-1 12, BEFFHEH OHERE OWNRE R 2.7.6.2-2 1ITR7,

37 4 DR & AR AIL, TR TOWEREN, D Eb 1R ET ) 2A~7 D
gehazdiz, 2 E A AR TARBUCSI L TO T RTOEBRE N, Rk
20062004 (24T L7=,

TR | ARRBRITH A AL BTz 37 4 H 10 4 D52 2B 2 52 1) 72 72 DI iR & 1k
L. IS4 ZOMOEE (FEFGEHBOETEET) ICXHIE L, 12 A4 1365% 5
HZFER 20062004 IZRAT L7720, BERA Ik L7z,

LZEVEBBFAEIZIZ 214088 LTz, 205 H 2408 2 FHOBHFHEMHE 24X T L, 6
£ D3R CREBR 20062004 (24T L, 13 43 OOERH TEBAE 2 ik Uiz, Z2etEiEh
BB L 2o TDIX16 4 THY . D55 12 413% (EFLD) RS 20 £ £l
20062004 (21T L= BRE Th o 72,

* 2.7.6.2-1 #HEREDOANR CAEH)

Denosumab
120 mg Q4W
n (%)
Enrolled 37
Protocol specified criteria® 10 (27.0)
Discontinued study 27 (73.0)
Rollover to study 20062004 12 (32.4)
Other® 4(10.8)
Disease progression 3(8.1)
Adverse event 2(54)
Consent withdrawn 2(54)
Noncompliance 2(54)
Administrative decision 1(2.7)
Requirement for alternative therapy 1(2.7)
Page 1 of 1

Percentages based on number of subjects enrolled.

Includes data of the on-study phase.

One subject had partial consent withdrawn and one had full consent withdrawn
* Complete resection

® Other reason includes investigator decision.

TRBRRIE IR & K 6-1 (5.3.5.1-2) 7265
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276 ERDHABROEELED
FI)RTT Y —YJKRTE 120 mg

* 2.7.6.2-2 HEREOAR EHFEAEH)

Denosumab
120 mg Q4W
n (%)
Enrolled 37
Did not enter follow-up phase 16 (43.2)
Rollover to study 20062004 12 (32.4)
Other * 4 (10.8)
Entered follow-up phase 21 (56.8)
Completed follow-up phase 2(54)
Discontinued follow-up phase 19 (51.4)
Death 6(16.2)
Rollover to study 20062004 6(16.2)
Lost to follow-up 5(3.5)
Consent withdrawn 1(2.7)
Other® 1(2.7)
Page 1 of 1

Percentages based on number of subjects enrolled.

Includes data of the follow-up phase.

* Includes consent withdrawn, non-compliance and adverse event
® Due to patient compliance issue.

VBRI & #6-2 (5.3.5.1-2) 7255/
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg
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(Dosing) 4\ /h 4\ /h /D 4\ /]\ (Dosing continued monthly)
Study Day

TRBRIR T 2 X 7-1 (5.3.5.1-2) 7265/

*® 27623 T/ARITOMFD S 7EBEDFRHKETENELN

. Day 29 Day 57 Day 85 Day 169 Day 337
Summary Statistic |~ Day | Day 8 Day 15| ook 5) | (Week 9) | (Week 13) | (Week 25) | (Week 49)

N 2 2 28 33 32 26 2 17

Mean BQL 19000 31600 36400 27500 23400 20100 19000

SD BQL 24100 27300 20600 17300 12100 9580 9600

Min BQL 4430 8840 8260 6860 4840 3620 2780

Median BQL 14400 25400 29600 23900 22800 23100 22000

Max 229 145000 | 142000 | 113000 | 106000 57500 34200 32800

Page 1 of 1
Summary statistics are presented to 3 significant figures, except for SD which is presented to the same precision as its respective
mean.

BQL = Below the lower limit of quantification (LLOQ = 0.8 ng/mL); Max = maximum; Min = minimum; SD = standard deviation

TEBRAR TR & #7-1 (5.3.5.1-2) 7255/

223 ZTE2HOHER
ARERZSI LTz 37 4 2B 2 R OMirt G EF L& L, ZeMBiffEIcSMm L7z 21
4 B R A O e VERRATEER] & LTz,
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

& 2.76.2-4 BREORSKE (REAEF)

Denosumab
120 mg Q4W
Number of subjects enrolled 37
Number of months on investigational product *
n 37
Mean 21.61
SD 16.43
Median 18.53
Q1,Q3 5.82,38.87
Min, Max 1.9,48.9
Number of subjects receiving > 1 dose of investigational product 37
Number of doses received
n 37
Mean 243
SD 17.0
Median 21.0
Q1,Q3 9.0, 42.0
Min, Max 4,54
Number of doses received - n (%)
0-6 8 (21.6)
7-12 5(13.5)
13-18 4(10.8)
19 -24 5(13.5)
25-30 1(2.7)
31-36 2(5.4)
37-42 3(8.1)
43 -48 5(13.5)
> 48 4 (10.8)
Page 1 of 1

* Exposure time on investigational product is defined as time period from first dose date to last available dose date
plus 28 days or time period of study duration whichever is shorter. Study duration is defined as time period from first
dose date to end of study date.

TEBRRM TR A K 11-5.1 (5.3.5.1-2) 2651

2232 HEEZR

2.2.3.2.1 FEBEROEN
BRBOAEFZOEN LR 2.7.62-5, BIFHEMOFEFZOENZR 2.7.62-6 1T~ T,
TR ONEBRRA I | B8R D 2% < (B 89.2% [33/37]. iBBRFRAH: 57.1% [12/21])
WU EOFFEFEERRD b, < ORFEFEFLOBEREL L, BEIHEETH T,
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

* 27625 BHBEBZRODEHN CAEH)

Denosumab 120 mg Q4W
(N=37)
n (%)
Adverse events regardless of relationship
All 33(89.2)
Serious 9(24.3)
Fatal 1(2.7)
Leading to study discontinuation 2(54)
Leading to investigational product discontinuation 2(54)
CTCAE Grade 3,4, or 5 10 (27.0)
Adverse events related to investigational product®
All 12 (32.4)
Serious 0(0.0)
Fatal 0(0.0)
Leading to study discontinuation 1(2.7)
Leading to investigational product discontinuation 1(2.7)
CTCAE Grade 3, 4, or 5 1(2.7)

Page 1 of 1
N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event.
* Includes only treatment-emergent adverse event for which the investigator indicated there was a reasonable possibility they
may have been caused by investigational product.
Includes data of the on-study phase.
IEBRRIE R E K81 (5.3.5.1-2) 257H

*® 27626 AEFRROEN GEBHAEH)

Denosumab 120 mg Q4W
(N=21)
n (%)
Adverse events regardless of relationship
All 12 (57.1)
Serious 6 (28.6)
Fatal 5(23.8)
Leading to study discontinuation 2(9.5)
Leading to investigational product discontinuation 0(0.0)
CTCAE Grade 3, 4, or 5 6 (28.6)
Adverse events related to investigational product®
All 1(4.8)
Serious 1(4.8)
Fatal 1(4.8)
Leading to study discontinuation 0(0.0)
Leading to investigational product discontinuation 0(0.0)
CTCAE Grade 3, 4, or 5 1(4.8)

Page 1 of 1
N = Number of subjects who entered the follow-up phase.
n = Number of subjects reporting > 1 event during the follow-up phase.
*Includes only adverse event for which the investigator indicated there was a reasonable possibility they may have been caused
by investigational product administered during the on-study phase.
Includes data of the follow-up phase.
TEBRAIT 2 % 8-2 (5.3.5.1-2) 755/

22322 LFEER
2.2.3.2.2.1 BB
BRI OAEFEFZOFRBIRNE R 2.7.62-7 177,
TR AEFRIT 89.2% (33/37) IZiRH L, WML Ao aEFGL, BIM
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

Ji arthralgia (29.7%). 50 back pain (29.7%) . VUM pain in extremity (24.3%) ToH -7z,

TR EATEANC L D IRBREE & OBTEMED B D & HIE SN2 A EFLRIT 124 (324%) IO 5

Nic, RBRIEL OBEMESH Y LHESNTEAEFLZO I L, KB EIK AN b D (5%LL

FOERE TRDO LN H D) X, S5 fatigue (10.8%). Tl diarrhea (5.4%) . BHJH headache
(5.4%) . K OVELD nausea (5.4%) Thoio,
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FIRTT

276 BALRORBEDELEH

JUY—YKRTEFE 120 mg

x® 2.76.2-7 AERERORBKR CAEH) (5B 20040215 & AEHT)

Denosumab 120 mg Q4W (N =37)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
Number of subjects reporting adverse events 33(89.2) 12 (32.4)
MUSCULOSKELETAL AND CONNECTIVE 23 (62.2) 1(2.7)
TISSUE DISORDERS
Arthralgia 11 (29.7) 0(0.0)
Back pain 11 (29.7) 0 (0.0)
Pain in extremity 9(24.3) 0(0.0)
Musculoskeletal pain 5(13.5) 0(0.0)
Muscle spasms 4 (10.8) 0(0.0)
Muscular weakness 4 (10.8) 0(0.0)
Neck pain 2(54) 0 (0.0)
Bone disorder 1(2.7) 0 (0.0)
Bone pain 1(2.7) 0 (0.0)
Exostosis 1(2.7) 0 (0.0)
Groin pain 1(2.7) 0(0.0)
Joint swelling 1(2.7) 0(0.0)
Musculoskeletal discomfort 1(2.7) 0(0.0)
Osteonecrosis of jaw 1(2.7) 1(2.7)
Pathological fracture 1(2.7) 0 (0.0)
Synovial cyst 1(2.7) 0 (0.0)
INFECTIONS AND INFESTATIONS 21 (56.8) 0(0.0)
Nasopharyngitis 4 (10.8) 0(0.0)
Upper respiratory tract infection 4 (10.8) 0(0.0)
Influenza 3(8.1) 0(0.0)
Bronchitis 2(5.4) 0(0.0)
Lower respiratory tract infection 2(54) 0 (0.0)
Sinusitis 2(5.4) 0(0.0)
Urinary tract infection 2(54) 0 (0.0)
Cellulitis 1(2.7) 0(0.0)
Ear infection 1(2.7) 0(0.0)
Gastroenteritis 1(2.7) 0(0.0)
Gastroenteritis viral 1(2.7) 0(0.0)
Lobar pneumonia 1(2.7) 0(0.0)
Otitis media 1(2.7) 0(0.0)
Pneumonia 1(2.7) 0 (0.0)
Respiratory tract infection 1(2.7) 0 (0.0)
Sinobronchitis 1(2.7) 0 (0.0)
Tooth infection 1(2.7) 0 (0.0)
Viral infection 1(2.7) 0(0.0)
Vulvovaginal candidiasis 1(2.7) 0(0.0)
GENERAL DISORDERS AND 15 (40.5) 6(16.2)
ADMINISTRATION SITE CONDITIONS
Fatigue 6(16.2) 4 (10.8)
Non-cardiac chest pain 4 (10.8) 0 (0.0)
Asthenia 2(54) 1(2.7)
Pyrexia 2(5.4) 0(0.0)
Chest discomfort 1(2.7) 0 (0.0)

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

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

System organ classes and preferred terms are sorted by descending order of frequency in the denosumab group.

Coded using MedDRA version 13.1
Includes data of the on-study phase.

TRERIIT IR 2 K 11-6.2.2 X TN 11-6.7.2 (5.3.5.1-2) 725511

21

Page 1 of 4




FIRTT

276 BALRORBEDELEH

JUY—YKRTEFE 120 mg

x® 2.76.2-7 AERERORBKR CAEH) (5B 20040215 & AEHT)

Denosumab 120 mg Q4W (N =37)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)

GENERAL DISORDERS AND

ADMINISTRATION SITE CONDITIONS

(Cont'd)
Chills 1(2.7) 0(0.0)
Device extrusion 1(2.7) 0 (0.0)
Face oedema 1(2.7) 1(2.7)
Influenza like illness 1(2.7) 1(2.7)
Injection site haematoma 1(2.7) 1(2.7)
Injection site pain 1(2.7) 0(0.0)
Injection site reaction 1(2.7) 1(2.7)
Local swelling 1(2.7) 0 (0.0)
Medical device complication 1(2.7) 0 (0.0)

GASTROINTESTINAL DISORDERS 14 (37.8) 5(13.5)
Nausea 7 (18.9) 2(5.4)
Constipation 6(16.2) 0(0.0)
Diarrhoea 3(8.1) 2(54)
Vomiting 3(8.1) 0(0.0)
Abdominal pain 2(54) 1(2.7)
Dyspepsia 2(54) 0 (0.0)
Abdominal discomfort 1(2.7) 0 (0.0)
Abdominal distension 1(2.7) 0 (0.0)
Abdominal pain upper 1(2.7) 0(0.0)
Gastritis 1(2.7) 0(0.0)
Gastrooesophageal reflux disease 1(2.7) 0(0.0)
Hiatus hernia 1(2.7) 0(0.0)
Stomatitis 1(2.7) 0 (0.0)

RESPIRATORY, THORACIC AND 13 (35.1) 1(2.7)

MEDIASTINAL DISORDERS
Cough 6(16.2) 0(0.0)
Dyspnoea 4(10.8) 0(0.0)
Epistaxis 1(2.7) 0(0.0)
Haemoptysis 1(2.7) 1(2.7)
Nasal congestion 1(2.7) 0(0.0)
Oropharyngeal pain 1(2.7) 0 (0.0)
Pleural effusion 1(2.7) 0 (0.0)
Pneumothorax 1(2.7) 0 (0.0)
Rhinorrhoea 1(2.7) 0 (0.0)
Tachypnoea 1(2.7) 0(0.0)
Wheezing 1(2.7) 0(0.0)

NERVOUS SYSTEM DISORDERS 12 (32.4) 3(8.1)
Headache 6(16.2) 2(54)
Dizziness 2(54) 1(2.7)
Hypoaesthesia 2(54) 0 (0.0)
Paraesthesia 2(54) 0 (0.0)
Intracranial hypotension 1(2.7) 0(0.0)
Muscle spasticity 1(2.7) 0 (0.0)

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

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

System organ classes and preferred terms are sorted by descending order of frequency in the denosumab group.

Coded using MedDRA version 13.1
Includes data of the on-study phase.

TRERIIT IR 2 K 11-6.2.2 X TN 11-6.7.2 (5.3.5.1-2) 725511
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FIRTT

276 BALRORBEDELEH

JUY—YKRTEFE 120 mg

x® 2.76.2-7 AERERORBKR CAEH) (5B 20040215 & AEHT)

Denosumab 120 mg Q4W (N =37)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
NERVOUS SYSTEM DISORDERS (Cont'd)
Neuralgia 1(2.7) 0(0.0)
Neuropathy peripheral 1(2.7) 0 (0.0)
Sciatica 1(2.7) 0 (0.0)
Somnolence 1(2.7) 0 (0.0)
Spinal cord compression 1(2.7) 0 (0.0)
METABOLISM AND NUTRITION 6(16.2) 1(2.7)
DISORDERS
Decreased appetite 3(8.1) 1(2.7)
Hyperglycaemia 3(8.1) 0 (0.0)
PSYCHIATRIC DISORDERS 6(16.2) 0(0.0)
Anxiety 2(5.4) 0(0.0)
Agitation 1(2.7) 0(0.0)
Confusional state 1(2.7) 0(0.0)
Depression 1(2.7) 0(0.0)
Insomnia 1(2.7) 0(0.0)
Self injurious behaviour 1(2.7) 0 (0.0)
SKIN AND SUBCUTANEOUS TISSUE 6(16.2) 2(5.4)
DISORDERS
Rash 2(5.4) 1(2.7)
Acne 1(2.7) 0(0.0)
Hair growth abnormal 1(2.7) 1(2.7)
Ingrowing nail 1(2.7) 0(0.0)
Photosensitivity reaction 1(2.7) 0 (0.0)
Skin nodule 1(2.7) 0 (0.0)
BLOOD AND LYMPHATIC SYSTEM 5(13.5) 1(2.7)
DISORDERS
Anaemia 3(8.1) 0(0.0)
Lymphopenia 1(2.7) 0(0.0)
Neutropenia 1(2.7) 1(2.7)
Thrombocytopenia 1(2.7) 0(0.0)
INJURY, POISONING AND PROCEDURAL 5(13.5) 0(0.0)
COMPLICATIONS
Ankle fracture 1(2.7) 0 (0.0)
Contusion 1(2.7) 0(0.0)
Open wound 1(2.7) 0(0.0)
Patella fracture 1(2.7) 0(0.0)
Procedural pain 1(2.7) 0(0.0)
Vaccination complication 1(2.7) 0 (0.0)
RENAL AND URINARY DISORDERS 4 (10.8) 0(0.0)
Dysuria 1(2.7) 0 (0.0)
Haematuria 1(2.7) 0(0.0)
Hydronephrosis 1(2.7) 0(0.0)

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

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

Page 3 of 4

System organ classes and preferred terms are sorted by descending order of frequency in the denosumab group.

Coded using MedDRA version 13.1
Includes data of the on-study phase.

TRERIIT IR 2 K 11-6.2.2 X TN 11-6.7.2 (5.3.5.1-2) 725511
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

x® 2.76.2-7 AERERORBKR CAEH) (5B 20040215 & AEHT)

Denosumab 120 mg Q4W (N =37)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
RENAL AND URINARY DISORDERS
(Cont'd)
Micturition urgency 1(2.7) 0 (0.0)
Proteinuria 1(2.7) 0 (0.0)
Renal pain 1(2.7) 0 (0.0)
Urinary incontinence 1(2.7) 0 (0.0)
EAR AND LABYRINTH DISORDERS 3(8.1) 1(2.7)
Vertigo 2(54) 1(2.7)
Ear congestion 1(2.7) 0(0.0)
EYE DISORDERS 3(8.1) 1(2.7)
Conjunctivitis 1(2.7) 1(2.7)
Ocular discomfort 1(2.7) 0 (0.0)
Vision blurred 1(2.7) 0(0.0)
INVESTIGATIONS 3(8.1) 1(2.7)
Blood human chorionic gonadotropin 1(2.7) 1(2.7)
increased
Weight decreased 1(2.7) 0 (0.0)
Weight increased 1(2.7) 0 (0.0)
NEOPLASMS BENIGN, MALIGNANT AND 3(8.1) 0(0.0)
UNSPECIFIED (INCL CYSTS AND
POLYPS)
Metastases to lung 2(54) 0(0.0)
Malignant neoplasm progression 1(2.7) 0 (0.0)
CARDIAC DISORDERS 2(54) 0(0.0)
Angina pectoris 1(2.7) 0 (0.0)
Tachycardia 1(2.7) 0(0.0)
REPRODUCTIVE SYSTEM AND BREAST 1(2.7) 1(2.7)
DISORDERS
Menorrhagia 1(2.7) 1(2.7)
VASCULAR DISORDERS 1(2.7) 0(0.0)
Hypertension 1(2.7) 0 (0.0)

Page 4 of 4
N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events
System organ classes and preferred terms are sorted by descending order of frequency in the denosumab group.
Coded using MedDRA version 13.1
Includes data of the on-study phase.
TR e K 11-6.2.2 R TF11-6.7.2 (5.3.5.1-2) 7265/
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FIRTT

276 BALRORBEDELEH

JUY—YKRTEFE 120 mg

* 2762-8 BEFRORBKA GEEFAEH) (

EXER 20040215 SR FRHT)

Denosumab 120 mg Q4W (N =21)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
Number of subjects reporting adverse events 12 (57.1) 1(4.8)
GENERAL DISORDERS AND 5(23.8) 0(0.0)
ADMINISTRATION SITE CONDITIONS
Disease progression 1(4.8) 0 (0.0)
Fatigue 1(4.8) 0(0.0)
Influenza like illness 1 (4.8) 0(0.0)
Infusion site haemorrhage 1(4.8) 0(0.0)
Local swelling 1(4.8) 0(0.0)
Pain 1(4.8) 0(0.0)
GASTROINTESTINAL DISORDERS 4 (19.0) 0(0.0)
Nausea 2(9.5) 0 (0.0)
Abdominal pain upper 1(4.8) 0 (0.0)
Aphthous stomatitis 1(4.8) 0(0.0)
Constipation 1(4.8) 0(0.0)
Diarrhoea 1 (4.8) 0(0.0)
Mouth cyst 1(4.8) 0(0.0)
Oral pain 1(4.8) 0 (0.0)
Vomiting 1(4.8) 0 (0.0)
MUSCULOSKELETAL AND CONNECTIVE 4 (19.0) 0(0.0)
TISSUE DISORDERS
Muscular weakness 3(14.3) 0(0.0)
Arthralgia 2(9.5) 0(0.0)
Back pain 1 (4.8) 0(0.0)
Joint swelling 1(4.8) 0 (0.0)
Pain in jaw 1(4.8) 0 (0.0)
RESPIRATORY, THORACIC AND 4 (19.0) 0(0.0)
MEDIASTINAL DISORDERS
Acute respiratory distress syndrome 1(4.8) 0(0.0)
Bronchospasm 1(4.8) 0(0.0)
Dyspnoea 1 (4.8) 0(0.0)
Dyspnoea exertional 1(4.8) 0(0.0)
Haemoptysis 1(4.8) 0 (0.0)
BLOOD AND LYMPHATIC SYSTEM 2(9.5) 0(0.0)
DISORDERS
Anaemia 2(9.5) 0(0.0)
CARDIAC DISORDERS 2(9.5) 0(0.0)
Cardiac failure congestive 1(4.8) 0(0.0)
Ventricular tachycardia 1(4.8) 0 (0.0)
INFECTIONS AND INFESTATIONS 2(9.5) 0(0.0)
Abscess neck 1(4.8) 0 (0.0)
Bacteraemia 1(4.8) 0(0.0)
Cellulitis 1(4.8) 0(0.0)
Respiratory tract infection 1(4.8) 0 (0.0)

N = Number of subjects who entered the follow-up phase.
n = Number of subjects reporting > 1 event during the follow-up phase.
System organ classes and preferred terms are sorted by descending order of frequency in the denosumab group.

Coded using MedDRA version 13.1
Includes data of the follow-up phase.

TRBRIRIE IR #11-6.2.2.1 ' 11-6.7.2.1 (5.3.5.1-2) 7551
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

* 2762-8 EEFZRORBIKR GEEFAZEH) (B8R 20040215 IR FEHT)

Denosumab 120 mg Q4W (N =21)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events

Preferred Term n (%) n (%)
NEOPLASMS BENIGN, MALIGNANT AND 2(9.5) 1(4.8)
UNSPECIFIED (INCL CYSTS AND
POLYPS)

Metastases to lung 1(4.8) 0 (0.0)

Metastasis 1(4.8) 1(4.8)
NERVOUS SYSTEM DISORDERS 2(9.5) 0(0.0)

Headache 1(4.8) 0(0.0)

Paraesthesia 1(4.8) 0(0.0)
EAR AND LABYRINTH DISORDERS 1(4.8) 0(0.0)

Tinnitus 1(4.8) 0 (0.0)
EYE DISORDERS 1(4.8) 0(0.0)

Eye pain 1(4.8) 0(0.0)
INJURY, POISONING AND PROCEDURAL 1(4.8) 0(0.0)
COMPLICATIONS

Incision site complication 1(4.8) 0 (0.0)
METABOLISM AND NUTRITION 1(4.8) 0(0.0)
DISORDERS

Dehydration 1(4.8) 0(0.0)

Hypomagnesaemia 1(4.8) 0(0.0)
SKIN AND SUBCUTANEOUS TISSUE 1(4.8) 0(0.0)
DISORDERS

Blister 1(4.8) 0(0.0)

Skin ulcer 1(4.8) 0 (0.0)

Page 2 of 2

N = Number of subjects who entered the follow-up phase.

n = Number of subjects reporting > 1 event during the follow-up phase.

System organ classes and preferred terms are sorted by descending order of frequency in the denosumab group.
Coded using MedDRA version 13.1

Includes data of the follow-up phase.

VBRI E K 11-6.2.2.1 XV 11-6.7.2.1 (5.3.5.1-2) 225511

22323 HBOBLIZE--AEER
2.2.3.2.31 AR

R, 24 (5.4%) DAEFS (IS metastases to lung & 5HHHESE osteonecrosis of
the jaw 2345 1 44) (T X o TillRa ik L7o, BHEESEZRIE LR 13, e o b4
IR - 72, BR~oZIMb ik L,

2.2.3.2.3.2 B ERER & HA

BEREERTIZ, 24 (9.5%) DAEFHFG (RAEHETT disease progression & filifiifs metastases
to lung 3% 144) 1T L > TRz ik L7,
22324 AREOKRERIEIZES-FEER

BREOR G ILICE > 7oA EFRIL, FHERERAFTHFLROMIVEY pathological fracture (1
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

4) N OGHBEESE osteonecrosis of the jaw (1 44, 55 2.2.3.23.1 THEM) ThoT-,

22325  RICE-S-AESR
2.2.3.25.1 aRA
14 (BEREEE 097 ) 2NRBOELT CEMEAEYHESIT malignant neoplasm progression)
DI=HOFETE LT, B L= DILBBFFREI TH - 7228, FHHITIEFEMICRBE LI-b o Th - 7=,
UTICRIZESTeAEFZORR BT 2 GERITIRRRERES 8k 4)

wEREERS: 097*
PERI - | i
58 7 ) A< 120 mg Q4W
WAL E S T-BEES:  EMHAYEEIT malignant neoplasm progression
Z DM DOH EES: 9AJ% headache, & muscle spasticity, %A neuralgia, #5EAE

muscle spasms

IR R B 4%: B 72 L
AL : ALIE 7 L

7 AT OGP 4 5 A%O 2 E] A P #5E S GCTB O T o7
eIk L, 1810 Ao 20 EQ AR P,  OREETIC L D BBHREITET L,
BIRICBT D IEBUTIRREEEM 2 IR S Tuen, FERITEITHRE L il Shic, &
GHRBRTOIRBRIE ORI 5 B I1X L * THY | Z ORI IR O 5-
ke & 0 L7z, PRSI HE ShTunevy, IBBREEERMIL, AERIZONT, R
& OREEMEZRE LT,

223252 B AR

EEFFRAI I 5 430 Lz, SERINE, 9 - MR LA4 cardiac failure congestive, ¥
1T disease progression, fififiif% metastases to lung, [LrZEMEHANRK ventricular tachycardia, M OMiEFE
metastasis 234 1 4T 2> Th o7,

BEEFFRAEIICRE L, SRICE > TG ERLOEMIL, RIS RS E (Appendix 4) %%
oz L,

22326 EEGEEER
2.2.3.2.6.1 AR

IRRMOBEE LA EFROREBIRN AR 2.7.629 (2R,

EERAEFGUIOL (243%) IO L, AEIC 2 AL FICRBLL-EE R EE
L3/, TRTH VL TOICHBL LT, E7o, IWBRETEMIC LV IRBREE L OREER & 5
HE SN EE A EFERGII R 0T,
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

& 27629 EELGATER CAEH)

Denosumab 120 mg Q4W
SYSTEM ORGAN CLASS (N=37)
Preferred Term n (%)
Number of subjects reporting serious adverse events 9(24.3)
INFECTIONS AND INFESTATIONS 4 (10.8)
Lobar pneumonia 1(2.7)
Lower respiratory tract infection 1(2.7)
Pneumonia 1(2.7)
Urinary tract infection 1(2.7)
INJURY, POISONING AND PROCEDURAL COMPLICATIONS 3(8.1)
Ankle fracture 12.7)
Open wound 1(2.7)
Patella fracture 1(2.7)
GASTROINTESTINAL DISORDERS 1(2.7)
Nausea 1(2.7)
GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS 1(2.7)
Device extrusion 1(2.7)
MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS 1(2.7)
Back pain 1(2.7)
NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL CYSTS 1(2.7)
AND POLYPS)
Malignant neoplasm progression 1(2.7)
NERVOUS SYSTEM DISORDERS 1(2.7)
Intracranial hypotension 1(2.7)
PSYCHIATRIC DISORDERS 1(2.7)
Depression 1(2.7)
RENAL AND URINARY DISORDERS 1(2.7)
Hydronephrosis 12.7)
RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS 1(2.7)
Dyspnoea 1(2.7)
Page 1 of 1

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

n = Number of subjects reporting > 1 event

Includes only treatment-emergent adverse events

System organ classes and preferred terms are sorted by descending order of frequency in the denosumab group.
Coded using MedDRA version 13.1

Includes data of the on-study phase.

BB TR L K 11-63.2 (5.3.51-2) » 55

PITFIC, GBI L BEERAERROMR 2T S GEMIIEREIE S E 6
4)

HEREERS: 098

PRI Al | [ R
57 7 ) Z2=7 120 mg Q4W
HELAEHES: 9 DY depression
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

DM DOHEES: P4k agitation
FRESEAIES B 7 L
ALiE: NN S S

7 AT EGEBRIEN K2 0 Atk Qi = A B RAEMEKR S SR D EFE T ARE L
720 H1O OFI M O ER O 512 L D16 A2 F L. FRITME Lz, BRI 5 13Hkx
ST, BEBREII AR OHK 2 BHBICBEE LT,

WEREEE:  099*

PERI] A i | i
57 7 ) A~ 120 mg Q4W
HELAEFS: W% K% dyspnoea

FOMOF EFLR: 5B back pain, B AP chest discomfort, &1l anaemia, {# ¥
constipation, _F%UEYE upper respiratory tract infection, JZJ& /NG i
skin nodule, "% anxiety, F&ZA pyrexia, R SRR hypoaesthesia,

5 71ME T muscular weakness, $5@H paraesthesia

FSESEIES B a L
L& UNTNE S Nl

7 A~ T EL K 14 0 At Qi) E] AR B SRT. SO G E TR T E Y
(positron emission tomography: PET) /21 > & = — ¥ li@#5 (computed tomography: CT) A
XY &2ZTHEDTA Y M= EEAEEN SN2 E 2 A B BUINAIRIE LT, BY)
AT 2~3 e L T2 OMEEIIER & fE > 7o, IE ERA-238O b, BRIaH=IZ S
‘I, LEXICTHEMAHORE 2RO 720, ERFIIARL Lz, 220/ E, L
My F 777 A MEFTERETH Y OIEPEDJER T &H 5 AlREME I3 TRV Z &2V L7,
F7o. MHEEEMAIIIER Tho7olod, BMERE SUKEN R Th 5 raetE b > 7, 165k
BLEAL, FLOHERK E LTTA Y M—7FHE2HE Lz, AP 3 Hig, 4%

18 U CHBRE 130REE LTz, TRBR3ED &Ik S iz,

WERERS:  100*

PERI] AF i | i3 [
57 7 ) A~ 120 mg Q4W
HELAEFS: fitiZc pneumonia

Z DD f EFG: filifii® metastases to lung, #[> nausea, LEIZ K DS procedural
pain, f#%/ constipation, FEUIK#E dyspnoea, $HELIRAE confusional
state, "ZMK cough, FECMEIEMISE non-cardiac chest pain, ffg7K pleural
effusion, 2R proteinuria, IR somnolence, BHJf headache, 1
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

ZFEME synovial cyst

FSESEIES e 7 L
L& BB R, Abe, #H

T ) AR TGN ORI S n At (BB G0 DK 3 EM%) . BRI 2 5T L CfifEr 3
o Uiz, #92Em% Qi E] A B) . B r S MERREES ISR R LT, BEATAR
PRI XA, B X BRER IS TABIO %R O FATEEME D R STz, i & A CmiZe
ORISR Db oTo, HBREIIARE L, FIAEHEOBHIRNES (E7 =LA, LAY
rXY 0 URY U R) BBEE, ABEREO A IEREIT 16 T, IRRE T 12 ~ &
D UTe, BRI ITENA T 89%~90% Th o7, MiKIZEE L TV 2IREIARITFRE S 72
Do 7o, IRBREATEMIE, BB IR RIE ISR T D fERRIR 137 0o 7o i LT, F5%
3892 ARRICEIE L, 93 BREOABiE, #BRE 1R Lo, IRBREEOR G-Ik s Tz,

WEREHS:  042%

PERI - | i
57 7 ) A~ 120 mg Q4W
HELAEFS: B & patella fracture

Z DO f EFL: AL EARRETR sciatica, B R gastritis, H#/EYE tooth infection, L~V
=7 hiatus hernia, BH&iJ§E arthralgia, #45 contusion, Ifi/IMRJIE
thrombocytopenia, &1fl. anaemia, FEWKEE dyspnoea, fliH#7H
musculoskeletal pain, 0> nausea, W&M: vomiting, FHH HESE

osteonecrosis of the jaw

IR R B 4%: B 72 L
AL : N

7 2a~7onEks o =P AR »ow Ero 0 = AL B, B
[T TR B IR L, A FRIC TOO%I 2R U7, A FREDFIE, X
MBI E TN o T, BRE DTN LT BB R0 70 AR Uiz, 4 FIEO X
SIRAIT T RBBEALT B BB 71T & 5 T8 2 3R T 48, AR BT AL 52
Mot WRE LT, UAEYF—sa, BURARE., ROBRTY %% L, F53

360+ (CEIE L, BRI LA R R~ o T, RIS T, 18
BRETLEATIE, 1B ORI & 6558 LTz,

WERERS: 1017

PERI - | i3 |
51 7 ) A~<7 120 mg Q4W
HELAEFS: 1) /KBE hydronephrosis
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276 BEcxOHBOE LD
T/ AT S5 UX—IKETiE 120 mg

2) JREEIEYS urinary tract infection
3) BA%A] open wound
4) EFHEERPEN device extrusion
DM DOHEES: MJR haematuria, HEFE chills, J&Z4 pyrexia, 2 rhinorrhoea, {HFi
constipation, PXMk cough, 5'E ¥ musculoskeletal pain, [EFi&es
A PHE medical device complication
FRESEAIES 1) BEdiZe L
2) B L
3) B L
4) B L

RLiE: 1) APt
2) Abi, #&3E
3) APz
4) APz

1) /K% JE hydronephrosis, 2) JREE&HE urinary tract infection

7 a7 ogEgs Qi = A oo n Ao 2 =) A B BEBREE
M, AR, 39.4°C (103°F) O3EEN, B, RHFHIIHEO ER A DRV i,
BT, WA SV T IR A J8E L 7o, SR | A KB M ORISR G D 72D ABE LT,
JRRAEECIE TKREORMERE | 25~50 D AIMER ] 25807, EILFRE TIE, [BHEREER .
FRUTL125, BYUTA3L, TAST KOVALT IEH | Thoto, [TAHVHRRAT 74 —F K
VU Ay ObLT e LR & TERA27a b EVRRIEOE S ha v R 75 aF
W) ZR87z, JREFEE T [>100000 CFU/mML IRG R EM/EY# ) LoaRSh, miEh#ix 15
ARICEGER L) CThoto, BIEBBEHMREZFEM L 25, BEOLHKEIE, A5 Tl
IZIREAT b, 25 em OR[EIIRAD R S Lz, FEITxH L, EREAT v M, 7%
ZNARYF TN I ) 72/ FFXva R, ANrardIIR Fridvfvr, v7
ABZF T MU UL A IXRAMIELDIEREZIN LT, ERRE AT > SO A E S s
ITPERE SR A 2 2k U 7o, SLBOBARIFC, #RE L7 s ~A v ekv 77V F MY
U L DOFIRNEE 5% 2 7o, ARE HTREBWBATIOFEIZ L > T TWielzd, A
REAT v MIBAET 5 Z LN TE R o le, HABITITREOKEENRD N2 121F DT,
FIREAT  MIZ ORI THIEL TV D Sl Sz, aBBERE, ERARRA ML A mEREL
11000, ~~ ~Z7 U > bk 31%, [/ 326000, i L7 F=2 07, iE7 V7 I 1.7 Th
o7z, REEEGDOFERIT 277+ Z[EE L, BRBREITAREE LTn, WiERE, AKEED
FHLRIIRENE Th o 7o, IRBREOB G 13k Sz,

TRBRE TEANL, RSB R OSKEE L &, 1RBESE & OBEME 42 5E L,

3) BAKAI open wound, 4) EFEHE#RHPEH device extrusion
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

7 2~ 7onEgs =] AL om0 Ao =] AR P, EEE

JEHEERAL O FAT I3 U D28 H A 88k L 7=, * . UHIOFMNE D N— T =7
DZEH K DM EFROEEBBAI D70 #EREIT 7 U = v 7 2% Lo, #RE IR RE
AT KoERanien, #hiafEs L, 390 x| MEHEEBALOFiT A UL O

Te OB IIAPE Lo, FRICHT 2R e LT, BHEOUIBA O T 7 ) — R~ ~"— KU
=7 DIREZFE Lz, IWEEOFMBBAIOT-0, HERF X 2 7] B OEEHER T A i

(surgery for a gluteal flap) Z B L L7z, FHEI 418 * (TIEIME L, #ERFE TR L
2o FHRIEBAT ORI D Fe & 5 B I 39 * Thol, IBBREOKE TR
gy L 7=, 440 ¢ \CIRBREOR G A FRH L2, 2ok, IEESFOHHIE L,

TRBRETIEATL., MEHESIAL O BT U2 K OB S oA Al & b 1Rk & RS
MESE LT,

WERERS: 102*

PERI - | i3 |

51 7 ) A~ 120 mg Q4W
HELAEFS: KIEEMEAZE lobar pneumonia
ZEDOMOFEEL: SNHEAS nasopharyngitis

PR SR B B L

AL NI

7 2~ 7o Qi =] AR ) om0 s Ao 2 = AR R, EEE
ARG, IRk, RO EZSIEE L, Al FIEOMK DD ABE LTz, M X #RiadEC
T, A NEICHEEIREE 23807, MIREERIIREThH o7, FROBHFE LT, e Xx
AR A LU RO EE T NV TR U ERE LT, 621 *  DRF R THGRITER
H & S AL, BB TR U CHUEME IR & ikt L 7o, IR0 513kt S vz, 15BR
EARERNL, 1R L OBENE 2 T E Lz,

WERERS: 103*

PERI 4 e | i
57 7 ) A< 120 mg Q4W
HERAEFFS: 1) 5% back pain

2) Hl» nausea
3) BT E YT ankle fracture
4) ¥ EIX T intracranial hypotension

T OMDOHERS: FELEMENIE non-cardiac chest pain, #:MFBHZE nasopharyngitis, DU/
Ji pain in extremity, JE#0M# abdominal distension, {H{LANE
dyspepsia, T HZ otitis media, {EF4 constipation, JEFTENR local
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

swelling, BHJA headache, 7 A /L AJ&EY% viral infection, HEH ear
congestion, JREUJIH micturition urgency, JR 2% urinary incontinence,
g renal pain, P nasal congestion, PXMK cough, i
respiratory tract infection, Fl| 5% sinusitis
FRESEAIES 1) Bz L
2) B L
3) B L
4) B L
ALiE: 1) APBt
2) AP
3) ABi, €ofth
4) AP

1) &E09 back pain, 2) L nausea

wrEEoMERS Qi) = A7) o84 Atk BREITELROER OO A
B L7c, BEBRFEIIR 3 HIRRPE CRIER 252 1), S mp U CilRpe L7c, RBRE(EEAIL, &
BHEAT 2R 3 D BRI X WV E S Lo, 1RO I I D TETh o 72, fFH
BERER TS S uTuvauy,

3) BT E YT ankle fracture

ngEoyEgRs ) =] AR ) 5% 10 s Ao 2 SR AR A, #ERE A
JEE O R B RE T CARE LT, #BRE IINEEIC L 2 BUAREE 20 72, £ 3 AMARL
L7ct%, FD R U CHBRE 1 30RPE Lo, 1RBRIEO&R G ITFM s oTz,

4) B¥EAX T intracranial hypotension
oL Qi I AR »of 2y Ao 2 E] AR P BEEBRE
SUIBRBRIEIN 225 2 % AR ICIHFERERIRAE 2 59E U CARE LT, SRITK L, iR/ FAL

B X DR a5 Lz, FRIT 647 ¢ (ZIEIHE L., #EBRAITORREE L7, HRIEH
DIRERHE D &5 B I 637 Tholo, IBRIEDOEGTHkR S iz, RREEE

A, I REEIRE DV T, IRBREE & ORIEME 2 57E LT,

WERERS: 104*

PERI /4l %
51 7 ) A~ 120 mg Q4W
HEAEFS 5GBS lower respiratory tract infection

Z DD f EFG: RO R #E dyspnoea, b%GEEH: upper respiratory tract infection, H

4% gastroenteritis
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276 BALRORBEDELEH

FI)ATT S5 UX—IKETiE 120 mg
ISP B 72 L
U= NN S S

IHBREOYEHE 52559 7.5 » A% 0 2 F A ] 7 BEBRE ZRBR BN ERIE L,
MY T B Uiz, HUAEMBE O SIRNEEGC & DI04 S L, #RE OIERIT S LT,
TRBRE OB G-I ME S A, BEBRE 13A0 2 F RIABE L 72 I JRBE L 72,

223262 BHRE R

BEFREHOEE 2 EERORIVRIZ K 2.7.6.2-10 12777

HERAERFRRIT 6L (28.6%) I[ZROONTZ, ZDHH 14T, EERAHFFRL LTI
¥ metastasis 23 FEHL L, IBEREAEEMIC L 0 IRBREE & OIS Y LHIE SN, ZOfMo+
NTOEBERAFEFGIT, 1GBREE L ORI U &HE STz, IBBRAEIC 2 4 L0 EIC8E
L7cHERAFEFRII RN 0 E G ORBREER T 24U RICHB L HEHERAES
Gl LT, MERINEE dyspnoea (24 [5.4%)) &#ols nausea (24 [5.4%)]) 233D bz,

BPAENICREL L - EERAEFROFEMIT, BEREELZSZROZ L,
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

= 276210 EELGEETEZR GEMAETH)

Denosumab 120 mg Q4W
SYSTEM ORGAN CLASS (N=21)
Preferred Term n (%)
Number of subjects reporting serious adverse events 6 (28.6)
CARDIAC DISORDERS 2(9.5)
Cardiac failure congestive 1(4.8)
Ventricular tachycardia 1(4.8)
INFECTIONS AND INFESTATIONS 2(9.9)
Abscess neck 1(4.8)
Bacteraemia 1(4.8)
NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL 2(9.5)
CYSTS AND POLYPS)
Metastases to lung 1(4.8)
Metastasis 1(4.8)
GASTROINTESTINAL DISORDERS 1(4.8)
Diarrhoea 1(4.8)
Nausea 1(4.8)
Vomiting 1(4.8)
GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS 1(4.8)
Disease progression 1(4.8)
METABOLISM AND NUTRITION DISORDERS 1(4.8)
Dehydration 1(4.8)
RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS 1(4.8)
Acute respiratory distress syndrome 1(4.8)
Dyspnoea 1(4.8)
Page 1 of 1

N = Number of subjects who entered the follow-up phase.

n = Number of subjects reporting > 1 event during the follow-up phase.

System organ classes and preferred terms are sorted by descending order of frequency in the denosumab group.
Coded using MedDRA version 13.1

Includes data of the follow-up phase.

TEBRAIT IR & # 11-6.3.2.1 (5.3.5.1-2) 7551

22327 BEH IV LngE
BRI L OEBREN TN TH, (KL T AMIEDHEFRITRD bR T,

22328 BBE
BRI S MBI O TS | WEUE SUTFEDIEBUE DA EHRITRO bRho T,

22329 SHEEE (ONJ)
TBFRHIT 14 OHERA IZONISER0 b iviz, {BREEEMICE Y | EEEITPEE (V1 —
R2), {REREE L OBEMEDH V) LHE ST,

223210 HRERREEEMLES
TR MBI O T FBURE MR350 b rino 7,
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276 ERDHABROEELED
FI)RTT Y —YJKRTE 120 mg

223211  EREE

Y (NEYYE K OV A BUE ) OSBRI BICEL S 35 F5) 23 16T 21 4 (56.8%)
2, BERRE T 24 (9.5%) IR LN, WP BIRBREEERIC L 0 15K & o B
PEIXRE Sz,

2.2.3.3 BRBREERUNMZILYA Y

MIEH L 7 MER Y ABICTAB LB OB HALT- LIS, BRI 2 b3
OO oT, Fo, NA XY A T, JREBREE L OB#EMENRIE SN D ZBLITRO B
IR T,

2234 BT/ AITHREOHRERR
LT ) A= THURDREZAT > 7oA T 7/ A~ TINS5 2 PR IE B L 7ol 13
ol

2.3 #Ew

T A~ 7 OFEYERRIL, REREG KR OERER G TR Lo Te, £, Hi7 ) A~ T H
KOREZIT o I-RE T, 7/ A~ I T D PR HEL L IR 1L e o T, S BT,
T AT w B LT8R 0 R B L 72 BRIR Tl GCTB O EMIROBEZE 723800 338 Hi
Teo 7 ) AR 7 &5 Lc GCTB BE TOREFFRZORIRITT /) A~ 7 25 L 720 GCTB
BECHESNIRHARLIZERKETHY . T/ AT ICEET L L EX 0N EHERAES
RIXFEAERD N2> T,
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

3. EX 20062004 (4AEE I #A5E8) : 5 3 [EIFFEAEN
GCTB BEZ X G L LicT /) A~ 7 OIFFME Misk LR 1 AR
............................................................................ f@fﬂ%‘é% 53.5.1-3

3.1 BEBRAZEOHME
3.1.1 REREEEED

B 5

312 ABREEEREE
B s i CLk. WM, A—= k57
313 HERER

2008 49 A A (BHIOHERE OMAAIVE) ~2011 43 H 25 B (58 3 [P f#HT 77—~
DAy bATH)

314 BRENIz—X

11 AH
315 BB
3.1.5.1 ES=]:D]

GCTB BE BT AT /) A~T D@7 7 7 A4 Va4 5,

3152 EIXRBH
UIBRARREZ: GCTB M E (mdh— b 1) (2RI 2READOET £ TOMIM 27T 5
GIBRAIREZ: GCTB B (=Ah— b 2) IZBIT 55 6 » H DR TR MEIT S L7205
TR OEIE 2T 2

3.153 REMB®
EHERE (BT DIRBOHET E TOHIM
BRIRSERZE 80 % 7 LT RE (2361 2 B3 £ C o ]
BRI D M A AT
BHIRE 1T T DR 2R D ZEA L
FREARR A IRE 2T o T BRE 1 C B 5, 7/ A~ 7IBFRICR 2R ER R
TRERRR L IVRE 21T - T2 BRE 2R 5 =R T A1 VHIER TGS L= 95k
FHOHIE
EHEERE (T T D AR 72 TR i {5 - Db
ak— b 2128 2 T E TOHIM
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276 BEcxOHBOE LD
T/ AT S5 UX—IKETiE 120 mg

« AR—R2ITBF D AN RAT A VRHTTE L TOIAMNRO T L 0 HEREE O FF
AT DEIE

o SHEREICRIT S, fSEEFAZ (Brief Pain Inventory-Short Form: BPI-SF) (24X~ T
HEShiz, R=RAT7 A U PbORAA T DEAL

3.1.6 HERAZE

AFRERIL, BIBRATEEZ: GCTB XUFUIBRRHE e GCTB Dl N B OVE RS A3 L 72 AR pk AR
BEERGE LIZIEER, B8 HUHERRCH D, ks &l S gRFIZL I o 3
DD AR— FOWTINITHAAN BT,

e 3k— K 1 GIBRRAEZR GCTB B3 (B U XUTHHED GCTB, & 2 W IEfilsf 7z &

DEFMIRE AT 5 BE)
o aAk— b 2: YIBRAIHEZR GCTB #A L. EEOKIBIEZETFIF (B Bk, F2
DY, AT HFERREIED OEEIFRBR IS TE I TS BE

o arR— k3 ikBR 20040215 7 HBAT LI HBRE

A ST B LI RAE (12700 E) @ GCTB ##F (adh—h 1 k02) T, &
Bk 20040215 Rk, 7/ A~ 7 120 mg Q4W D T 525 8 H LUV 15 H @ 120 mg A&
HaMA TG A Y a— b Uiz, 3Bk 20040215 2> HBAT L7@BRE (24— k 3) Tid,
EITHO UW K57 V2 —MCHbE TR 2T, Ankh GBS HRUE 15 H) 1%
Thlehnolz, KRBT L7IZHS TR 20040215 OBHRFREYICH - - 95rE T, £
D F F, B 20040215 OFAEKEEH D DIk 2 FEIZD 7 2 BHRAE & ke L7,

AR CIE, FRNTE ALY T AMIEDTED SRR Y | 500 mg, BEL EDO BT A K
V400U B EOEX I D EEEAKRGT 52 & amd #fiE Lz,

B & e RICUIR LTI 4rg Tld, 7/ A~ 7 O G 2 0R1% 6 181 £ Tlke L=, = Dftho
TRTOWRE T, HEBOMEIT, I1BBRETE SUITIEBREF 12 X 2 Pk ok, s
X oHIEOR U, 16BRETEMIC X 2 EROAEMEZR Lo, & 25V IE0FREE IR REOE
FEDOWTNNZED ETT ) A~ TG &k L=,

T ) AR T DR G%, BatET —2 (AERR, PFHEROMEARI., KOHT  2A~7
PUAREROMIE Y > 7 v) OWEE 6 » A2 1 BIOSHET 12 » HBER L7,

RBRT YA &M 27.63-118, FHliA T Y2 — &K 2.7.63-1 177,
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276 BEcxOHBOE LD
F/AIT S5 UX—IKETiE 120 mg

27631 REBETHA >

c rt
Uns;:r:ge:ble Continue denosumab
»  Denosumab 120 mg SC Q4w > 122‘;;1[5;?%&?2;{‘\’ if —

— ? with a loading dose of 120 mg SC E

5 on study days 8 and 15 N F

C g D 0

R L

E IC_) Saﬁ;:::bzle Surgery Complete resection - If o] 5

E -+ | (i Denosumab120mgSC Q4w — (1) ¥ pathological CRPR then L 1yf F | ) \?\f

N M with a loading dose of 120 mg SC degz\s’,\;”f'“a% LEU m%ESC "

TLI E on study days 8 and 15 or B doses (2) 2 0

o N U P
— B Soline? Continue denasumab D

Current 20040215 Subjects (3) 120 rma SC Q4W if b (4)
"™ Denosumab 120 mg SC Q4W if > c\intgal bt -
receiving denosumab in Amgen
study 20040215

| IR SR S SN S S N J v v v ) S
oo Bt g?d:‘ gamg D%ud;fs \‘Wgek ‘N;Ek \N‘e;k ook // Q4 QaV Gdw / Endof Endof Endof
g;nns;rﬁ g ’ Y ? Treatment  Study  Follow-up

=2

1 Surgical resection may occur at any time during the study based on the clinical judgment of the investigator

2. Subjects not achieving a complete resection post surgery may continue to receive denosumab at a dose of
120 mg SC Q4w if clinical benefit is determined

3. Subjects participating in the 20040215 study will enroll and receive denosumab at a dose of 120 mg Q4w
(subjects will not receive the day 8 and 15 dose)

4 Subjects currently in the long-term follow-up in study 200402 15 will continue on the safety follow-up in this study
for up to 2 years after their end of study visit on study 20040215, The total length of safety follow-up on this
study for patients enrolling from the safety follow-up phase of Amgen study 20040215 will be 2 years less the
time spent in long term follow-up on study 20040215,

TRBRA IR 2 X 7-1 (5.3.5.1-3) 25 51H

& 27631 FHER7Ta1—)

Prior to
Day 1 Wk 1 Treatment Period ' (weeks)
<28 | <7 | First4-week period
days | days (days 11to 28)
Day Safety
Day | Day | Day | 29 Follow-
Procedurefactivity 1 8 15 W5 W9 | W13 | WIT7 | W21 | W25 | W29 | W33 | W37 | W41 | W45 | EOS up =
Informed consent ' x
Medical history x
Pathology reports 3 x < To be submitted if performed as standard of care ——m8 ————————p
Imaging reports * x < To be submitted if performed as standard of care >
Serum chemistries * * x X * x X X % x X x ® X X X 3 X
PE, disease status,

Karrlofsky 6,13 x X x x x X x x x X x x x X X
Pregnancy test 1 X X X X x x x
Antibody assay ° x x x
Denosumab

administration ' * X x * % % * % % % x x x x
Patient reported

outcomes ' ] % X x x X X x x x %

Calcium / vitamin D 4+ Strongly recommended to be taken daily =———

AE assessment ! x x < Documented throughout the study > X x

Cc:::tdair::‘?g; review x X < Documented throughout the study > x x
Page 1 of 3

Footnotes appear on last page of this table

TR & X 7-3 (5.3.5.1-3) 765/
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276 BALRORBEDELEH
FJAIT S5 UX—IKETiE 120 mg

% 27631 FHERZ P a1—IL

Treatment Pericd * (weeks)
W93 and W97 and Safety
Procedure/activity W49 | W53 | W57 | WB1 | We5 | WBS | W73 | W77 | W81 | W85 | Wee Q4w Q12w EOS Follow-up *
Pathology reports * < To be submitted if performed as standard of care >
Imaging reports 4 < To be submitted if performed as standard of care >
Serum chemistries ® ' x x x x x x x x x x x x x x
RE;dlscase gtwaslus’ x x x X x x x x x x x x x x
Karnofsky
Pregnancy test " % x x % x x x
Antibody assay Y x X
Denaosumab
administration x X X x % x x x x x x %
Patient reported 5 -
outcomes * 2 i % % x
Calcium / vitamin D < Strongly recommended to be taken daily _——>
AE nent *° < Documented throughout the study b x x
C%‘gg:::ﬁg; review <+ Documented throughout the study > x x
Page 2 of 3

Footnotes appear on last page of this table

TRERIRIT IR G K 7-3 (5.3.5.1-3) 765

% 27631 FHERZ P a1—IL

Footnote | Exp

1 Subjects continued receiving denosumab until complete tumor resection (if applicable}, disease progression, physician's or subject's decision, or
Amgen's decision to discontinue (for any reason), or until administration of any proscribed therapies. Denosumab 120 mg was given by SC injection
as a 1.7-mL injection of denosumab 70 mg/mL.

2 Safety Follow-Up: Safety data was to be collected approximately every 6 months for up to 12 months after the EOS date. For subjects who were in the
safety follow-up of Study 20040215 before enrolling in the current study, safety data was to be collected approximately every 6 months for up to

24 months after the EOS visit in Study 20040215.

3 Histopathology reports confirming the diagnosis of GCT of bone and demonstrating active disease were to be obtained to determine eligibility at
screening (not required for 20040215 subjects). All on-study reports were to be collected if performed as standard of care, except at the EOS visit
where it may have been required.

4 Imaging reports were required at screening to confirm eligibility (not required for 20040215 subjects). All on-study imaging reports were collected if
performed as standard of care.

5 It was required that serum chemistries performed by local lab include serum creatinine, calcium, albumin, magnesium, and phosphorus.

] Physical exam: The screening PE included medical history, Karnofsky performance status, disease status, blood pressure, respiratory rate,

temperature, weight, and height. (After the subject had signed the informed consent form and the medical history was recorded on the Medical and
Surgical History eCRF, any new or worsening conditions were to be reported on the Adverse Event eCRF, including any adverse events reported
during the screening period.) Thereafter, only a disease status and Karnofsky performance status was collected during the treatment phase of the
study and at safety follow-up.

7 Pregnancy testing for women of childbearing potential was to be conducted at screening, on study (approximately every 12 weeks while receiving
denosumab treatment), and during the safety follow-up. It was required that a urine/serum pregnancy test be done at baseline prior to the first dose of
denosumab if study day 1 is greater than 7 days from the pregnancy confirmation done at screening.

8 Patient Reported Outcomes (PRO): Consists of the Brief Pain Inventory — Short Form (BPI-SF), which was administered prior to each denosumab
administration (ie, at baseline, study days 8 and 15, then Q4W from weeks 5 through 25, then every 12 weeks until the EOS).
9 Serum for antidenosumab antibody assay was collected at baseline and as outlined on the schedule of assessments (above), including 2 samples

obtained during follow-up (approximately 6 and 12 months after the EOS visit). For subjects who were in the safety follow-up of Study 20040215 at the
time of their enrollment into the current study, serum samples for antidenosumab antibody assay were collected approximately every 6 months for up
to 24 months after the EOS visit in the 20040215 study. These samples may alsc be used for future biomarker development testing.

10 Adverse event assessments were to be documented and recorded at each visit upon signing informed consent. Subjects were to be followed for
adverse events until all denosumab treatment-related toxicities had resolved

11 It was permitted that informed consent be obtained > 28 days before day 1 week 1.

12 Cohort 3 subjects enrolled at their next Q4W visit (based on their 20040215 schedule). Informed consent was obtained prior to any protocol specific
procedures: PROs were collected at their next Q12W assessment visit.

13 For subjects who were in the safety follow-up of Study 20040215 at the time of their enroliment into the current study, serum chemistries, physical

examination, disease status, Karnofsky performance status, and pregnancy testing were not required during the safety follow-up.

Page 30of 3

TRERIRIT IR E 2 K 7-3 (5.3.5.1-3) 765

3.1.7 HEREH

R S AU TR E: 500 44

F—B Ny bA T RS TR LA B AT T R E 5 282 4
F—5 91y M7 AR A TBIRESICHEAAN DI TO 7 EBREE: 38 4

318 TZMRUELGHAAANESE
YIBRAEEZY GCTB XTI Al E7e GCTB OWF N A L. HIE IR HEMIR 2 2 11 9
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

GCTB MR BRSPS HERR S Tz, B SUTBEREEOIZREA UTz 12 LA E O RREE (B AL
AL REEFOHE, KEAS kgL ETHD Z L), HDHVIE, iRER 20040215 54T LT
BB

319 RERE. HERUEREAZE
3191  HERE

T AT 120mg D THREG%Z, FH1H, 8 H, KU 15 HICAMKE L LTTW, £
D, F29 BvH QAW THRE L7, 7/ A~71X, pH52 ® 18 mM HfiZ, 4.6%/ /Lt h—
IV EETAITHREEIRICIRIR L, T T AN, TV AT EE, B, EBE~R ez 295
70 mg/mL {FEST SR & LTt L7,

3.1.9.2 pof:icE o
ARl

3.1.10 &5 HiM

S % SE T YR L 72 iBRE Cld, 7/ A~ 7 05 2 Y% 6 [0l £ Tkl L 7=, T Oftho
TRTOMPRE CTIL, B OMEIT, TRBRETER SUITEBREEE 1 X 2 ko], g5
KD IEOH U, IRBRE(EEANC K 2 ERRAA M2 L oY, & 2 WX OFHER IR RED F
HEDOWTHNIEDETT ) A~ TG ZHkE LT,

il % OYEERF ORI 2 4 Qai: 12 » A, BBfEE: 12 2 H) 27EL., &
BRAE T REOBMSRIUIC L VAIET 522 b VG & LT,

3.1.11 FH@IEHE
31111 XEFHEIER
o AEFRLOREE, SE, KOEEE, WONCEKRREEREICET 2T ) A7 02k
M7p iz etE7a 7 7 A v

31112 EIREFHEIEE
«  UIBRARHEZR GCTB B (2dh—h 1) 128 2B OHEFT £ TOHIR
«  YIBRATHEZR GCTB & (24— b 2) 2B 5% 6 » H OB L TR T S e n-o
TR DEIE

3.1.11.3 ERMFHEIEE
o BWEREIZRT DIREOEITE TOHIRH
o BERRAISEREZ AR LTCHIRE BT 2 B3 £ oMM
o aR— b 22T D FHEE TOHIRM
o REARRERRE AT BB ICBIT D, T A~ TR DR RS

41



276 BEcxOHBOE LD
T/ AT X —UKRTE 120 mg

o EYEERE IR DR 2 R E (PET, CT. PET/CT, MRI, XX X#) EoZ
1t

s BHEREIZHIT D, BPISFIZL o THIES N, X"—RA T A UNODRAATT DX
1t

o BBHBOEWFLDAIT N2 KA 2 ML R TN U 7-45rE 0El &

o BBHLOEWFELDAIT N 4HRA 2 b EBZT-WERE DS

o IRBOEVEADAIT N4 RA 2 FULF Th - 12 45RE OEIS

o HHBOEWFEADATT N2 RA 2 bR TN 5 £ oMM

o BBOEWFELDAITNA4RA L MEBZDE TOHM

o KOLOEWRBDAITNARA L FLLTIC25 £ TOHM

o Kak— MIBT L, ERAIOERANEL Rh ol I ot (BEFHEA T 2
WA REUF) #eBE oFIG

e FKak—MMIBITL, MAEAA FEERLE @RIERA 27 38K MLE) #RE
DEIE

o Fak— MIRIT D, ERER TS OB H o TR OEIE

o BHEERE TR D M A I

. f@ﬁﬁ%%@ﬁ%ﬁot%%% B D, R—=RA T A AWEZITIEE AR L IR

HOEIE
o AR 2ITBIT D AN—AT A UREHTTE L TWIAERIFN L 0 &8O FiT T
A TIZHERE DG

o RURERE BT DR 2 BRR RO A TRME
o AWERRE TR AR IR DL
o Tk — R 2ITBIT A 2RBHEICHE > TWOTRO RIS Ehii S 72 ho - iR E o

HlE

3.1.12 #EtFiE

3.1.121 A
TRTORMEMTIL, FHIBUE LRWIRD | K adR— MR Oam— k1 & 2 DG4
ok LT3N L7z, ATREZR A I RREENI T L CHRBOMIT 20 K L7z, 173U h

NVEBIIBEE R O3 TR L, B A5G fat & (n, SPXME, EAERZE, PR, 5
1 USR58 3 MU hike, fevIME, RO KRME) 2 HnW TR LTz,

3.1.122 =&tk

T AT & AU EREGINTET X TOWRE LG L Lo, BAEFELORRLLRE
BIROPHE, BARGE, EERE, B, RORREMR Z LICRIR L, BRI A B HE!
BXIIV T T =T N EAWTERN L, H17 / A~ T HIROFEBRZFH LT,
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

32 HROEHR
3.21 HWEREBEBDAR
3.2.1.1 TRTOHERE

T ) AR TR INTCT R TOBRE OIREBIM A2 £ 2.7.632 120, RBRoOF LIRS
LT ) AT REOR B %R 2.7.63-3 1277,

T Hy NA TR, 282 4 OHIERE DA A AL DI, 95 2814 (99.6%)
N 1IELLEDOT ) A~ T O Z2%1F1-, 20955 414 (15%) HBikBRE ik L, 43 4 (15%)
INT ) A= T OFGAEMIELT-, kL LT 2414 (86%) DNARBR AT THY . 95 238
% (84%) NT ) AT OEGEGET THDH, I HIT, 38 ABEHFHAEMIC A>T\ 5,

* 2.7.6.3-2 GREEME (REMMEAER)

n (%)
> () - <6 months (N =281)
Cohort 1 169 (60.1)
Cohort 2 101 (35.9)
Cohort 3 11 (3.9)
Cohorts 1 and 2 270 (96.1)
> 6 - <12 months (N = 281)
Cohort 1 126 (44.8)
Cohort 2 69 (24.6)
Cohort 3 1(0.4)
Cohorts 1 and 2 195 (69.4)
> 12 - < 18 months (N = 281)
Cohort 1 92 (32.7)
Cohort 2 31(11.0)
Cohort 3 0(0.0)
Cohorts 1 and 2 123 (43.8)
> 18 - <24 months (N = 281)
Cohort 1 49 (17.4)
Cohort 2 93.2)
Cohort 3 0(0.0)
Cohorts 1 and 2 58 (20.6)
> 24 months (N = 281)
Cohort 1 24 (8.5)
Cohort 2 1(0.4)
Cohort 3 0(0.0)
Cohorts 1 and 2 25(8.9)

Page 1 of 1
N = number of enrolled subjects who were eligible for the study, received at least one dose of denosumab.
n= number of subjects in specific on-study duration
Percentages based on N

TRBRA IR 2 22 8-1 (5.3.5.1-3) 75 51H
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

& 27633 HBRRUT/ AT IHEQOHILER (ReBnEE)

Cohort 1 Cohort 2 Cohort 3 All
n (%) n (%) n (%) n (%)
Enrolled 170 101 11 282

Study Participation Status

Ongoing 149 (87.6) 81 (80.2) 11 (100.0) 241 (85.5)
Discontinued study 21(12.4) 20 (19.8) 0(0.0) 41 (14.5)
Protocol-specified criteria® 2(1.2) 10 (9.9) 0(0.0) 12 (4.3)
Administrative decision 4(2.4) 4 (4.0) 0(0.0) 8(2.8)
Adverse event 7 (4.1) 1(1.0) 0(0.0) 8(2.8)
Consent withdrawn 1 (0.6) 2(2.0) 0 (0.0) 3(1.1)
Disease progression 1 (0.6) 2(2.0) 0 (0.0) 3(1.1)
Lost to follow-up 2(1.2) 1(1.0) 0 (0.0) 3(1.1)
Requirement for alternative therapy 2(1.2) 0 (0.0) 0 (0.0) 2(0.7)
Other 1(0.6) 0(0.0) 0(0.0) 1(0.4)
Pregnancy 1 (0.6) 0(0.0) 0(0.0) 1(0.4)

Investigational Product Status

Received IP 169 (99.4) 101 (100.0) 11 (100.0) 281 (99.6)
IP ongoing 148 (87.1) 79 (78.2) 11 (100.0) 238 (84.4)
Discontinued IP 21 (12.4) 22 (21.8) 0(0.0) 43 (15.2)
Protocol-specified criteria® 2(1.2) 11 (10.9) 0 (0.0) 13 (4.6)
Administrative decision 529 4(4.0) 0 (0.0) 9(3.2)
Adverse event 7(4.1) 2(2.0) 0 (0.0) 9(3.2)
Consent withdrawn 1 (0.6) 2(2.0) 0(0.0) 3(1.1)
Disease progression 1(0.6) 2 (2.0) 0(0.0) 3(1.1)
Lost to follow-up 1 (0.6) 1(1.0) 0(0.0) 2 (0.7)
Requirement for alternative therapy 2(1.2) 0(0.0) 0(0.0) 2(0.7)
Other 1 (0.6) 0(0.0) 0(0.0) 1(0.4)
Pregnancy 1 (0.6) 0 (0.0) 0 (0.0) 1(0.4)
Never received [P 1 (0.6) 0 (0.0) 0 (0.0) 1(0.4)
Page 1 of 1

IP = investigational product

Percentages based on number of subjects enrolled.

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

*Complete resection

TRBRA I 2 22 8-2 (5.3.5.1-3) 5 51H

3212  REEHERE

T =B By NATEER T, BRI LT RS (12 0L ) 1 10 A AN S
N, 7/ A TIC R DB EZT T2, 205 H 240, BIREER EOBBTT ) 2w 70K
B R OGBRAZ P IE L. (3% 2.7.6.34),
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276 BALRORBEDELEH

T/RATT ZY—Y KR TE 120 mg
® 27634 T/AITEHREOHIEER CREFHERE)
Cohort 1 Cohort 2 Cohort 3 All
n (%) n (%) n (%) n (%)
Enrolled 8 2 0 10
Received IP 8 (100.0) 2 (100.0) 0(0.0) 10 (100.0)
IP ongoing 7 (87.5) 1 (50.0) 0(0.0) 8 (80.0)
Discontinued TP 1(12.5) 1 (50.0) 0(0.0) 2 (20.0)
Lost to follow-up 0(0.0) 1 (50.0) 0 (0.0) 1(10.0)
Pregnancy 1(12.5) 0 (0.0) 0 (0.0) 1(10.0)
Never received IP 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Page 1 of 1

IP = Investigational product
Percentages based on number of adolescent subjects enrolled

TEBRRIE IR 73 # 14-1.50.2 (5.3.5.1-3) 7651

322 WERE

LN
[

3.2.2.1 TRTOHERE

EWERE DN OFEFFNT —F 3 2763512 _X—AT7 A L ORMEE R 2.7.63-6 1T,
EHAERRIE 35.5 BT BB D 58% (164/282) MLtETH Y. TFAAFITAAN (81.6%)
Th o7, UIRAREZ GCTB 2 A 2HBE (adh—1F 1) OO 5, 28%NHIFE. 72% %
ThVY, —J., YIRAHEZ: GCTB 2 A 4 285#E (ah— 1 2) TIE, 62%23 W%, 38%H
HThHoT 1T & AL DOYEERTT (85.5%) 1%, ~— A T A KD Karofsky performance status scores
(100%: 1E& -FRRIERZ2 L ~ 0%: FEL) TR INDH KB IRIEOFHM A 80%~100% & |
B 72 Rk E T hH o 7o,
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276 BALRORBEDELEH

T/RATT ZY—Y KR TE 120 mg
® 2.76.3-5 ANAHfEFHT—42

Cohort 1 Cohort 2 Cohort 3 All

(N =170) (N=101) N=11 (N =282)
Sex - n (%)
Female 102 (60.0) 57 (56.4) 5(45.5) 164 (58.2)
Male 68 (40.0) 44 (43.6) 6 (54.5) 118 (41.8)
Ethnic group / race - n (%)
White or Caucasian 135 (79.4) 85(84.2) 10 (90.9) 230 (81.6)
Black or African American 10 (5.9) 6(5.9) 0 (0.0) 16 (5.7)
Hispanic or Latino 11 (6.5) 3(3.0) 1(9.1) 15(5.3)
Asian 8(4.7) 4 (4.0) 0(0.0) 12 (4.3)
American Indian or Alaska Native 1 (0.6) 0(0.0) 0(0.0) 1(0.4)
Native Hawaiian or Other Pacific Islander 0(0.0) 1(1.0) 0(0.0) 1(0.4)
Other 5(2.9) 2 (2.0) 0(0.0) 7(2.5)
Age (years)
n 170 101 11 282
Mean (SD) 36.1 (14.3) 34.8 (11.4) 34.7 (14.9) 35.5(13.3)
Median 33.0 34.0 30.0 33.0
Q1, Q3 26.0,45.0 25.0,43.0 24.0,44.0 25.0,44.0
Min, Max 13,83 16, 69 22,63 13,83
Age group - n (%)
< 18 Years 8(4.7) 2 (2.0) 0(0.0) 10 (3.5)
18 - 40 Years 106 (62.4) 67 (66.3) 8(72.7) 181 (64.2)
41 - 60 Years 44 (25.9) 31 (30.7) 1(9.1) 76 (27.0)
> 60 Years 12 (7.1) 1(1.0) 2 (18.2) 15(5.3)
Weight (kg)
n 165 97 10 272
Mean (SD) 75.76 (21.30) 74.72 (17.72) 78.38 (21.36) 75.48 (20.04)
Median 70.00 74.00 67.50 72.37
Q1,Q3 58.23, 87.73 60.00, 87.00 63.64, 90.00 59.00, 87.87
Min, Max 46.0, 155.4 40.5, 130.0 58.5,123.6 40.5, 155.4

Page 1 of 1

N = Number of subjects enrolled

Four subjects from study 20040215 were directly enrolled into the safety follow-up phase in study 20062004 and were excluded from

the treatment phase analysis.

TRBRRIE IR & £ 8-3 (5.3.5.1-3) 7255/
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

R 27636 R—X54 D%

Cobhort 1 Cohort 2 Cohort 3 All

(N =170) (N=101) N=11 (N =282)
GCT disease type - n (%)
Primary resectable 0(0.0) 63 (62.4) 0(0.0) 63 (22.3)
Primary unresectable 48 (28.2) 0(0.0) 2 (18.2) 50 (17.7)
Recurrent resectable 0(0.0) 38 (37.6) 0 (0.0) 38 (13.5)
Recurrent unresectable 122 (71.8) 0 (0.0) 9 (81.8) 131 (46.5)
Longest dimension of target lesion (mm)
n 170 101 11 282
Mean 64.8 70.6 38.0 65.8
SD 48.5 38.9 28.5 45.0
Median 53.5 64.0 29.0 58.5
Q1, Q3 28.0,93.0 45.0, 86.0 14.0, 67.0 33.0, 89.0
Min, Max 7,308 7,221 3, 88 3,308
Location of target lesion - n (%)
Sacrum 42 (24.7) 4 (4.0) 2(18.2) 48 (17.0)
Lung 42 (24.7) 2 (2.0) 3(27.3) 47 (16.7)
Tibia 9(5.3) 34 (33.7) 0(0.0) 43 (15.2)
Pelvic bone 23 (13.5) 12 (11.9) 0(0.0) 35(12.4)
Femur 3(1.8) 21 (20.8) 0(0.0) 24 (8.5)
Radius 6(3.5) 10 (9.9) 0(0.0) 16 (5.7)
Other 8(4.7) 6(5.9) 1(9.1) 15 (5.3)
Thoracic vertebrae 9(5.3) 2(2.0) 2(18.2) 13 (4.6)
Cervical vertebrae 11 (6.5) 0 (0.0) 0 (0.0) 11 (3.9)
Humerus 3(1.8) 6(5.9) 0(0.0) 9@3.2)
Skull 7(4.1) 0(0.0) 0(0.0) 7(2.5)
Fibula 1 (0.6) 2 (2.0) 19.1) 4(1.4)
Lumbar vertebrae 1 (0.6) 1(1.0) 1(9.1) 3(1.1)
Metacarpus 2(1.2) 1(1.0) 0 (0.0) 3(1.1)
Pelvis (soft tissue only) 2(1.2) 0 (0.0) 0 (0.0) 2(0.7)
Ulna 0(0.0) 0(0.0) 1(9.1) 1(0.4)
Patella/knee 1 (0.6) 0(0.0) 0(0.0) 1(0.4)

Page 1 of 2

N = Number of subjects enrolled

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

Target lesion was measured through imaging procedures including X-ray, CT, MRI etc.

* Not expected or available for Cohort 3 subjects

TERIR IR & K 84 (5.3.5.1-3) 72551
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

R 27636 R—X54 D%

Cohort 1 Cohort 2 Cohort 3 All

(N =170) (N=101) N=11 (N =282)
Planned surgery - n (%)
No surgery planned 170 (100.0) 0(0.0) 0(0.0) 170 (60.3)
Curettage 0(0.0) 13 (12.9) 0(0.0) 13 (4.6)
Marginal excision 0(0.0) 1(1.0) 0 (0.0) 1(0.4)
En bloc excision 0(0.0) 4 (4.0) 0 (0.0) 4(1.4)
En bloc resection 0(0.0) 37 (36.6) 0 (0.0) 37 (13.1)
Joint resection 0(0.0) 15 (14.9) 0 (0.0) 15(5.3)
Joint/prosthesis replacement 0(0.0) 9 (8.9) 0(0.0) 9(3.2)
Amputation 0(0.0) 17 (16.8) 0(0.0) 17 (6.0)
Hemipelvectomy 0(0.0) 4 (4.0) 0(0.0) 4(1.4)
Other 0(0.0) 1(1.0) 0(0.0) 1(0.4)
Not applicable® 0(0.0) 0(0.0) 11 (100.0) 11 (3.9)
Karnofsky performance status score - n (%)
50% 3(1.8) 0(0.0) 0(0.0) 3(L.1)
60% 8(4.7) 0(0.0) 0(0.0) 8(2.8)
70% 16 (9.4) 13 (12.9) 0(0.0) 29 (10.3)
80% 41 (24.1) 28 (27.7) 1(9.1) 70 (24.8)
90% 59 (34.7) 27 (26.7) 1(9.1) 87 (30.9)
100% 43 (25.3) 33 (32.7) 8 (72.7) 84 (29.8)
Not applicable® 0 (0.0) 0(0.0) 19.1) 1(0.4)

Page 2 of 2

N = Number of subjects enrolled

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

Target lesion was measured through imaging procedures including X-ray, CT, MRI etc.

* Not expected or available for Cohort 3 subjects

TEBRFR TR & % 8-4 (5.3.5.1-3) 7255/

3222  KREEWERE

RIAEWERE DN DM FHT — X 23 2763710, N—RAT7 A OFEEF 2.7.63-81C
N

T Ty bA T HETIT, 10 4 DORBAFEERE (18 A, BHEAICHRA LZHE) 13l
HANNBIL, TR COFERFELEFNCE O BTz, REFEERE D2 < B3t (80%. 8/10) T,
FRANFETAAN (60%, 6/10) THY, FhOFRIEIL 16 5% ThH o7z,

REAFPERE DIZ L A EDN, WIEOYIRARE: GCTB (30%. 3/10) b L IXHREOUIBRA
HE72 GCTB (50%. 5/10) #H LT\ 2, T X TORKFEHERFE T, Karnofsky performance status
scores |% 80%LL ETH Y | ERIEH 2 ATEEI A AIRE/RAE L B 2 b v,
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276 BALRORBEDELEH

T/AIT ST —7KRTE 120 mg
& 27637 AOMEFHT—F (REFHERE)
Cohort 1 Cohort 2 Cohort 3 All
(N=8) (N=2) (N=0) (N=10)
Sex - n (%)
Female 6 (75.0) 2 (100.0) 0() 8(80.0)
Male 2 (25.0) 0(0.0) 0() 2 (20.0)
Ethnic group/race - n (%)
White or Caucasian 6 (75.0) 0 (0.0) 0(-) 6 (60.0)
Black or African American 1(12.5) 2 (100.0) 0(-) 3 (30.0)
Hispanic or Latino 1(12.5) 0(0.0) 0(-) 1 (10.0)
Age (years)
n 8 2 0 10
Mean 15.4 16.5 15.6
SD 1.4 0.7 - 1.3
Median 15.5 16.5 - 16.0
Q1,Q3 14.5,16.5 16.0, 17.0 - 15.0, 17.0
Min, Max 13,17 16,17 - 13,17
Age group - n (%)
< 18 Years 8 (100.0) 2 (100.0) 0() 10 (100.0)
Page 1 of 1

N = Number of adolescent subjects enrolled

TRERIAIE IR # 14-2.50.1 (5.3.5.1-3) 765/
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

£ 27638 N—XS5A4 DM (REEHERSE)

Cohort 1 Cohort 2 Cohort 3 All

(N=8) (N=2) (N=0) (N =10)
GCT disease type - n (%)
Primary resectable 0(0.0) 1 (50.0) 0(-) 1(10.0)
Primary unresectable 3(37.5) 0(0.0) 0(-) 3 (30.0)
Recurrent resectable 0(0.0) 1 (50.0) 0(-) 1(10.0)
Recurrent unresectable 5(62.5) 0 (0.0) 0(-) 5(50.0)
Longest dimension of target lesion (mm)
n 8 2 0 10
Mean 60.2 54.0 - 59.0
SD 28.0 14.1 - 253
Median 55.0 54.0 - 55.0
Q1, Q3 36.0, 80.5 44.0, 64.0 - 37.0, 64.0
Min, Max 34,105 44, 64 - 34,105
Location of target lesion - n (%)
Sacrum 3(37.5) 0(0.0) 0(-) 3(30.0)
Femur 0(0.0) 2 (100.0) 0() 2 (20.0)
Skull 2 (25.0) 0(0.0) 0() 2 (20.0)
Pelvis (soft tissue only) 1 (12.5) 0(0.0) 0() 1(10.0)
Thoracic vertebrae 1(12.5) 0(0.0) 0(-) 1(10.0)
Tibia 1(12.5) 0(0.0) 0(-) 1 (10.0)
Planned surgery - n (%)
No surgery planned 8 (100.0) 0 (0.0) 0(-) 8(80.0)
Joint resection 0(0.0) 1 (50.0) 0(-) 1(10.0)
Joint/prosthesis replacement 0(0.0) 1 (50.0) 0(-) 1(10.0)
Karnofsky performance status score - n (%)
50% 0(0.0) 0(0.0) 0(-) 0(0.0)
60% 0(0.0) 0(0.0) 0(-) 0(0.0)
70% 0(0.0) 0(0.0) 0(-) 0(0.0)
80% 3(37.5) 0(0.0) 0(-) 3(30.0)
90% 4 (50.0) 2 (100.0) 0() 6 (60.0)
100% 1(12.5) 0(0.0) 0() 1 (10.0)

Page 1 of 1

N = Number of adolescent subjects enrolled

Target lesion was measured through imaging procedures including X-ray, CT, MRI etc.

No adolescent subjects were enrolled into Cohort 3 as all subjects in Study 20040215 were adults
(> 18 years of age)

TR & K 8-5 (5.3.5.1-3) 72651

323 AWMOHER
3231 HREPBOETETCOHM: ak— k1

YIBRRHEZ: GCTB 2 A 24% (adh— K1) TiX, T/ A7 % 1 ELERG ST
169 411, 64 (3.6%) NIBBRE(TERIC X » CTREOEIT L HE SN, 24T 298E D
BN DI, HFBOEITE TORIMIZPRMEICE Lo T,

3232 ¥6nADBRATFMMNEITINGLN SI-BEREDEEG: a/h—+2
YIBRATREZ: GCTB 2T 28E (2R —h2) OH L, T—Xhy NA TR T, 714
WT ) AT % LEILLEEG S, 2206 # AL ERBRAMEE L Tz, 20956, 564 A
DR CRIAHEST X TR Do TR 1T 90.1% (64/71, 95% CI: 80.7%~95.9%) T -
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

7o (& 2.7.6.3-9),

& 27639 ¥6»ADEKRATFMARTEINGS SHEREDES
(a7k— b+ 2 AREFETEE)

Crude Incidence
n (%) (95% CI)*
Cohort2 (N=171) 64 (90.1) (80.7,95.9)
Page 1 of 1

N = number of enrolled cohort 2 subjects who were eligible for the study, received at least one dose of denosumab, and had
opportunity to be on study for at least 6 months

n= subjects without any surgery by month 6

Percentages based on N

*Exact confidence interval

VBB IE R 2 K 14-4.2.1 (5.3.5.1-3) 225511

3233 EERMFHEBIEE
3.2.3.3.1 BREEEMICL > THESIN-KEEDIKE

BRBELEMICE > THESNTZ, IR — T EDORX—ZX T4 U HORENFROEN % | &
2.7.6.3-10 I~ T,

a7 — b 1 TRl AIREZR 159 4 ORI (7 /7 A~ T W 1 B ERG Sd, JREOFMA Al
BTHoTWRE) O L, JBBRELEMPHRE LR BEFRZE (stable disease: SD) LA
L OHEERF1L 99% (158 44) Th o7z (5842%%) [complete response: CR] : 8 44 [5.0%]., #5457
7850 [partial response: PR] :57 41 [35.8%], SD:93 4 [58.5%]), &7z, aFm— k1 &2 %0f
W ARHI TR IRBRERE RS U 7o RAVARDS SD BL EO#RERF 13,252 44 1250 44 (99.2%)
Tho7- (CR:254 [9.9%], PR: 944 [37.3%]. SD: 1314 [52.0%]),

z 276310 R—XAS5A4 VEOREYE (BNHEEFTER

Complete Partial Stable Disease
response response disease progression
N1 n (%) n (%) n (%) n (%)
Cohort 1 (N =169) 159 8(5.0) 57 (35.8) 93 (58.5) 1(0.6)
Cohort 2 (N = 100) 93 17 (18.3) 37 (39.8) 38 (40.9) 1(1.1)
Cohort 3 (N=11) 11 0(0.0) 2(18.2) 9 (81.8) 0(0.0)
Cobhorts 1 and 2 (N =269) 252 25(9.9) 94 (37.3) 131 (52.0) 2 (0.8)
Page 1 of 1

N = number of enrolled subjects who were eligible for the study and received at least one dose of denosumab
N1 = Number of subjects who had a disease status evaluation

Response was determined by investigator. If multiple responses are present, the best response is used.
Percentages based on N1

TEBRIRIE A K 9-1 (5.3.5.1-3) 765

3.2.3.3.2 FHMHAEBEINGED DT HERERERN—X 54 UBFICFHE L TLW=FH&VU D
BEOFMNERIN-HEBREDEE: ak—H2
aR— k2 TT /AT 1 EILLEEL S HERE 100 40 9 5, 90 4 (90.0%. 95% CI:
82.4~95.1) TiE, FIFHBMAT SN oty (744), N—AT A ERRHZEE L TV 7z Ff
X0 LBEDFHR AT (16 4),
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

3.2.3.3.3 RERBFHR

TR | AR RO A 2 I L 7R 13 40 4 Th o7 (R —h 11184, =dh—
2:224), D5, 60% (244) TT ) A~ T L DB IEEHE NHRIFED 5
AL, 48% (19 4) THEREAIIOWEEANZED bt (& 2.7.6.3-11),

* 2.7.6.3-11 REBMEGFEMNSDERE (AMEETER)

Crude Incidence

N1 n(%)* (95% CI)
Subject Incidence of Pathologic Response
Cohort 1 (N =169) 18 5(27.8) (9.7,53.5)
Cohort 2 (N = 100) 22 19 (86.4) (65.1,97.1)
Cohort 3 (N=11) 1 0(0.0) (0.0, 97.5)
Cohorts | and 2 (N = 269) 40 24 (60.0) (43.3,75.1)
Proportion of Subjects Without Tumor

N1 n(%)° (95% CI)

Cohort 1 (N =169) 18 5(27.8) (9.7, 53.5)
Cohort 2 (N = 100) 22 14 (63.6) (40.7, 82.8)
Cohort 3 (N=11) 1 1 (100.0) (2.5, 100.0)
Cohorts 1 and 2 (N = 269) 40 19 (47.5) (31.5,63.9)

Page 1 of 1

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

N1 = number of subjects with histopathology procedures performed on study

“n = number of subjects with pathologic response, which includes complete response and incomplete response recorded in the
histopathology CRF

® n = number of subjects with histopathologically tumor absence postbaseline

Percentages based on N1

Confidence intervals are exact

TRERIRIT IR E 2 K 9-3 (5.3.5.1-3) 765

3.2.3.3.4 MEHRERHIEIC X DR

WIEIDHEBRBR A E (2 36T DIERIRAEDE AR 2.7.6.3-12 1T, BURBRIBHGHIEIC L D%
RO (LA R 2.7.6.3-13 1T,

WIEIOFEHFREERHE Tk, ahR— 1 & 2 207 T, HIOREDORE (55%) X
%E (41%) BRO LNz, —J7, 3% T, N—A T A VEFOEGHIE & e L TR OB
DHOLNT, NX—=RAT A REND 30 » HORITIX, 2dh— K1 kQRads— 200k
T, 46%0 5 49%DFEERE T, IRBREEEMIC K > THEATHEIG L ORERHRZE O &
E ST,
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

= 2.7.6.3-12 YEOMKEHREEGHEICHS ITHEMRENDLTIE (BUMHRITER)

Improved Stable Worsened Unknown
N1 n (%) n (%) n (%) n (%)
Cohort 1 (N =169) 152 63 (41.4) 83 (54.6) 5@3.3) 1(0.7)
Cohort 2 (N = 100) 80 32 (40.0) 45 (56.3) 3(3.8) 0 (0.0)
Cohort 3 (N =11) 9 0(0.0) 9 (100.0) 0 (0.0) 0 (0.0)
Cobhorts 1 and 2 (N =269) 232 95 (40.9) 128 (55.2) 8 (3.4 1(0.4)
Page 1 of 1

N = number of enrolled subjects who were eligible for the study and received at least one dose of denosumab
N1 = Number of subjects who have a non-missing post baseline evaluation
Percentages based on N1

VBRI TR 2 K 14-4.3.4 (5.3.5.1-3) 22551

& 2.7.6.3-13 WHEHREBGHEICK DFMREDERNEL (AAERETER)

Improved Stable Worsened
N1 n (%) n (%) n (%) Unknown

> 0 - < 6 months

Cohort 1 (N = 169) 148 68 (45.9) 78 (52.7) 1(0.7) 1(0.7)
Cohort 2 (N =100) 79 38 (48.1) 40 (50.6) 1(1.3) 0(0.0)
Cohort 3 (N=11) 9 0(0.0) 9 (100.0) 0(0.0) 0(0.0)
Cohorts 1 and 2 (N =269) 227 106 (46.7) 118 (52.0) 2(0.9) 1(0.4)
> (0 - <12 months

Cohort 1 (N = 169) 151 72 (47.7) 77 (51.0) 1(0.7) 1(0.7)
Cohort 2 (N = 100) 80 39 (48.8) 40 (50.0) 1(1.3) 0(0.0)
Cohort 3 (N=11) 9 0(0.0) 9 (100.0) 0(0.0) 0(0.0)
Cohorts 1 and 2 (N =269) 231 111 (48.1) 117 (50.6) 2(0.9) 1(0.4)
> () - < 18 months

Cohort 1 (N =169) 152 73 (48.0) 77 (50.7) 1(0.7) 1(0.7)
Cohort 2 (N = 100) 80 39 (48.8) 40 (50.0) 1(1.3) 0(0.0)
Cohort 3 (N=11) 9 0(0.0) 9 (100.0) 0(0.0) 0(0.0)
Cohorts 1 and 2 (N =269) 232 112 (48.3) 117 (50.4) 2(0.9) 1(0.4)
> (0 - <24 months

Cohort 1 (N =169) 152 75 (49.3) 75 (49.3) 1(0.7) 1(0.7)
Cohort 2 (N =100) 80 39 (48.8) 40 (50.0) 1(1.3) 0(0.0)
Cohort 3 (N=11) 9 0(0.0) 9 (100.0) 0(0.0) 0(0.0)
Cohorts 1 and 2 (N =269) 232 114 (49.1) 115 (49.6) 2(0.9) 1(0.4)
> (0 - <30 months

Cohort 1 (N = 169) 152 75 (49.3) 75 (49.3) 1(0.7) 1(0.7)
Cohort 2 (N = 100) 80 39 (48.8) 40 (50.0) 1(1.3) 0(0.0)
Cohort 3 (N=11) 9 0(0.0) 9 (100.0) 0(0.0) 0(0.0)
Cohorts 1 and 2 (N = 269) 232 114 (49.1) 115 (49.6) 2(0.9) 1(0.4)

Page 1 of 1
N = number of enrolled subjects who were eligible for the study and received at least one dose of denosumab
N1 = Number of subjects who have a nonmissing postbaseline evaluation at the time point of interest
For an individual subject, if multiple responses are present in the same time frame, the best response is presented
Data for subject response based on investigator's assessment
Percentages based on N1

TR R & £ 9-4 (5.3.5.1-3) 765/

3.2.3.35 HWEREREICKDIBAHDHREDR

FHE ATRE 72 R E D T, 7/ A TR EIC L > THESODITHANLE LT, X—R T
A UVHERZR B OEVRAD AT TN 2HRA » A ETH 2080 (U 27 8BrE) O 31.4%
TIL, #5-B6% 1 HELNIC, BRIICEROH 55 b O EWVFLRDOHD (R—R2F 4 )
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276 BALRORBEDELEH

TIATTD SUY—YKRTE 120 mg

52ARA Y NULEDORED) BRDLIT (F 27.63-14), £-. 2 5HOHEHRE D 50%LL E
T, 26 5 AT D% ORFHERE A CERMIZERO & 2 5 b O VR A DD D7D B,
A DU, BRI P IZ o7 o ThAfE L7z, FRSREE X = 7713, BB P 238 U T
mofeledd 2HRA L FEAT, & 2.7.63-15), FAOUEIL, SR OBIMIEE L6
DTN EBZ BV, 7235, Patient-Reported Outcome (PRO) FEMTHRIREMIZIBVT, X
— AT A UREOERRIEME 72 L UTDVETH Y DTN OKEER R TR 724 B4 A R
FICRBAT LIoBIRE OFIG I, 2HRE D 47% L T Th ot (F 2.7.6.3-16),

% 276314 FEHDRAATHR—ZXSA4 5 2RS4 FUERBD LE-HEBREDES
(PRO TR EMGP D) R #HERE L)

Cohort 1 Cohort 2 Cohort 3 Cohorts 1 and 2 All

(N=113) (N=75) (N=4) (N=188) (N=192)

% (n/N1) % (n/N1) % (n/N1) % (n/N1) % (n/N1)
Day 8 29.0 (29/100) 34.7 (25/72) - 31.4 (54/172) 31.4 (54/172)
Day 15 41.7 (43/103) 42.6 (29/68) - 42.1 (72/171) 42.1 (72/171)
Week 5 41.6 (42/101) 65.6 (42/64) 25.0 (1/4) 50.9 (84/165) 50.3 (85/169)
Week 9 59.6 (56/94) 67.2 (41/61) 25.0 (1/4) 62.6 (97/155) 61.6 (98/159)
Week 13 52.5(52/99) 71.7 (43/60) 25.0 (1/4) 59.7 (95/159) 58.9 (96/163)
Week 17 56.2 (50/89) 78.4 (40/51) 33.3(1/3) 64.3 (90/140) 63.6 (91/143)
Week 21 55.2 (48/87) 70.8 (34/48) 50.0 (1/2) 60.7 (82/135) 60.6 (83/137)
Week 25 54.5 (42/77) 73.9 (34/46) - 61.8 (76/123) 61.8 (76/123)
Week 37 64.4 (47/73) 79.4 (27/34) - 69.2 (74/107) 69.2 (74/107)
Week 49 61.4 (35/57) 86.4 (19/22) - 68.4 (54/79) 68.4 (54/79)
Week 61 62.2 (28/45) 75.0 (9/12) - 64.9 (37/57) 64.9 (37/57)
Week 73 60.0 (18/30) 100.0 (2/2) - 62.5 (20/32) 62.5 (20/32)
Week 85 61.5 (16/26) 75.0 (3/4) - 63.3 (19/30) 63.3 (19/30)
Week 97 60.0 (9/15) 100.0 (1/1) - 62.5 (10/16) 62.5 (10/16)
Week 109 62.5 (5/8) - - 62.5 (5/8) 62.5 (5/8)
Week 121 100.0 (1/1) - - 100.0 (1/1) 100.0 (1/1)

Page 1 of 1

N = number of enrolled subjects who were eligible for the study, received at least one dose of denosumab, used consistent recall
periods on study, and had baseline worst pain score > 2.

N1 = Number of subjects with data at the visit

Percentages are based on N1.

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

TRERIRIT IR A £ 10-1 (5.3.5.1-3) 72551
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

£ 276.315 EHEEXRATN2LUTTH-HEREDES
(AR ERPOR—RA S5/ VEOEBEXRATHAIULTH > -HEBREEH)

Cohort 1 Cohort 2 Cohort 3 Cohorts 1 and 2 All

(N=56) (N=14) N=1) (N=70) N=171)

% (n/N1) % (n/N1) % (n/N1) % (n/N1) % (n/N1)
Day 8 5.4 (3/56) 0.0 (0/14) 0.0 (0/1) 4.3 (3/70) 4.2 (3/71)
Day 15 7.3 (4/55) 0.0 (0/13) 0.0 (0/1) 5.9 (4/68) 5.8 (4/69)
Week 5 7.3 (4/55) 0.0 (0/12) 0.0 (0/1) 6.0 (4/67) 5.9 (4/68)
Week 9 9.8 (5/51) 16.7 (2/12) 0.0 (0/1) 11.1 (7/63) 10.9 (7/64)
Week 13 13.7 (7/51) 27.3 (3/11) 0.0 (0/1) 16.1 (10/62) 15.9 (10/63)
Week 17 14.9 (7/47) 40.0 (4/10) 0.0 (0/1) 19.3 (11/57) 19.0 (11/58)
Week 21 15.6 (7/45) 40.0 (4/10) 0.0 (0/1) 20.0 (11/55) 19.6 (11/56)
Week 25 15.9 (7/44) 33.3(3/9) - 18.9 (10/53) 18.9 (10/53)
Week 37 20.0 (8/40) 37.5 (3/8) - 22.9 (11/48) 22.9 (11/48)
Week 49 31.3(10/32) 0.0 (0/4) - 27.8 (10/36) 27.8 (10/36)
Week 61 30.8 (8/26) 0.0 (0/3) - 27.6 (8/29) 27.6 (8/29)
Week 73 29.4 (5/17) 0.0 (0/2) - 26.3 (5/19) 26.3 (5/19)
Week 85 38.5 (5/13) - - 38.5(5/13) 38.5(5/13)
Week 97 30.0 (3/10) - - 30.0 (3/10) 30.0 (3/10)
Week 109 33.3(2/6) - - 33.3 (2/6) 33.3(2/6)
Week 121 0.0 (0/1) - - 0.0 (0/1) 0.0 (0/1)

Page 1 of 1

N = number of enrolled subjects who were eligible for the study, received at least one dose of denosumab, and had baseline analgesic
score > 3

N1 = Number of subjects with data at the visit

Percentages are based on N1.

The range of analgesic score is 0 - 7; a higher score indicates more analgesic use.

TEBRIRIE IR £ 14-5.7.3 (5.3.5.1-3) 7255

£ 276316 HEEEROAT7HAIULTH--HEBREDEE
(BB ERTOR—X 54 VEOERBEX TN 2UTTHo-HEBREEH)

Cohort 1 Cohort 2 Cohort 3 Cohorts 1 and 2 All

(N =113) (N =186) (N=10) (N =199) (N =209)

% (n/N1) % (n/N1) % (n/N1) % (n/N1) % (n/N1)
Day 8 1.8 (2/113) 0.0 (0/85) 0.0 (0/10) 1.0 (2/198) 1.0 (2/208)
Day 15 2.7 (3/110) 3.6 (3/84) 0.0 (0/10) 3.1 (6/194) 2.9 (6/204)
Week 5 2.8 (3/108) 2.5 (2/81) 0.0 (0/10) 2.6 (5/189) 2.5 (5/199)
Week 9 4.9 (5/103) 0.0 (0/77) 0.0 (0/10) 2.8 (5/180) 2.6 (5/190)
Week 13 5.0 (5/101) 2.6 (2/76) 0.0 (0/10) 4.0 (7/177) 3.7 (7/187)
Week 17 3.2 (3/94) 2.9 (2/69) 0.0 (0/10) 3.1 (5/163) 2.9 (5/173)
Week 21 3.3 (3/90) 4.7 (3/64) 0.0 (0/9) 3.9 (6/154) 3.7 (6/163)
Week 25 4.7 (4/85) 3.3 (2/61) 25.0 (1/4) 4.1 (6/146) 4.7 (7/150)
Week 37 3.8 (3/79) 2.3 (1/44) - 3.3 (4/123) 3.3 (4/123)
Week 49 4.6 (3/65) 2.9 (1/34) - 4.0 (4/99) 4.0 (4/99)
Week 61 2.0 (1/51) 5.3 (1/19) - 2.9 (2/70) 2.9 (2/70)
Week 73 0.0 (0/44) 0.0 (0/10) - 0.0 (0/54) 0.0 (0/54)
Week 85 0.0 (0/36) 0.0 (0/5) - 0.0 (0/41) 0.0 (0/41)
Week 97 0.0 (0/24) 0.0 (0/2) - 0.0 (0/26) 0.0 (0/26)
Week 109 0.0 (0/10) 0.0 (0/1) - 0.0 (0/11) 0.0 (0/11)
Week 121 0.0 (0/1) 0.0 (0/1) - 0.0 (0/2) 0.0 (0/2)

Page 1 of 1

N = number of enrolled subjects who were eligible for the study, received at least one dose of denosumab, and had baseline analgesic
score <2

N1 = Number of subjects with data at the visit

Percentages are based on N1.

The range of analgesic score is 0 - 7; a higher score indicates more analgesic use.

TEBRIRIT A A £ 14-5.7.4 (5.3.5.1-3) 725514

3234  REUFHERE TOHKHR
55 3 [P FEAEAT DR T, BRI L7ZORBREHER A (12 5 E) 25 10 A A AN S

55



276 BALRORBEDELEH

TIATTD ZUI—YETiE 120 mg

M. 7 ) AN TR DI & 2T 1o, 3RS HREFL O HIRINC L 0 FEHET OMBRIIIR 5 5 &
DD, REFWIRE BT DT ) A~ T OFIMEOMIANIL, MR EEBRE TOHMM L R T
HoTm,

KFYPFRE CTO, ar— T EDOR—RAT A UEORBIFEOEN A 2.7.6.3-17 1T T,
BB EAEERRIC X - TR OHMELT & HIE ST RAEBRE 1T 2 5 7o, 50% 0D KRR AER SR
FHT, IBREEEMIC XL > THESNTZHRBEZRN PR TH Y, 58V D 50%(F SD Th -7z,
adk— b 2B AN BT 2 4 DORBAFEHEERE TIE, W b RS B O VERURE R C Rl
W FEfE STV o T2,

F 276317 R—XASA EORENRE EAIMUHEFTERPORBEEHERE L)

Complete Partial Stable Disease
response response disease progression
N1 n (%) n (%) n (%) n (%)
Cohort 1 (N=28) 8 0(0.0) 5(62.5) 3(37.5) 0 (0.0)
Cohort 2 (N =2) 2 0(0.0) 0(0.0) 2 (100.0) 0(0.0)
Cohort 3 (N=0) 0 0(-) 0() 0(-) 0()
Cohorts 1 and 2 (N = 10) 10 0(0.0) 5(50.0) 5(50.0) 0 (0.0)

Page 1 of 1
N = number of enrolled adolescent subjects who were eligible for the study and received at least one dose of denosumab
N1 = Number of subjects who had a disease status evaluation

Response was determined by investigator. If multiple responses are present, the best response is used.
Percentages based on N1

TEBRAR TR & & £ 9-8 (5.3.5.1-3) 765
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276 BALRORBEDELEH

T/RATT ZY—Y KR TE 120 mg
+& 2.7.6.3-18 BREORSKR
Cohort 1 Cohort 2 Cohort 3 All

Number of subjects enrolled 170 101 11 282
Number of months on study®

n 170 101 11 282
Mean 13.22 9.28 5.41 11.50
SD 8.16 5.89 0.44 7.57
Median 12.98 9.23 5.36 10.40
Q1, Q3 5.75,20.96 4.24,12.91 5.32,5.65 5.32,16.72
Min, Max 0.3,29.1 0.0, 28.0 4.5,6.2 0.0,29.1
Numbgr of subjects receiving > 1 dose of 169 101 1 231
investigational product

Number of doses received

n 169 101 11 281
Mean 16.3 12.0 5.9 14.3
SD 8.4 6.0 0.5 7.9
Median 16.0 12.0 6.0 13.0
Q1,Q3 9.0,24.0 7.0, 16.0 6.0, 6.0 7.0, 20.0
Min, Max 2,33 1,33 5,7 1,33
Number of doses received - n (%)

1-5 18 (10.6) 13 (12.9) 2 (18.2) 33 (11.7)
6-10 29 (17.1) 28 (27.7) 9 (81.8) 66 (23.4)
11-15 37 (21.8) 34 (33.7) 0(0.0) 71 (25.2)
16 - 20 30 (17.6) 17 (16.8) 0(0.0) 47 (16.7)
21-25 24 (14.1) 7(6.9) 0(0.0) 31(11.0)
26 - 30 25 (14.7) 1 (1.0) 0(0.0) 26 (9.2)
31-35 6 (3.5 1(1.0) 0(0.0) 7(2.5)

Page 1 of 1

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

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

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

TEERIR TR # 14-3.1.2 (5.3.5.1-3) 72651
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276 BALRORBEDELEH

T/RATT ZY—Y KR TE 120 mg

& 2.76.3-19 BRECKRSRKR CRREWHERE)

Cohort 1 Cohort 2 Cohort 3 All
Number of subjects enrolled 8 2 0 10
Number of months on study®
n 8 2 0 10
Mean 8.44 7.87 - 8.32
SD 4.80 5.55 - 4.63
Median 9.02 7.87 - 9.02
Q1, Q3 3.76, 10.64 3.94,11.79 - 3.94,11.33
Min, Max 33,173 39,11.8 - 33,173
Number of subjects receiving > 1 dose of ] ) 0 10
investigational product
Number of doses received
n 8 2 0 10
Mean 11.3 9.0 - 10.8
SD 5.2 2.8 - 4.8
Median 11.0 9.0 - 10.5
Q1,Q3 6.5,14.0 7.0, 11.0 - 7.0, 13.0
Min, Max 6,21 7,11 - 6,21
Number of doses received - n (%)
1-5 0(0.0) 0(0.0) 0() 0(0.0)
6-10 4 (50.0) 1 (50.0) 0() 5(50.0)
11-15 3(37.5) 1 (50.0) 0() 4 (40.0)
16 - 20 0(0.0) 0(0.0) 0() 0(0.0)
21-25 1(12.5) 0(0.0) 0() 1 (10.0)
26 - 30 0(0.0) 0(0.0) 0() 0(0.0)
31-35 0(0.0) 0(0.0) 0() 0(0.0)

Page 1 of 1

* Defined as the time period from the first dose of investigational product, or enrollment date if subjects did not take any dose, to the
end of study date or the analysis cutoff date, whichever comes first.
Denosumab is administered at a dose of 120 mg Q4W with a loading dose of 120 mg on study days 8 and 15.
TR £ 14-3.50.1 (5.3.5.1-3) 55 5H
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276 ERDHABROEELED
FI)RTT Y —YJKRTE 120 mg

+® 276320 BEEEZRNDEYN

All
(N =281)
n (%)

Adverse events regardless of relationship
All 236 (84.0)
Serious 25 (8.9)
Fatal 1(0.4)
Leading to study discontinuation 13 (4.6)
Leading to investigational product discontinuation 14 (5.0)
CTCAE Grade 3,4, or 5 50 (17.8)
Adverse events related to investigational product®
All 140 (49.8)
Serious 3(1.1)
Fatal 0(0.0)
Leading to study discontinuation 2(0.7)
Leading to investigational product discontinuation 2(0.7)
CTCAE Grade 3,4, or 5 15(5.3)

Page 1 of 1
N = Number of subjects who received > 1 dose of denosumab
Coded using CTCAE version 3.0
a Includes only treatment-emergent adverse event for which the investigator indicated there was a reasonable possibility they
may have been caused by denosumab.

TEER T2 F 11-1 (5.3.5.1-3) 72651/
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276 BALRORBEDELEH

T/RATT ZY—Y KR TE 120 mg

& 276321 AEFROERKE CAERHD)

All (N =281)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
Number of subjects reporting adverse events 236 (84.0) 140 (49.8)
MUSCULOSKELETAL AND CONNECTIVE 147 (52.3) 44 (15.7)
TISSUE DISORDERS
Arthralgia 55 (19.6) 12 (4.3)
Back pain 42 (14.9) 7(2.5)
Pain in extremity 41 (14.6) 4(1.4)
Musculoskeletal pain 21 (7.5) 1(0.4)
Myalgia 16 (5.7) 7(2.5)
Bone pain 15(5.3) 6(2.1)
Muscle spasms 13 (4.6) 4(1.4)
Neck pain 13 (4.6) 1(0.4)
Pain in jaw 10 (3.6) 6(2.1)
Musculoskeletal chest pain 5(1.8) 0 (0.0)
Musculoskeletal stiffness 5(1.8) 0(0.0)
Joint stiffness 3(1.1) 1(0.4)
Joint swelling 3(1.1) 1(0.4)
Osteonecrosis of jaw 3(1.1) 3(1.1)
Bursitis 2(0.7) 0 (0.0)
Joint range of motion decreased 2(0.7) 0 (0.0)
Joint warmth 2(0.7) 0 (0.0)
Muscular weakness 2(0.7) 0 (0.0)
Tendonitis 2(0.7) 1(0.4)
Wrist deformity 2(0.7) 1(0.4)
Chondropathy 1(0.4) 1(0.4)
Flank pain 1(0.4) 0(0.0)
Groin pain 1(0.4) 1(0.4)
Intervertebral disc protrusion 1(0.4) 0 (0.0)
Joint effusion 1(0.4) 0 (0.0)
Limb discomfort 1(0.4) 0 (0.0)
Muscle contracture 1(0.4) 0(0.0)
Muscle fatigue 1(0.4) 0(0.0)
Musculoskeletal discomfort 1(0.4) 0(0.0)
Osteoarthritis 1(0.4) 0(0.0)
Osteonecrosis 1(0.4) 0(0.0)
Periarthritis 1(0.4) 0 (0.0)
Plantar fasciitis 1(0.4) 0 (0.0)
Temporomandibular joint syndrome 1(0.4) 0 (0.0)
Tenosynovitis 1(0.4) 0 (0.0)
GASTROINTESTINAL DISORDERS 117 (41.6) 43 (15.3)
Nausea 48 (17.1) 21(7.5)
Vomiting 25(8.9) 9(3.2)
Diarrhoea 19 (6.8) 4(1.4)
Toothache 17 (6.0) 5(1.8)
Constipation 16 (5.7) 1(0.4)
Abdominal pain 14 (5.0) 3(1.1)
Abdominal pain upper 10 (3.6) 2(0.7)
Dyspepsia 6(2.1) 0(0.0)
Abdominal distension 5(1.8) 1(0.4)

N = Number of subjects who received > 1 dose of denosumab
n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events

Coded using MedDRA version 14.1

System organ classes and preferred terms are sorted by descending order of frequency.
TGRS TG & K 14-6.2.1 KT 14-6.8.2 (5.3.51-3) 7265/
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276 BALRORBEDELEH

T/RATT ZY—Y KR TE 120 mg

& 276321 AEFROERKE CAERHD)

All (N =281)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
GASTROINTESTINAL DISORDERS (Cont'd)
Dental caries 5(1.8) 0(0.0)
Tooth disorder 5(1.8) 2(0.7)
Dry mouth 4(1.4) 3(1.1)
Stomatitis 4(1.4) 0(0.0)
Abdominal discomfort 3(1.1) 1(0.4)
Gastrooesophageal reflux disease 3(1.1) 0(0.0)
Haemorrhoids 3(1.1) 0(0.0)
Abdominal pain lower 2(0.7) 0(0.0)
Flatulence 2(0.7) 2(0.7)
Gastritis 2(0.7) 0(0.0)
Haematochezia 2(0.7) 0 (0.0)
Rectal haemorrhage 2(0.7) 0 (0.0)
Sensitivity of teeth 2(0.7) 1(0.4)
Abdominal rigidity 1(0.4) 0(0.0)
Aphthous stomatitis 1(0.4) 0(0.0)
Chapped lips 1(0.4) 0(0.0)
Cheilitis 1(0.4) 0(0.0)
Gingival bleeding 1(0.4) 0 (0.0)
Gingival disorder 1(0.4) 0 (0.0)
Gingivitis 1(0.4) 0(0.0)
Lip ulceration 1(0.4) 0 (0.0)
Odynophagia 1(0.4) 1(0.4)
Oral pain 1(0.4) 0(0.0)
Pancreas lipomatosis 1(0.4) 0(0.0)
Periodontitis 1(0.4) 0(0.0)
Tooth discolouration 1(0.4) 1(0.4)
Umbilical hernia 1(0.4) 0 (0.0)
GENERAL DISORDERS AND 113 (40.2) 48 (17.1)
ADMINISTRATION SITE CONDITIONS
Fatigue 45 (16.0) 26 (9.3)
Oedema peripheral 24 (8.5) 2(0.7)
Non-cardiac chest pain 12 (4.3) 1(0.4)
Pyrexia 12 (4.3) 5(1.8)
Asthenia 11 (3.9) 6(2.1)
Influenza like illness 10 (3.6) 3(1.1)
Local swelling 7(2.5) 0 (0.0)
Pain 7 (2.5) 1(0.4)
Chills 4(1.4) 0(0.0)
Chest pain 3(1.1) 1(0.4)
Feeling hot 3(1.1) 1(0.4)
Injection site haematoma 3(1.1) 1(0.4)
Feeling cold 2(0.7) 0 (0.0)
Oedema 2(0.7) 0 (0.0)
Atrophy 1(0.4) 0 (0.0)
Axillary pain 1(0.4) 0 (0.0)
Cyst 1(0.4) 0(0.0)
Device failure 1(0.4) 0(0.0)
Gait disturbance 1(0.4) 1(0.4)

N = Number of subjects who received > 1 dose of denosumab
n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events
Coded using MedDRA version 14.1

System organ classes and preferred terms are sorted by descending order of frequency.
TGRS TG & K 14-6.2.1 KT 14-6.8.2 (5.3.51-3) 7265/
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276 BALRORBEDELEH

T/RATT ZY—Y KR TE 120 mg

& 276321 AEFROERKE CAERHD)

All (N =281)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
GENERAL DISORDERS AND
ADMINISTRATION SITE CONDITIONS
(Cont'd)
Hyperthermia 1(0.4) 0 (0.0)
Injection site erythema 1(0.4) 1(0.4)
Injection site irritation 1(0.4) 1(0.4)
Injection site pain 1(0.4) 1(0.4)
Injection site reaction 1(0.4) 0(0.0)
Localised oedema 1(0.4) 0(0.0)
Mucosal inflammation 1(0.4) 0(0.0)
Nodule 1(0.4) 0(0.0)
Sensation of pressure 1(0.4) 1(0.4)
Temperature intolerance 1(0.4) 0 (0.0)
NERVOUS SYSTEM DISORDERS 94 (33.5) 44 (15.7)
Headache 51 (18.1) 29 (10.3)
Paraesthesia 14 (5.0) 4(1.4)
Dizziness 13 (4.6) 4(1.4)
Hypoaesthesia 8(2.8) 1(0.4)
Neuralgia 7(2.5) 0 (0.0)
Lethargy 4(1.4) 4(1.4)
Peripheral sensory neuropathy 4(1.4) 0 (0.0)
Migraine 3(1.1) 0(0.0)
Somnolence 3(1.1) 1(0.4)
Tremor 3(1.1) 1(0.4)
Presyncope 2(0.7) 0(0.0)
Sinus headache 2(0.7) 0 (0.0)
Amnesia 1(0.4) 0 (0.0)
Carpal tunnel syndrome 1(0.4) 0 (0.0)
Central nervous system lesion 1(0.4) 0 (0.0)
Dysgeusia 1(0.4) 1(0.4)
Hyperaesthesia 1(0.4) 0(0.0)
Intercostal neuralgia 1(0.4) 0(0.0)
Lumbar radiculopathy 1(0.4) 0(0.0)
Memory impairment 1(0.4) 1(0.4)
Mental impairment 1(0.4) 1(0.4)
Muscle contractions involuntary 1(0.4) 0 (0.0)
Nerve compression 1(0.4) 0 (0.0)
Nystagmus 1(0.4) 0 (0.0)
Peroneal nerve palsy 1(0.4) 0(0.0)
Restless legs syndrome 1(0.4) 1(0.4)
Sciatica 1(0.4) 0(0.0)
Tension headache 1(0.4) 0(0.0)
Transient ischaemic attack 1(0.4) 0 (0.0)
INFECTIONS AND INFESTATIONS 92 (32.7) 7(2.5)
Nasopharyngitis 20 (7.1) 1(0.4)
Upper respiratory tract infection 19 (6.8) 0(0.0)
Urinary tract infection 9(3.2) 0(0.0)
Gastroenteritis 7 (2.5) 0 (0.0)

N = Number of subjects who received > 1 dose of denosumab

n = Number of subjects reporting > 1 event

Includes only treatment-emergent adverse events

Coded using MedDRA version 14.1

System organ classes and preferred terms are sorted by descending order of frequency.
TGRS TG & K 14-6.2.1 KT 14-6.8.2 (5.3.51-3) 7265/
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276 BALRORBEDELEH

T/RATT ZY—Y KR TE 120 mg

& 276321 AEFROERKE CAERHD)

All (N =281)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
INFECTIONS AND INFESTATIONS (Cont'd)
Cystitis 6(2.1) 0(0.0)
Influenza 6(2.1) 2(0.7)
Sinusitis 5(1.8) 0(0.0)
Tooth abscess 5(1.8) 0 (0.0)
Pharyngitis 4(1.4) 0(0.0)
Bronchitis 3(1.1) 0(0.0)
Tooth infection 3(1.1) 0(0.0)
Cellulitis 2(0.7) 0(0.0)
Oral herpes 2(0.7) 1(0.4)
Osteomyelitis 2(0.7) 2(0.7)
Skin infection 2(0.7) 0 (0.0)
Viral infection 2(0.7) 0 (0.0)
Viral upper respiratory tract infection 2(0.7) 0 (0.0)
Abscess oral 1(0.4) 0(0.0)
Acarodermatitis 1(0.4) 0(0.0)
Acute tonsillitis 1(0.4) 0(0.0)
Appendicitis 1(0.4) 0(0.0)
Dental fistula 1(0.4) 0 (0.0)
Device related infection 1(0.4) 0 (0.0)
Ear infection 1(0.4) 0 (0.0)
Eye infection 1(0.4) 0 (0.0)
Folliculitis 1(0.4) 0(0.0)
Gastritis bacterial 1(0.4) 0(0.0)
Gastroenteritis viral 1(0.4) 0(0.0)
Genital candidiasis 1(0.4) 0(0.0)
Genital herpes 1(0.4) 0 (0.0)
Helicobacter infection 1(0.4) 0 (0.0)
Infected cyst 1(0.4) 0 (0.0)
Infection 1(0.4) 0 (0.0)
Infectious mononucleosis 1(0.4) 0(0.0)
Injection site infection 1(0.4) 1(0.4)
Localised infection 1(0.4) 0(0.0)
Lower respiratory tract infection 1(0.4) 0(0.0)
Measles 1(0.4) 0(0.0)
Oral candidiasis 1(0.4) 0 (0.0)
Orchitis 1(0.4) 0(0.0)
Post procedural infection 1(0.4) 0 (0.0)
Postoperative wound infection 1(0.4) 0 (0.0)
Rhinitis 1(0.4) 0(0.0)
Tonsillitis 1(0.4) 0(0.0)
Urinary tract infection enterococcal 1(0.4) 0(0.0)
SKIN AND SUBCUTANEOUS TISSUE 56 (19.9) 24 (8.5)
DISORDERS
Rash 13 (4.6) 6(2.1)
Pruritus 9(3.2) 6(2.1)
Eczema 7(2.5) 4(1.4)
Dry skin 6(2.1) 5(1.8)
Acne 5(1.8) 0(0.0)

N = Number of subjects who received > 1 dose of denosumab

n = Number of subjects reporting > 1 event

Includes only treatment-emergent adverse events

Coded using MedDRA version 14.1

System organ classes and preferred terms are sorted by descending order of frequency.
TGRS TG & K 14-6.2.1 KT 14-6.8.2 (5.3.51-3) 7265/
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276 BALRORBEDELEH

T/RATT ZY—Y KR TE 120 mg

& 276321 AEFROERKE CAERHD)

All (N =281)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
SKIN AND SUBCUTANEOUS TISSUE
DISORDERS (Cont'd)
Alopecia 5(1.8) 1(0.4)
Hyperhidrosis 3(1.1) 2(0.7)
Night sweats 3(1.1) 1(0.4)
Erythema 2(0.7) 0 (0.0)
Onychoclasis 2(0.7) 1(0.4)
Scar pain 2(0.7) 0(0.0)
Skin chapped 2(0.7) 2(0.7)
Skin discolouration 2(0.7) 0(0.0)
Skin hyperpigmentation 2(0.7) 1(0.4)
Cold sweat 1(0.4) 0 (0.0)
Dermal cyst 1(0.4) 0 (0.0)
Dermatitis 1(0.4) 1(0.4)
Dermatitis acneiform 1(0.4) 0(0.0)
Dermatitis allergic 1(0.4) 0(0.0)
Ecchymosis 1(0.4) 0(0.0)
Ingrowing nail 1(0.4) 0(0.0)
Keratosis pilaris 1(0.4) 0 (0.0)
Nail disorder 1(0.4) 0 (0.0)
Petechiae 1(0.4) 0 (0.0)
Photosensitivity reaction 1(0.4) 1(0.4)
Pruritus generalised 1(0.4) 1(0.4)
Rash erythematous 1(0.4) 0(0.0)
Rash pruritic 1(0.4) 0(0.0)
Seborrhoeic dermatitis 1(0.4) 0(0.0)
Skin irritation 1(0.4) 0(0.0)
Subcutaneous nodule 1(0.4) 0 (0.0)
RESPIRATORY, THORACIC AND 46 (16.4) 6(2.1)
MEDIASTINAL DISORDERS
Cough 14 (5.0) 1(0.4)
Oropharyngeal pain 9(3.2) 0(0.0)
Dyspnoea 7(2.5) 1(0.4)
Nasal congestion 5(1.8) 0(0.0)
Rhinorrhoea 3(1.1) 0 (0.0)
Epistaxis 2(0.7) 0 (0.0)
Haemoptysis 2(0.7) 1(0.4)
Paranasal sinus hypersecretion 2(0.7) 0 (0.0)
Pleuritic pain 2(0.7) 0(0.0)
Rhinitis allergic 2(0.7) 0(0.0)
Bronchial hyperreactivity 1(0.4) 0(0.0)
Dyspnoea exertional 1(0.4) 0(0.0)
Hiccups 1(0.4) 1(0.4)
Oropharyngeal blistering 1(0.4) 1(0.4)
Pharyngeal disorder 1(0.4) 1(0.4)
Pleural effusion 1(0.4) 0 (0.0)
Pneumothorax 1(0.4) 0(0.0)
Productive cough 1(0.4) 0(0.0)
Respiratory failure 1(0.4) 0(0.0)

N = Number of subjects who received > 1 dose of denosumab

n = Number of subjects reporting > 1 event

Includes only treatment-emergent adverse events

Coded using MedDRA version 14.1

System organ classes and preferred terms are sorted by descending order of frequency.
TGRS TG & K 14-6.2.1 KT 14-6.8.2 (5.3.51-3) 7265/

64
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276 BALRORBEDELEH

TIATTD SUY—YKRTE 120 mg
& 276321 AEFROERKE CAERHD)
All (N =281)
SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
RESPIRATORY, THORACIC AND
MEDIASTINAL DISORDERS (Cont'd)
Respiratory tract congestion 1(0.4) 0 (0.0)
Sinus congestion 1(0.4) 0 (0.0)
Sneezing 1(0.4) 0 (0.0)
Upper-airway cough syndrome 1(0.4) 0 (0.0)
METABOLISM AND NUTRITION 41 (14.6) 30 (10.7)
DISORDERS
Hypophosphataemia 17 (6.0) 14 (5.0)
Hypocalcaemia 13 (4.6) 11 (3.9)
Decreased appetite 8(2.8) 3(1.1)
Hypercalcaemia 6(2.1) 5(1.8)
Hypokalaemia 4(1.4) 1(0.4)
Hyperglycaemia 2(0.7) 0(0.0)
Cell death 1(0.4) 0(0.0)
Hyperlipidaemia 1(0.4) 0(0.0)
Iron deficiency 1(0.4) 0(0.0)
INVESTIGATIONS 40 (14.2) 12 (4.3)
Weight increased 18 (6.4) 4(1.4)
Weight decreased 5(1.8) 1(0.4)
Aspartate aminotransferase increased 4(1.4) 0(0.0)
Alanine aminotransferase increased 3(1.1) 0(0.0)
White blood cell count decreased 3(1.1) 2(0.7)
Blood calcium decreased 2(0.7) 2(0.7)
Blood pressure increased 2(0.7) 0 (0.0)
Breath sounds abnormal 2(0.7) 1(0.4)
Neutrophil count decreased 2(0.7) 1(0.4)
Blood iron decreased 1(0.4) 0 (0.0)
Blood lactate dehydrogenase increased 1(0.4) 0(0.0)
C-reactive protein increased 1(0.4) 1(0.4)
Cardiac murmur 1(0.4) 1(0.4)
Computerised tomogram thorax abnormal 1(0.4) 0(0.0)
Haemoglobin decreased 1(0.4) 0(0.0)
Occult blood 1(0.4) 0(0.0)
PSYCHIATRIC DISORDERS 40 (14.2) 6(2.1)
Insomnia 15(5.3) 0 (0.0)
Depression 13 (4.6) 1(0.4)
Anxiety 6(2.1) 0(0.0)
Bruxism 2(0.7) 1(0.4)
Libido decreased 2(0.7) 2(0.7)
Mood altered 2(0.7) 1(0.4)
Affect lability 1(0.4) 0(0.0)
Agitation 1(0.4) 0 (0.0)
Confusional state 1(0.4) 0 (0.0)
Depressed mood 1(0.4) 0(0.0)
Emotional disorder 1(0.4) 0(0.0)
Euphoric mood 1(0.4) 1(0.4)
Page 6 of 10
N = Number of subjects who received > 1 dose of denosumab

n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events
Coded using MedDRA version 14.1

System organ classes and preferred terms are sorted by descending order of frequency.
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276 BALRORBEDELEH

T/RATT ZY—Y KR TE 120 mg

& 276321 AEFROERKE CAERHD)

All (N =281)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
PSYCHIATRIC DISORDERS (Cont'd)
Mood swings 1(0.4) 0(0.0)
Sleep disorder 1(0.4) 0 (0.0)
Stress 1(0.4) 0 (0.0)
Suicidal ideation 1(0.4) 0 (0.0)
INJURY, POISONING AND PROCEDURAL 38 (13.5) 1(0.4)
COMPLICATIONS
Procedural pain 12 (4.3) 0(0.0)
Contusion 3(1.1) 0(0.0)
Arthropod bite 2(0.7) 0 (0.0)
Ligament sprain 2(0.7) 0 (0.0)
Post procedural complication 2(0.7) 0 (0.0)
Tibia fracture 2(0.7) 0 (0.0)
Wound 2(0.7) 1(0.4)
Endotracheal intubation complication 1(0.4) 0(0.0)
Fractured sacrum 1(0.4) 0(0.0)
Gun shot wound 1(0.4) 0(0.0)
Hand fracture 1(0.4) 0 (0.0)
Head injury 1(0.4) 0 (0.0)
Humerus fracture 1(0.4) 0 (0.0)
Joint injury 1(0.4) 0 (0.0)
Limb injury 1(0.4) 0(0.0)
Meniscus lesion 1(0.4) 0(0.0)
Mouth injury 1(0.4) 0(0.0)
Muscle strain 1(0.4) 0(0.0)
Nail injury 1(0.4) 0(0.0)
Nerve injury 1(0.4) 0 (0.0)
Post procedural discomfort 1(0.4) 0 (0.0)
Post procedural haemorrhage 1(0.4) 0 (0.0)
Post-traumatic pain 1(0.4) 0(0.0)
Procedural vomiting 1(0.4) 0(0.0)
Rib fracture 1(0.4) 0(0.0)
Spinal compression fracture 1(0.4) 0(0.0)
Stress fracture 1(0.4) 0(0.0)
Tooth injury 1(0.4) 0 (0.0)
Vena cava injury 1(0.4) 0 (0.0)
Wound dehiscence 1(0.4) 0 (0.0)
NEOPLASMS BENIGN, MALIGNANT AND 25(8.9) 0(0.0)
UNSPECIFIED (INCL CYSTS AND
POLYPS)
Tumour pain 93.2) 0(0.0)
Benign neoplasm of skin 2(0.7) 0 (0.0)
Skin papilloma 2(0.7) 0 (0.0)
Basal cell carcinoma 1(0.4) 0 (0.0)
Benign lung neoplasm 1(0.4) 0 (0.0)
Benign neoplasm 1(0.4) 0(0.0)
Bone giant cell tumour 1(0.4) 0(0.0)
Bone neoplasm 1(0.4) 0 (0.0)

N = Number of subjects who received > 1 dose of denosumab

n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events
Coded using MedDRA version 14.1

System organ classes and preferred terms are sorted by descending order of frequency.

TRBRIRIE IR K 14-6.2.1 X (N14-6.8.2 (5.3.5.1-3) 7551
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276 BALRORBEDELEH

T/RATT ZY—Y KR TE 120 mg
& 276321 AEFROERKE CAERHD)
All (N =281)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)

NEOPLASMS BENIGN, MALIGNANT AND

UNSPECIFIED (INCL CYSTS AND

POLYPS) (Cont'd)
Ganglioneuroma 1(0.4) 0 (0.0)
Lipoma 1(0.4) 0 (0.0)
Metastases to lung 1(0.4) 0 (0.0)
Neoplasm progression 1(0.4) 0(0.0)
Parathyroid tumour benign 1(0.4) 0(0.0)
Sarcoma 1(0.4) 0(0.0)
Spindle cell sarcoma 1(0.4) 0(0.0)
Thyroid cancer 1(0.4) 0 (0.0)
Tumour haemorrhage 1(0.4) 0 (0.0)

EYE DISORDERS 18 (6.4) 8(2.8)
Cataract 2(0.7) 1(0.4)
Conjunctivitis 2(0.7) 1(0.4)
Dry eye 2 (0.7) 1(0.4)
Eye irritation 2(0.7) 0(0.0)
Vision blurred 2(0.7) 0 (0.0)
Visual impairment 2(0.7) 2(0.7)
Abnormal sensation in eye 1(0.4) 1(0.4)
Astigmatism 1(0.4) 0 (0.0)
Diplopia 1(0.4) 0(0.0)
Eye oedema 1(0.4) 1(0.4)
Eye pruritus 1(0.4) 1(0.4)
Lacrimation increased 1(0.4) 1(0.4)
Myopia 1(0.4) 0 (0.0)
Ocular hyperaemia 1(0.4) 0 (0.0)
Periorbital oedema 1(0.4) 0 (0.0)
Photophobia 1(0.4) 1(0.4)
Visual acuity reduced 1(0.4) 0(0.0)

BLOOD AND LYMPHATIC SYSTEM 17 (6.0) 2(0.7)

DISORDERS
Anaemia 93.2) 0(0.0)
Leukopenia 2(0.7) 1(0.4)
Lymphadenopathy 2(0.7) 0 (0.0)
Hypochromic anaemia 1(0.4) 0 (0.0)
Iron deficiency anaemia 1(0.4) 1(0.4)
Lymph node pain 1(0.4) 0(0.0)
Neutropenia 1(0.4) 0(0.0)
Spleen disorder 1(0.4) 0(0.0)
Splenomegaly 1(0.4) 0(0.0)

REPRODUCTIVE SYSTEM AND BREAST 17 (6.0) 1(0.4)

DISORDERS
Pelvic pain 6(2.1) 0 (0.0)
Ovarian cyst 3(1.1) 0(0.0)
Amenorrhoea 2(0.7) 0(0.0)
Breast cyst 1(0.4) 0(0.0)

Page 8 of 10
N = Number of subjects who received > 1 dose of denosumab

n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events
Coded using MedDRA version 14.1

System organ classes and preferred terms are sorted by descending order of frequency.

TRERIRIT R 2 £ 14-6.2.1 K (X 14-6.8.2 (5.
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276 BALRORBEDELEH

T/RATT ZY—Y KR TE 120 mg
*® 276321 AERROERRER CaEkH)
All (N =281)
SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
REPRODUCTIVE SYSTEM AND BREAST
DISORDERS (Cont'd)
Breast discharge 1(0.4) 0 (0.0)
Breast pain 1(0.4) 0 (0.0)
Cervical dysplasia 1(0.4) 0 (0.0)
Dysmenorrhoea 1(0.4) 1(0.4)
Menorrhagia 1(0.4) 0(0.0)
Vaginal discharge 1(0.4) 0(0.0)
Vaginal haemorrhage 1(0.4) 0(0.0)
VASCULAR DISORDERS 17 (6.0) 8(2.8)
Hot flush 12 (4.3) 7(2.5)
Hypertension 3(1.D) 0 (0.0)
Flushing 1(0.4) 1(0.4)
Lymphoedema 1(0.4) 0(0.0)
EAR AND LABYRINTH DISORDERS 15(5.3) 3(1.1)
Vertigo 8(2.8) 3(1.1)
Tinnitus 3(1.1) 0 (0.0)
Ear pain 2(0.7) 0 (0.0)
Eustachian tube obstruction 1(0.4) 0 (0.0)
Tympanic membrane perforation 1(0.4) 0 (0.0)
RENAL AND URINARY DISORDERS 15(5.3) 1(0.4)
Dysuria 3(1.1) 0(0.0)
Nephrolithiasis 3(1.1) 0(0.0)
Urinary incontinence 3(1.1) 0 (0.0)
Pollakiuria 2(0.7) 0(0.0)
Haematuria 1(0.4) 0 (0.0)
Nocturia 1(0.4) 0 (0.0)
Polyuria 1(0.4) 0(0.0)
Renal pain 1(0.4) 0(0.0)
Urine odour abnormal 1(0.4) 1(0.4)
CARDIAC DISORDERS 10 (3.6) 0(0.0)
Palpitations 5(1.8) 0 (0.0)
Tachycardia 3(1.1) 0 (0.0)
Sinus tachycardia 2(0.7) 0 (0.0)
Angina pectoris 1(0.4) 0 (0.0)
Pericarditis 1(0.4) 0(0.0)
ENDOCRINE DISORDERS 4(1.4) 0(0.0)
Hyperthyroidism 2(0.7) 0(0.0)
Goitre 1(0.4) 0(0.0)
Hyperparathyroidism 1(0.4) 0 (0.0)
Hypothyroidism 1(0.4) 0 (0.0)
Toxic nodular goitre 1(0.4) 0 (0.0)
Page 9 of 10
N = Number of subjects who received > 1 dose of denosumab

n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events
Coded using MedDRA version 14.1

System organ classes and preferred terms are sorted by descending order of frequency.
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

% 276321 BEBZROXRBIKR CAEH)

All (N =281)
SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
IMMUNE SYSTEM DISORDERS 3(1.1) 0(0.0)
Allergy to animal 1(0.4) 0(0.0)
Hypersensitivity 1(0.4) 0 (0.0)
Seasonal allergy 1(0.4) 0 (0.0)
HEPATOBILIARY DISORDERS 2(0.7) 0(0.0)
Cholelithiasis 1(0.4) 0(0.0)
Hepatic steatosis 1(0.4) 0 (0.0)

Page 10 of 10
N = Number of subjects who received > 1 dose of denosumab
n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events
Coded using MedDRA version 14.1
System organ classes and preferred terms are sorted by descending order of frequency.
TGRS TG & K 14-6.2.1 KT 14-6.8.2 (5.3.51-3) 7265/

324222 BIERAEE

BUFREMOFEFZORBURN AR 2.7.63-22 1217,

F—=HHy A TR CEURAESICH -T2 384D 0 b, HEFRRIL4 (21.1%) (TR
vz, 240 ETRO b AEFSRIT, EIF abdominal pain (2/38) DA TH -7z,
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

* 276.3-22 AEEZROHEREKA GEMFAEE)

All
SYSTEM ORGAN CLASS (N =38)
Preferred Term n (%)
Number of subjects reporting adverse events 8(21.1)
GASTROINTESTINAL DISORDERS 3(7.9)
Abdominal pain 2(5.3)
Constipation 1(2.6)
Diarrhoea 1(2.6)
Gastritis 1(2.6)
Nausea 1(2.6)
NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL CYSTS 3(7.9)
AND POLYPS)
Bone giant cell tumour 1(2.6)
Bone sarcoma 1(2.6)
Metastases to lung 1(2.6)
GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS 2(5.3)
Asthenia 1(2.6)
Facial pain 1(2.6)
Mucosal inflammation 1(2.6)
INJURY, POISONING AND PROCEDURAL COMPLICATIONS 2(5.3)
Procedural pain 1(2.6)
Toxicity to various agents 1(2.6)
INVESTIGATIONS 2(5.3)
Weight decreased 1(2.6)
Weight increased 1(2.6)
MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS 2(5.3)
Pain in extremity 1(2.6)
Pain in jaw 1(2.6)
BLOOD AND LYMPHATIC SYSTEM DISORDERS 1(2.6)
Febrile neutropenia 1(2.6)
INFECTIONS AND INFESTATIONS 1(2.6)
Rash pustular 1(2.6)
METABOLISM AND NUTRITION DISORDERS 1(2.6)
Decreased appetite 1(2.6)
RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS 1(2.6)
Productive cough 1(2.6)
SKIN AND SUBCUTANEOUS TISSUE DISORDERS 1(2.6)
Pruritus 1(2.6)

Page 1 of 1
N = Number of subjects who entered safety follow-up phase
n = Number of subjects reporting > 1 event
Includes only adverse events in safety follow-up phase
Coded using MedDRA version 14.1
System organ classes and preferred terms are sorted by descending order of frequency.

TEBRIRIT A % 14-6.15.1 (5.3.5.1-3) 7551

32423 HEBORIEIZE--HEEZR
134 (4.6%) 2, AEFRLODITIRBREORE L ORBREZFIE L=, 205524 (0.7%)
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

D5, IR L B V LHE SN AE RS (BIEW arthralgia & SHHBSE osteonecrosis of
the jaw % 1 44) ICEDHIETH -T2, REOPILIZEST-HEFRT, 24U ETHEDLN
o N 2Y VA Y

32424 BRBREQRERINCE--HEEZR
B 32423 HLAN T, IBBRIEDOBEERIEICE 7= (RBOFIECITES e oTr) HEES
2N 14 (Al anaemia) (23O 77,

32425 RIZE--HEEZR

3.2.4.251 AR
ar—h 1014 @EREFZS  105% ) 23 FEUCARA respiratory failure D72 DT L7z,
UTIZHICE T A EFROFREERT 2 GETIERR SRS 8k 1),

wEREES:  105*
PERI - | [ 3' %
57 7 ) A~ 120 mg Q4W
FIZE ST HEFSR: A A respiratory failure
ZDMDOHEES: PUMSR pain in extremity, BEARFES sleep disorder, SRMHTHAZ
nasopharyngitis, J&/2 rash, f/H4&8EE musculoskeletal stiffness

GSESILES B L

LR N, TRBREE S Gk BB IR

R\ VTSRS 2 P O BIBRANRE 22 KB ELAM AR 0D P56 OFF IR o o 72, noo
P RIS MAIRE O S5 5 FABRAIE O BBk % o TIEHIEI O RBETE RIS & 2 KB G
R T0T, * o ERCH MRS D R S T, AT IO

TIF ST RV T~ A OEGEZITTIN, ZO%EIT LT, 3 * b hART RS
ARAT 7 I RREH IR, BHEROLZEN SN2, ZO®%RIEHRNHIEE T,

Lol 2 MR, MO, KOS LU o 3Hi LR Y oo Hi
SO ZEIEITREO LN, T hRY R/ A HRAT7 7 I RBFERIN L OO0, EIT1EE
Wi, Eiz, COZIIAR B FE L TN,

2l = AP B EBRE LT AT omEgREEZ G, K99 2 A%O 2 ] 5 IR
A, BB (PR R - R AR A B L, R HICARE L7z, 2 H RIS o7 v iisi i b & i
. FEER CT (EML) OBRICEEOMEASREEL 2 o772 (OMIAEE S/ Z &1
X 2) HENLEL 2o, TOBRERIRRRICE SN, 1HFICET D2 OMOEHR UL
I RS- tz, EBOBREROEEEZIBIC, FRILT ) AT EELETXITOESE
W57 O IEZ T LT, BRI 272 * IZHETE L, BEIRIERRM A 2 ) ONE Bk
SHRBOEITTH D LE Ihic, AFELEBIATORPIEOREEK G HIX 252 * T
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

HoT,
EBRBEEEMILZ. & OBSER 2R AEIZOWT, 1RERIK - ofE#EN 2 5E LT,

324252 BHRE R
BERFEAINC AT L2 38 44, 3403 B LTs, SERIT, 34 & bBOEITICET 254
TH Y. GCTB., ‘BWIE bone sarcoma, K Uit metastases to the lung 234 1 4O Th o
oo WIS, IBREMEMICE > TT 2 A7 & OREMEIIEE S,
BEAEICRI Lz, BICE T HESZOEMIT., RRREREE (811 2580 2
Lo

32426 EEGEEER
3.2.4.2.6.1 JBEHEA

BRI OEERAEFZORBIRN AR 2.7.6.3-23 [T17,

EERAEFGL254 (8.9%) IO LI, 248 RICHIL L EE A EFSRILONI
K OVERER osteomyelitis TH Y, WTFNH4 24 (0.7%) IZRD BTz, ONJ R UVE#iZ%k
osteomyelitis & &, TEBREALEANC X W IGERIE & OBTEMEDNH 5 & HE ST,

72



276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

+® 276.3-23 EEELEEEZR CREH)

All
SYSTEM ORGAN CLASS (N =281)
Preferred Term n (%)
Number of subjects reporting serious adverse events 25 (8.9)
INJURY, POISONING AND PROCEDURAL COMPLICATIONS 6(2.1)
Endotracheal intubation complication 1(0.4)
Gun shot wound 1(0.4)
Spinal compression fracture 1(0.4)
Tibia fracture 1(0.4)
Vena cava injury 1(0.4)
Wound 1(0.4)
Wound dehiscence 1(0.4)
INFECTIONS AND INFESTATIONS 5(1.8)
Osteomyelitis 2(0.7)
Appendicitis 1(0.4)
Device related infection 1(0.4)
Gastroenteritis 1(0.4)
MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS 5(1.8)
Osteonecrosis of jaw 2(0.7)
Arthralgia 1(0.4)
Musculoskeletal pain 1(0.4)
Osteonecrosis 1(0.4)
NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL CYSTS 4(1.4)
AND POLYPS)
Bone giant cell tumour 1(0.4)
Ganglioneuroma 1(0.4)
Spindle cell sarcoma 1(0.4)
Tumour pain 1(0.4)
NERVOUS SYSTEM DISORDERS 4(1.4)
Central nervous system lesion 1(0.4)
Nerve compression 1(0.4)
Peripheral sensory neuropathy 1(0.4)
Presyncope 1(0.4)
ENDOCRINE DISORDERS 2(0.7)
Hyperparathyroidism 1(0.4)
Toxic nodular goitre 1(0.4)
BLOOD AND LYMPHATIC SYSTEM DISORDERS 1(0.4)
Anaemia 1(0.4)
GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS 1(0.4)
Device failure 1(0.4)
HEPATOBILIARY DISORDERS 1(0.4)
Cholelithiasis 1(0.4)

Page 1 of 2
N = Number of subjects who received > 1 dose of denosumab
n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events
Coded using MedDRA version 14.1
System organ classes and preferred terms are sorted by descending order of frequency.

TBERIAIE IR # 14-6.3.1 (5.3.5.1-3) 72651
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276 ERDHABROEELED
FI)RTT Y —YJKRTE 120 mg

+® 276.3-23 EEELEEEZR CREH)

All
SYSTEM ORGAN CLASS (N =281)
Preferred Term n (%)
RENAL AND URINARY DISORDERS 1(0.4)
Nephrolithiasis 1(0.4)
RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS 1(0.4)
Respiratory failure 1(0.4)

Page 2 of 2
N = Number of subjects who received > 1 dose of denosumab
n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events
Coded using MedDRA version 14.1
System organ classes and preferred terms are sorted by descending order of frequency.

TEBRRIE IR 3 % 14-6.3.1 (5.3.5.1-3) 765/

PIFIZ, 1BEMICRR L-EERAERFRLOPREZENT 5 GEMTIRBRAFEHSEE ik
1),

HEREERS: 106

YRR, -l | i R
57 7 ) Z2=7 120 mg Q4W
HERAEFS: FAR=TRTOIAE presyncope

OO EFL: F JEFLEENE skin papilloma, ' #J%8 musculoskeletal pain, J& R
abdominal distension, FEDOOUEI L chapped lips, B £ 1E W i
8 gastrooesophageal reflux disease, RAHMVFE oedema peripheral, MU
[ pain in extremity, FZ§FEME dermal cyst, 7 L /L¥F—E& %
rhinitis allergic, #.[» nausea, HRJE insomnia, ¥R back pain,
&GE B upper respiratory tract infection, 3§35 rash, B
arthralgia, 9 O depression, /~Z¢ anxiety, BUE hypersensitivity,
HiEEL (S arthropod bite, 4 = &% acarodermatitis, &Y pain

FRESESIES B L

AULEE N

T A~ TR BB 26 5 0 2 E | B R L A A T
L, ABEL7z, #EIcEL &, BREITEMOTED hA LIZTWEATWZEZ A, hrpb
DTS & 5 1T U, T RIS Aot & D IR U, <y RIchiibs &, HL
WESOBICERER AT, %7, BO, KON, RO, 5777 T 280, HROE(
DI U T, BHERIAR DT, BIREIIA bRGAITHER L, AR L, AR o#E Tl
BRI IER T otz W X REOR RIS T, 2 MRIRIEORYE ER I L, A
| B ST ISR B AT 1B B h o 7o, ARG v L, B
PEAEGIEE &Ltow%imﬁaiﬁmémnow%aﬁzﬁi ARGV T, K
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276 ERDHABROEELED
FI)RTT Y —YJKRTE 120 mg

& OREVEEGRE LT,

WEREEE:  086*

PERI | i [
57 7 ) A~ 120 mg Q4W
HELAEFS: Ki#RHA15 vena cava injury

ZDMDOAHEES: Y55 fatigue, % haemorrhoids, EXUEPKIEMERE upper-airway cough
syndrome, T fIEMEMERE gastrooesophageal reflux disease, FHIH
pain in jaw, JIFTHEME local swelling, H #8182 menorrhagia, bR
Yt urinary tract infection, ¥L55 53U breast discharge, JPELFENI ovarian
cyst, PHEIfEE joint stiffness

FNESEAIES B 7 L

AL NN S S

7 AT OREEN O 6 v Ao 20 ] A | B BERE T REIR (inferior vena
cava: IVC) 7 4 W& —[REOT-DBBIGIKRELZZ LT, IVC 7 4 VZ —ITHNFE D EIY S
NI, T4 NE—D7 v 7 BEBFIRCH O | [BIUIRSY L d o 7o, &I, W HE
T A NHE—FBREL, IVC 7 4V Z —RENDEH L7214, WCW1#$D PR IR
K Ol ERE 2 52T D 72O B AR Lz, [ D i) O RERIERZIXIZ T IVC OFAZEN
RS, 22 UIBARGTR L HEE S vTe, 2 [ H O KEIRERZ X T, WWTN@®Wf%@%ﬁ
9 IVC OBRER R ST, B OB ERMRAEIZTIVC OBRFEEZRO T, T DIR
ELT, PUER (V=BT XA e —R) =) XY T rERT L AR

T A=) IXTGA, TAVY U EERE L, KEST 181+ (Z[EHE L. #%
BRE XA HARBE L7z, BFeRefdkix, pArv o bh, L FEXI L =/ %Y e
RV, TAEY U Tholo, RELBBRTOIRBRIEDEEE S B I 180 * Th

2Tz, IRBRE ORIkt STz,
TBBREEEANL, AFR LRI L OMEME L BE LT,

WERERS: 107*

PERI] A i | i3
51 7 ) A~ 120 mg Q4W
HELAEFS: 1) JESHA tumour pain

2) RIMEREHE = = — 1 /3F— peripheral sensory neuropathy
3) MEEAIR tumour pain

Z DDA FEFS: AIRJE insomnia, (> nausea, M&FL vomiting

KR RBEfR: 1) BEdiZe L
2) B L
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276 BEcxOHBOE LD
T/ AT S5 UX—IKETiE 120 mg

3) Bz L

HILTE: 1) APt Zofth
2) Abi, #&3E
3) APz

1) JESAE tumour pain

20 x| HREREIANE ORI & W ST, BT, BRI R A OB,
W T DS B O L O % & Ee i I B e OTATHEFE B, W ONC IR B2 JRPAZ IR 2 Th
D, WHO A b r— L O DRI G2 LB Ue, PRSI K 50l Tia,
N=RAF A ORI 10 B 8 Th o 7o il I A P B ONIEIR G2 521 7,
18 o AR P #BE IR B OR OB R O E & RE LT, BEREWEIC LD
T A ORI, 10 BEFET 10 Th o7, T ORERT, YA O F§ RBALK ITEITHEICEME LI,
Ny RPHHD I ENTERD T, o, EMEFIEEE, WO 21Xy | BT REEO YL,
WONCHEHK OO FE e~ LIEN D HEOBRE L RIE Lz, 7TH%O] A . BsRE
=i LTtk FREOTOABE LT, BERT— L0 RMIIESE, 7o BRI S
EEHE - B~ OB [HE, M OEMIEE OYIERE % 0 7o, LEIZE 2 A IHETRRD
inolo, WMEELT, E RREARY, TXF ALY JUEWE, ~) v okh L &
H OB RRE 2 E i L7, HFR1T uoZEHE L, BBRAEIEE HARBE L, TRBREE DR S
X 7 ISR SR, BEBRE ARSI~ ORE Z R R L, IRBETEEMIL, AT
R LGB L OBIEME 2B E LT,

2) RMPERE = = — 1 /35— peripheral sensory neuropathy, 3) JEEEJE tumour pain
27 ¢ (AT ST RIS UIBRIN O iR R A BRAF Cdh o 72729, 202 *

(2T ) AT ORGEHR L, UL, ZO&RG5O AT, BRE X RBEZETO LUK
(RN D ERBEETR 2 2 Tz, 7/ A~ 7 ORIk S - b o BB K& OV B
G ES /A ARy 300 ¢ R = o —w XTI OB LT,
MANDHR TR Z 2y ba—LT50ONRRHETH 72726, BEEN (intrathecal: IT) FWpikE
SRR DAL AT T2 2 & & 720 | BEBRE I ABE L7z, 33 * | B RaELR
T ENRD A e IT @ e N DA E -, fRIIBFTHY . AOHEITREZ
BRI T, T HEMED IO T B AL B O T2 0A 770 7 = Db b Btk ST,
ZOMOIEFIIT, BT, AT b= AR F o TERNTI ) Tz, AFAT o=
T—h FIFY RUThole, EICLD &, R =2 — T — R OMEEHERE OHEEOFR
I 337 ¢ (Z[EHE L., BRI HIRRE L,

TEBRETEAN, R = o2 — o RF — R O EIZ OV T, Wb iRiRE & oRE
Pz &HE Lz,
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276 BALRORBEDELEH

TIATTD ZUI—YETiE 120 mg

WERERS:  108*

PERI] AF i | i [

57 7 ) A~ 120 mg Q4W

HELAEFS: BA#fiR arthralgia

Z DO f EFG: {55 constipation, A > 7 /L= R A influenza like illness, T4
HiZEH wrist deformity, /NZ anxiety

(K R B f%R: B L

ALTE K

2 # AR P ieT s AT ORGSR K 2 BREO] A R ics L,
BBRFIL. 2 BMEI D FE O RBMNETIEDOEIE RN H D Z LIZRMF NIz, ZZ D
I & AR S KR ISR L, FR OB & LR D 2335 L <868 Lo LS L7z, BRI 4RI
T, FHAEAORERR & w0 RIERER. REZRIGEOMAE 2t 5 FOIMNL, FRO rTEER
TR BT, X BREIC T, B OB BIEiE OO & | BEE PRS0 ER 2
FE O IRRYE TSRO b7, I, BEREMmOBIE, R OBET FRERORT] &
MERF D 78D D EE SR O MR 217 5 IEBM A 2 fidT L 7=, B BREIIAEFERO
FALDTZ DI ARE LT, WEOERZFTFZ, ©r O LICBIlitz biassiz, Eick
AYLI RS2 E N a0 TEIFIIRE LT, BRERE D E L OALE i B LT
T EMD AERIRENE L & Sh, #EERE IR RIZIBEE LIRE L7, B o513kt <
iz,

RREEEMIT, AHERERBEEOBEEZ20E LT,

WEREES: 001*

PERIL/ 4 A

51 7 ) A~ 120 mg Q4W

HELRAEFS: fRHEfE ganglioneuroma

Z DM DOFEES: Je57 fatigue, T ANTXUWET I ) T AT =T —EHEN
aspartate aminotransferase increased, &7 U 7 AME hypokalaemia,
PR arthralgia, [ H FLEEIL /K FZEEEHINN blood lactate
dehydrogenase increased, REIHENI weight increased, ¥ HEJH back pain,
SHHHESE osteonecrosis of jaw, 5&EEYY upper respiratory tract
infection, ALEIZ X H¥KJF procedural pain

K2R B R Bz L

L& APt Z o,

7 A~ 7 OGS 2 o 20 F | A | B E R (hRRBE) A B L
FEEBEGOUREZ 2T 2 7-0IZF A AR LTz, GHEXR) o7, WG L, R
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

AT 4.5 cm OMREEIE RO B, WikEBIIH TH 72, CT TIE, BIBSMA O PR
T, BEENZ W LR SN, AFRICH L TREShZbo L LTI, Vicodin (b
Fpa Ry 727/ 7=2088). K2 —FrFFIvA BT Z7EF V2 B

HaP, B ReELRy, P72k RIIVBbotr, KESET 723+ |Z[ElE
U, #8133 R B ICABRE LTz, RFGRBLATOIRBRIED &G B iX 620 * Tho

7o BB 53R ST,
TERREEEMT, KFEREEHIKE L OEMEL2 ST LT,

WEREHS:  040%

PERI] A i | i3
51 7 ) A~ 120 mg Q4W
HEAEFS: 1) Al gun shot wound

2) ##%EH nerve compression

FOMOFEFLR: {REEIENN weight increased, P toothache, ¥ abdominal pain, &
M anaemia, IIE"E¥r fractured sacrum, = MFE hyperglycaemia, 4
i pneumothorax, #LiE|Z X H¥&JH procedural pain, BIEEHT rib
fracture, X7 /L3 7 AIMJE hypocalcaemia, {5V > 2 M fiE
hypophosphataemia, AHRJE insomnia, VUfEJE pain in extremity, {55

constipation, _E&UEEYE upper respiratory tract infection, SHJH

headache
(KR BE R 1) B L
2) B L
ALiE: 1) ABe, B3, 1RBR O &4 8 IR G5/ £ Ol

2) ABe, &3, ot

1) Al gun shot wound

2= A | BaEBREoMER S AT, M 1EI s AkO 2 =] AP R
. K OV M O PR HETE U BRI 2 52 1 . RS TREEENI i S iz, ABRReRICRIT 5
MATENRRIRZEE LT e, Muh, JEES. MOVE#ED CT (2T, M8 O4 BRI AL ZE 0
DAL, SRNTEER U 74l T i 2 5 FFREEE 2 VR S iz, 7o, AR BimAlGIE ONS
£ 5 i E A SAHE ST O Frav B Uiz, 4 BRI EORIEITRE 2 b, IR
JEZ LT D LT, I CT OfSR, SHEOQIHIENEFIIFEO bhd, MitiXEE T
b oTe, BRIZFNEICHIE S v, BIIEIC K D IEEIN AT S 7, i, APl Z R @Al
KO EEDRANE A 52 TW e IKEIED MRS b e o 7o, 15 LIclfgeoEE, 1
E OV, WO B L—  BESE OLE DTz, IR IS SR HRIEHREIZ T, IR
DWENRA BT, RKEBRIER o I RIR RIS S LT, AR "z
B U7c &y A, #kBRE I o ZIRBE LTz, BRI Gk S T,
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

TRBREAEEERAN, BEA & JRBREE & OREME 2 R E LT,

2) ##X[EH nerve compression
2] = A | B ORBEEOWIER S A Z T T, veo T, EEBNEER R A 1 O Bl &
Botz, 2081 » A% 2 ] A P EBBEETE R OB ORI RO 12 DI %
L7z, EMZ X DEFEBNRALONT-N, RETH-72720, o ZAPEE IR T,
FHED CT 2T, B ICKRE BENREN A B, S1 & S2 & L COMMBLIC A i/
ST, HIT OMGEHHFRAERE O K & SHKRIBIZIERK L, S3 O Fhan b NN B E £ TR -
TWe, URZZES T2, WEDAERITATON IR D572, 504 x|, BREIA R
T CHLEE~D AT 0 A ROFEBESNER TR R, IR OB & DT, g HhE
el 2R D72 7200, N OVERFENIER IS TE DIRBETIBRE & Ae o 72, BEEHE, fR2r0mk
B TIERBYEOEBIFEE LA ST, W OEE & EEZ2 5 Ol O LB IiFCTh o7,
HETAHSa R DR F Uil S iz,
sos x| JRBRIROE G- E %70, O, RS E(L URGR SIS S, W
2, SORERERLZ BIICARL LT, EREHEOFIRANE S, B FesLr7 x> KA
BOT A Fva O X0 KR IEIH S e, FFSEERAIEICERE O _EFJ 0845 i
DL DD LEEZ BTz, ERIEIEOBTIZIER Tholz, KRERIT 510 *
IZ[EfE L7z bt S, 2 O BE IR BISREL LTz, RERREBFTOIRBRIEO RS 7 I
32 * Tholz, IKEFPESNERAZ (oMM TAXy 7L, 2, I3k
AIDT=DIZ AR v 7 LIz Lt S iz, TR 5 3ike Sz,
BBREEERIL, AFRICOWT, IR E ORENE 25T Lz,

WERERS: 109*

PERI £ fin: | [ 3' %
57 7 ) A~ 120 mg Q4W
HERAETFS: i B A%J% musculoskeletal pain

ZOMOAFEFSR: RS urinary tract infection, ARAEPEFIE oedema peripheral, {AH
AN weight increased, ZEAfE atrophy. H[» nausea, M&M: vomiting,
PR N dysuria, 5 myalgia

PR SR B B L

AL NS S

2 = A B CiRBEoER S 2% T, K96 v Ao 2 =] AR Fic. B
SIEBLL TV RBEEE TR 2 A OEm N E L L, ABE L7z, il © MRI Tl &
SR O R E 2l O IR A LR e A~HE N L TV D Z &L & e o 72 (11 x
13x13em — 7.5%x87x104cm), AY RUEROTE NI/ 7RI, 7

(CARFRITEE L, BRI AICIREE L7z, IRBREEEMIE, 2 OB O D5
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

RNIE EEE T 2 & HIE Lic, KREGIETIRTOIRBRIEO &P BT 169 *
Thole, TR G Ik S v,
TRERE LRI, AFERERERELE OEELZ G E LT,

HEREES: 053*

PERI, -‘ﬁ/‘ll %
51 7/ A~ 120 mg Q4W
HELAEERES: Al LBA wound dehiscence

FOMOEERS: Y7 fatigue, MIEAIEYE postoperative wound infection, [l anaemia,
KA MEVAIE oedema peripheral, f##% constipation, % anxiety, AR
HII eye irritation, PIfiE sarcoma, f5AJE myalgia

IR R B £%: R 72 L
AL : T

2] = 7 P B CRBEONIE S 22T T, 4 » Ao 2] =) A B A LBEE %
L. 121 * [ZABE LT, B CT OfER. fsd TR D/ NEEME O R E 728
Rk & L BBOEN A DIV, ZIUT K > THIE AR E SBHESIUAT Hiv Tz, ZAUBE
FONIE EMIEEE —F L T2 b OO BRAKOZIFICKE SIER L, BT ~OIEKITAE
WA O g % Bl L CIAN - TV, F2, REY—ITEENIEE LZBER, B, X ONEBO
BNL L B Z Lo TR0 | JEREIC X 5 BB U7 B U IRIE O PAZEN I Z 5 T\ %
AREMED B o T, BB MED b D & i 5 i/ NG i 8 NS A B T2 23, & OO fEE IS
MRS hoT,

ZDOEBEOBRBAIOERNG, AETH D Z EVHI Lz, ERBEMmAEDOR R, BE
PeNHLNE oz, AFRRIHTHIEME LT, RUARTU L ZLT 7 A RFHF Y —b
BHEIOE G AVEEAIGOSBROEAS, Wi, Z/va) —n, TeF ) FomgE, HEE
ZIVHEI, rhaTy s RNroawAyr, TYBRA, ELER, KT VT T T LR
H& iz, AEGI 138 * (TIEME L, #EBRE 10REE Lz, PIIEORZENIC L 0 iR
BeEHIPIEE Nz,

TEREFATERIL, AFER IR & OBEM A G E LTz,

wEREES:  110%

PERI A i | i [
51 7/ A~ 120 mg Q4W
HERAEFS: BB gastroenteritis

T OMDOAEFES: PREGIEYGY urinary tract infection, H3E chills, RHRJE insomnia, ol
nausea, M&M: vomiting, X L ¥ bruxism

[SESEILES B L
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

AL : ABE, #3E

2= A BB ESR S 2T T, 913 0 Ao 20 FE A BicEL, R
b, ESE, ROVFRZRBL LT, BKZiRA ., BERKMIGREL 2T o To, R
Z2D2 BRIZARE LT, vt bry v b7 =3RRI O BRI K O
vZaraxY o gkEShe, KERIT 406+ IZEIE L, YBRHAIT 408

(BBE LT, TRBOERE STk S s, IRBREHEERIE, AFRITONT, IRBREEL
DREMZ R E LT,

wWEREES. 050*

PERI /4l 2
51 7 ) A~ 120 mg Q4W
HELAEFS: FEEEMIFLPIAE spindle cell sarcoma

Z DO f EFG: PUMZIR pain in extremity, 7559 back pain, FELlg 9% non-cardiac
chest pain, M5 pleuritic pain

FSESEIES e 7 L
RLIE: TRBRAE Ik alER 1k

2] = A | B CRBEOWIE S A% T T, K92 0 Ao 20 F | A (s & 58

L7z, 78+ ORI CT OFER. Ao Ml |2 7= 722 Wi AR 22 SIS 58 b
7. 88 (TIRBREED 13 B OG- 27203, ZO%ME R LG 7=,

B (ZHIES CT OFMRAENTOIL, MOBIMUE I 7= 72 KRR AR R s vz, 2
DIEREOINFER D D BB OV Ch D LI LT, REIEREZ T o0 E
IMMERE L CTE LT, AFRIIAREOR R TG TH D LA BN D, IRBRED K&
SN 123 * Tholz, BEREEEIIPIESN, ZOBREITRBRE FIE L,

TRBREAEERL, AFERIZOWT, IRBREE OBENEZ2GE LT,

WEREES:  090*

PERI - | [
51 7 ) A~ 120 mg Q4W
HELRAEFS: 1) FEEEREEMERRBIE toxic nodular goitre

2) ‘BHEZR osteomyelitis

ZDMDOAFEES: JER SR hypoaesthesia, UMY pain in extremity, J%55 fatigue, B
HiJf arthralgia, %MK cough, S:MHEAZE nasopharyngitis, 155/ back
pain, B #59%8 musculoskeletal pain, B 245 tooth abscess, HiJ& dental
fistula, %8/ rash

PSP SESIES 1) Bz L
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276 BEcxOHBOE LD
T/ AT S5 UX—IKETiE 120 mg

2) BAEDH Y
ALiE 1) Zdfh
2) APz, 1BBERO HEEE T &R5RY

1) FEEtEREEME R BRIE toxic nodular goitre

2] = 5 B P csBEEo RS 2=, 1 ER0 2 S AR F. 2E
=2 L, HEER 2 o T gt R M R IE D 72 OB & 72 o 72, BRIRIRAIZ T, AR
BRI A VE 23 0.01 Ay, WElfE A o r 32, MY a— Ry =003 179, lEEE N Y
=R Ar=03358, A raT ) RN 118 ThHhdZ L, 363 *
WCABE U, AR PR EvE R ARAE 0 72 0 FUR IR SR 25 i T S iz, iR, B
TEREERITHA S, BIRIBIEIK L LT R AR U BNBtA ST, AFEEICK L TixF ot
WRZH—FF RV UL A7 aT TR, KRE TR OO~ UG Ie, K
FH 364 ¢ (ZEITE L, WEBRE IXZE LIIRIECIREE LT, Z OWBRE 13, IR
D & 2 O S OB D 723D 12 © ORAE ARy T LI KERREBRTOIRR
WORMEBE HIX 258  * Thol, IRBRFEEREIIMGES T,
BBREEERL, AFRIZOWT, IRBREE OBEEZ2TE LT,

2) ‘BHiZR osteomyelitis
PERFEIL L IS IS WA L. ED 6 n HIRIZEE 18 tiAL0o> B o> SRtk P L AL
BRI, TEXTUY URRE SN IEE Lol 278+ |ZEF 18
N OHEARSGORERNI TN, ELNER L= 321 (TEALYIBRE 2B D
TT V=R~ &%, 1 7 A=V >V OFH 25T 7238 CHEs AL HR L,
401 LIBRICEERNIC AN 5 /2 FEROEIRE N B L 404 x| FHHE Y
ZHEBLLUTABE L7z, 28 TlE, £ FHUEICHRRMEESL (B H 5 sE D fl2 125t 2 IR
bY) NHLNTZ, AEREEICTREERARH OEAMMEENRO SN L b, ZORYGDJR
KNIEEANMVERE CTh 5 L MG SN, EEE O CT OF R, £ TFHEFEBosigEE< b A
PEZAL, R OB GRS D B OIEAR % £ - 7= /2 FRRE IR OB EERA B 6 0 | o=
FED _EFRIN & A OB D _EFRIRR D3F8 8 BTz, HrAEWE O E RN 5 OV R & LD
Beh BAREME D THEONBINT 7Y — K~ EERMHRBITON, 409
DEFEAR Y Tl A THE TOIRYIALEE, JHE T2 & T3 TORFE 7RIV AL T,
K OB FHERE G COLEMA~DO R IRE AL TTHER A Dy, BB, B, i
ROFHEME, IR OBLITEE TE Rnotz, o, MEHO LD EBbhizboo, B
AR D ATREME & A E T E WA 10 i ORAOIRFHEDI Y IAZR I B ATz, .
DEHTV T LAF X AT HAF v COFT RIS 22 FHEEHE T, DTk
BREEDIY IABDB R BINT, 2D OFTRITEERE LTERER &9 K0 & RIE UG 2 7R

L T, #BRE T 417 (TIRBRE L7z, AREAEEES T, RKFELRIIMkEGT TH o
T2o ABEBRBFOT ) A~ T D&KL BT 397 ¢ Tholo, IBERERE T
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

Ik S, 500 * [ZHEBI ST,
IRBREITEMIL, KAERIZHOWT, {RBIEL oEES Y SHE LT,

WERERS: 111*

PERI] A i | [
57 7 ) A~ 120 mg Q4W
HELAEFS: B iE nephrolithiasis

Z DO f EFEG: BZHK cough, fEJA abdominal pain, 0> nausea, W& vomiting, K
FR=TRIOIREE presyncope, X¥& acne, PHHIiJE arthralgia, (TY hot
flush, MR lethargy

IR B4 B 72 L
AL : A

2] = AP P AR NER S A% 7, 1 6z 2 ) A I P ciiEtE
DA 2 F5E L 7%, MBI AR L7c, EEO CT 2T, 8 mm O 234 L7z,
WERE LT, il GEIARI), 7R hT ) 72y, Fxvaky, A7 7aT xRl
Wil 41 IZEHEL., HREIIF AR L, 2D 3 %O a4

(CHOEMERR 2 RIE L. TOBARE Lz, X HREIC THZEE~OERKaOBH)
DEBIL, FmEE GERE) 2MThiT, 45+ IZEHE L. BEREIEFA S
B L7c, RERIEHAOIGBRIE O G H I 8 * Tholo, REREERS Tk
e s,

RREAEERIT, AFRICHOWT, BRI L OREME 25 E LT,

WERERS: 112*

PERI]AF i | [

51 7 ) A< 120 mg Q4W

HERAEFFSL: ABATSE cholelithiasis

ZDOMDOHEES: 15 tooth injury, Bl &S sinusitis, A > 7 /L= influenza,
9% abdominal pain, PURZJE pain in extremity, Z6JK polyuria

(KRB f%R: B L

RLiE:: ABE, TREREE O F 2 T S HAR

2] = A P EBREONER S22, K55 v Ao 2 =) AR B ERE
Z. APt L7z, MRI OfER, IHADFE R S, ERIFIEAIC L DR &2l s inlc, KRES
FEBLRTOTRBRIE D ol 5- B 1% 140 * Thol-, IRERIEE 5L 140 * T
—ERr s, 2o% BRI (B AR,

BBREEERL, AFRIZOWT, IRBREE OBENEZTE LT,
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

WERERS: 113*

PRI A i | i3
P G-HE: 7 ) A~<7 120 mg Q4W
HELRAERS: 1) &Il anaemia

2) ‘BB bone giant cell tumour
Z DO f EFG: 8% constipation, fEZEHIIM tumour haemorrhage
FNESEAIES 1) Bz L

2) B L
AL 1) ABe, &HE i

2) WLiEZR L

1) &Il anaemia

2] = A P B CiRBEoMER S 2%, 3 Ao 20| F] AP Ficsv—F3
DEMAEFE LABE LT, BRMAET~EZ/ oy N T12gdL ThoH 2 EAHIBI L, 158 E L
T 2T o7, Wil OBRKRAE TIX, ~E7r 1394 gdL Tho7z, Himo ATRENE
XIFR MR 2 2 OMMOJRE Z BRI 5 | thoOBWHRAEIZIT DIV h o7z, CTICT, [EE

TR R EBGEETT ) AV L7, AREFZIZ 85 * |Z[EE L. #RBRE ILIREE Lo, REFSRR
BRTOIEBRIE D R 5 H X 56 * Thol.

TEBRFEAEERIT AFRO RIS I T 5 &HIE LGB & o B2 04 7E L7z,

2) ‘B E IS bone giant cell tumour

DB 2 55K 4 Ao 2] F] A P 88RE T REETIC X2 BRAIRE O EER
BULZRBL L CHLE LT, SERITEEMEITTH D L iE STz, ZOWRFT ILEM AR L 725
7o oD VRBRETEMNIIE AN EWH R 2 257 5 2 LI K D #BRE O TRt E A < T H - 72,
PR TR BEATIC LD 85 * |CAGERA I LT,
BRREATEMIX, AFRICONWT, {RRIEK L OREM 2 G E LT,

WERERS: 114*

PRI A | [ 2' 7
58 7 ) A< 120 mg Q4W
HELAERS: [ p A B Y device related infection

TOMDHERR: A0 nausea, MILJR haematuria, HIMERIE/E leukopenia, HJW ear
pain, BRI joint injury, FELMEMNGR non-cardiac chest pain, &
FYMEFEIE oedema peripheral, {77 /L3 7 AMLJE hypocalcaemia, FE
¥ breath sounds abnormal, FLIEZENT breast cyst, ‘HJf bone pain

DRI BEAR: BE 7 L

RLIE:: Z DA,
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

2] =) A P P cirBREoMER S22 T, 2 v Ao 2 E AP RicTe T —
TOEOEANER SN (T 7 —BEEOHE) . 77Xt o rihikb s
ENTbOD, ZOBRERE T 0T — RGN FHHR LT, 215+ ZABEL, &
F—PREEEN, FUAEWE (F 7 I~ v envav,fy) 2ahT58 A0 Mik &
HICHBENET (Kuntscher nail) 23FA Shviz, #BRE 1L 2 ¢ ZIBRE L=, K
WRHR LI oTeled, 2 T ABHIER L B A v b RSP — DB HAR
Tz, 20k, OB (BIEWE LW Bt Lz2D, K2 5 A%O 342

(Z3EHEDAREEZ LT, AT AOHELEAR—F—DEH &% T 7, 613
\Z4BHERDHAREEZ L, 616 * |[ZAEKE I oTr—PoOEBMEZIT-,
ARR 66+ (TEHEL, 10 HEO 66+ ICHIREITIREE LT, 18
PG Tk S A7,
BB EEERIL, AFRICONT, AR L o2 6E LT,

WERERS: 1157

PERI -l | i
57 7 ) A~ 120 mg Q4W
HELRAEFS: il R A BE TUMESE  hyperparathyroidism

Z DD f EFG: % {FIE hyperhidrosis, TV hot flush, % 9 FEJE pruritus, HUIRAREE
REJLHESE hyperthyroidism, HUKMRIE goitre, BRI FUIRBRIEES
parathyroid tumour benign, & abdominal pain, SN lipoma, JTU
815 nail injury

FRESEAIES B 72 L

RLIE:: NI

2] = A P cinBET ) A~ T oG EZ T K97 2 A% 20 F A P

(IR FE MR F R R RE TUAESE 2 FEHL L | 223 (IR VR RIE & 21T S v,
213 * | ARORIFCRBBRED R H S e, AERIT 73 * ([ZEHE LT
EEn, #EBRE I 276 * (TR L7, 1RBREER Gk S T,

TERFEMEEMIT, KFRIZOWT, MBRIEL OREM 2 G E LT,

WERERS: 043F

PERI /4l 2
G- 7 ) A~ 120 mg Q4W
HERAEFFS: 1) XVEWNHFE A PHE endotracheal intubation complication

2) A5 wound
3) ‘BHliZR osteomyelitis

4) BHE L osteonecrosis of jaw
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276 BEcxOHBOE LD
T/ AT S5 UX—IKETiE 120 mg

DM DOHEES: il B FE AP musculoskeletal discomfort, B toothache, I pain
in jaw
FRESEAIES 1) Bz L
2) B L
3) BEDH Y
4) B H Y
ALiE: 1) APz
2) ABt. VRBREEANEZE T I GRE
3) TRBRHEEZA T TR BAR
4) RBRIEANEZE T T KGR

1) XUEWNHFE A PHE endotracheal intubation complication

2l A B B BRI S A% e, 7 A SR B AITIE O AR DR 2
e LTABEL, 2R o 20 =] A I P ICFHA AT Sz, FEO—EBIREEMLT/Tbh
Too FHOKTRHIHE STUIER, WEEVEIE & MR ES I8 &2 588 Lo, IRBREEEANE Z OWEEE
FIENEMEZENT OO THD LWL, e L TRHE 21T, AR 2

(CIRIE L, BRI 13 (BBEL7-, TRBRE EEAE, MEERTAIEL, RO
ITHOERML L | THED R ET-AREMEIC L D2 b D TH D LiE Lz, IBEER G Ik S

77
TEREEEMT, KFERIZOWT, {BERE L O EM25E LT,

2) A5 wound, 3) ‘HHEZ osteomyelitis, 4) FEEEESE osteonecrosis of jaw
BRI RI R G- H8 10 » A& D 2(. ﬁil A . AIC IRETRIR A D /25 5 ROk %
ST RFTHOBUAEWE SR A Y v S L DAE Z % T 1=, F B _ESROAIE & 2k s v,

| CHEAREL LT, 337 * ZIX, BB S O Z2 S T TN, RRERR
PERIIEZ AR 23 F D U 5 FEHERME O AUS RN A ATz, 340+ |2, EBHOPMEEALIC/NE

BRI Bz, L, IWESRAIETH-o72Z b, T2, ZOWBRE IIRBOETH
PR IR T A RBEENBIF TH o722 LD IBBRELEMIL, 1BBRE A2 P+ 5 Z &
DY AT OFRENEE x| BRI Gk 2 T E LTz, OPEARHZ T, ROSUEME R 5
Sh., O CT NEM ST, 365 ¢ ICHONRBRE(TEMOBZELZIT, WENE
ELTND 2 ERNHER SNz, RN E G S, Al OB EUBEDL T MRl EN RSN
LB FUAEWE ORGP S T, 380 ¢ ([T EFHOKW, KUEL KRERE
BHERBL Uz, /£ BB FU LA SRS HEH Sz, 394 x i AKENIC
BHERD LI, 72, 20 14 HE O 9 BIZH 7212 1 KROERKIT Tz, £ OREET
ARG SN T o te, TEX VYU V7T T T UM E AT = F AEOFHEH
Blth S iz, 394 ¢ (ZEESNIZAIN YR NS T AORER, At DNER AR
FENTNDEHLOD, EODDORBENH D Z L AVHIA L, B Ol 2 R84 25 T S50
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276 BEcxOHBOE LD
T/ AT S5 UX—IKETiE 120 mg

STz, BRI CT A% v o OfER, 2 < OO KB ORI L7225 AL
BAPRAE R OREEDEIRIZ A D e o Te, o BEIELRO bR Tz, IMBREEER
T, AFEZRIZONT, ABtbe< CTHRTHESELRO Do Tc 2 Linh, EEL LD

TlXARwnweax kLT, 27 ¢ | REINTERON &L EFHOERIEICHT S
S TN E B ARE LT-, TEXI VY v« V575 ORI S8 BEEn-, k
FAORANEDFELIT 434+ |ZEE LT, 435 * OWHEOLEMR TR, T T

J IR REGD B HFEFDRH LT, o, BB O R, Kl G Ml g 1 o
PEMER L < OMERE T 7 F /7 It ABEOE 2 S e i O Rk BRI R 2GR0 5
o, ERNHER S Iz, WBRE ST L2 SN, EEROYIER L FEO Y i
5 WIETH O FEIN 2T, 5 2 RIROF B & EaH . 1vE RSRE oA, Bk o
Pk, ROKECIBOREMTONTZ, TOMOIEFEE LT, Yr7aTd=Fs N NTT
V=, = " TERAL, AEXIV— L F R DA JailnF Ty Foa AR &
PER AT L— ~RY U b S, BRI a2+ |ZIRBE L 7=, 451 *

DOBETIE, REBIIBD CRIFTH o7, WMORBRITZE T L, 3AKZBRNTZOMTTO
HIIBRZE STz, LAATE RRE, LA D REE OERNR A LT, ERITRN o7,
HBEZIEBRAAIA 22 B 4L, 72 EBRORIRIZ L 55 OWEIIARTER Th o7z, FRIL LD
D3RkRE T & HE ST, 468 * |ZIE, FHOIEIFITHE L T\, AT L <M/
LTWeb DD, EKIRFE LT, ABAVEHE L IRBREEEAN, 1RBR3E2 I 58 IR BT
X129 ) R OB AR G- O P ik L TABRA D EREE 2O LD b EHE

ThHrEWVI) HMTRHEL, [BRERGEZHMETLIZEEERE LT, 686 * (O MRI D
A R ORAF XITHROBHNIA LT, WRIEERTHEE LA 77 FOMEIZRE
FChotz, iz, MWELOEHOLHOH LR HiviehoTz, 700 *  OiBHF

FACREEOFR, B OFEBAKIE CRAICIIEE SN TWARWNWZ & F7o, BIEO R
DTN & DR STz, EHOEEIIZEET DA RHILE KR ke CThd 0 | Fric /e B
DREIRNZ IRFL IR BN B DD T2, 5% 2~3 5 AMIE R 2T/ v o 2 L n3pii
FIBZ BT, T TOAIE XA L . Karnofsky performance status scores |4 100% T - 72,
PUAEWE O GIIEE 2 <felt bz, 860 * | VRBRIEAEEEANIZ, (KIRTRIED kL
HC, FINRTESNTWNDID, KEROEIFIE TR TE RN ERE LT, 1010 *

BHEO—ENE THB S LTI > TV D e Lc, 2 OO RZ I BE L 7/
e SUTILTR DIBAGENE T2 D L7270 o Te o ABERTOIRBRIE D Fe e 5- BT 365+ Tho
7o BB D TIESNVTND Z &6 TRERIEE G13— Rk Shvie, #BRFE L5 Bt
OHATZ BB IZRBRAE IR LT,

RBRETLEMIL, Z OBEEE L HEFHRICOWVWT, RBIEL OEMEL Y L HE LT,
EEORIGIZOWTIL, IRBRIEE OBEMEEZ S E LT,

BEBREES: 044
PERIL 4 i
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276 BALRORBEDELEH

T/RATT ZX—YETiE 120 mg
57 7 ) A~ 120 mg Q4W
HELAEFS: SAE AL osteonecrosis of jaw

Z DO f EFG: 5B back pain, FEPE dental caries, HFEPNHEE mouth injury, &MH

§A4¢ nasopharyngitis, Alf5 wound

IRESEELES RE & 1

RILTE:: TRBREE FVEZS 8 3% AR

20l 460 A B P ciRBEEO YR G 25T 7, 10 (ZHEHE OIS THE 28 O
R %50 7=, 307 ¢ | PRERE D LULRTOHKH ( ) IR LA T E
EEO/NS 2B OERN S D EDF AR H -T2, 335 OWEFPHREIC TH X 7ol

WRD BTz, RSN DI E L TIEEE 18 O WIRIKER ENDH o2y, £ ORI T
TN, 528 HOWARK BRI/ NS 2B AR DLz 7=, 5

. FEE OBSKIGETE R R AN TN, TORE. 5 11~18 & 5 21~27
DHAF, 55 28 WAL O M2 THIUHE L2 R & ZAUTEEEE U CHii% O $R 18
RS D AALDIHERS S Tz, 22 ESEIR O W OMaME O T o Ak O BEIR 2 2 S Tz,
AT & DR Y L OFEIROFEHZIIIEE TH Y | MBS NMOEZITIER Th o7z, 5 45
IR L Tie, FEE FUOREA O B AR 58 PRI (IS B IIERR S h 9™, TEiE o L

K O AR D BRI B EEPE D B O D AT RUITRR D b e o 72, 364 * DOREA Tl
W ICZABIT A DR o T, 385 ¢ O FFEFO LML FRIO CT T, 25 15 O ER

SRR AIH D12 AR SR B JE 28 A3 Gk dodu, 725 17 i OIER O AR FEIR K OV 18t D AR
SR, AD CHIHDRIEAR SMER E 2 & B D AT RSEE80 Hiviz, kit OF 28 L
TIFRORHRWE L 358D HAVTen, HAIKIEE B LT D L Bbivlc, £ LSS F5EE k-
TR REER D BEAF B O AR AR JE BHLZ E ST o T2 BRI A B 72 0> o T W5 O BB o D e RIE
PRI BT, 392 ¢ DOEF OMREIC T, EFREEEKE M O Mk o
FBERIEG N DT, BERRE & OWaEoOfRE R, THEO CTIZESE, ZOREITEETIX
RS Tz, 399 ¢ | K ORICHEE OERP T, ETORER. T F
RERABENPKEICEE LT 7 — 7 P55 LT/NE RO bz, EFRITAMLETTR,

T T B RAEGGE OB TH D LRI ST, 433 ¢ ([ THEIEDSHAR Y
\ZHERR STz, * DI Z DBREFEOKREITLGE L, BOBRBHITRDO L0 o7,

AFERICHTHEME LT, TEF VIV I TT T, =Y ATT =)L RE Rv3
— R, APBEEEME ] S 7z, 630 * OHEMEE® CT T, bk FHEHOMERIC 5
FEDREHLUTFRD S 7eh o7, il CT OffR, BAT ( 554+ ) LU T, Al
i D[RR DT HEIT LT D Z EVHIB L7z, 637 * OB KETD
B, BB 1T ER ISR O DT B 5 L2, 2T K o T Karnofsky performance
status scores 2% 60% & 72> TNz, FOHE « BEHED X BRI T, Motk oo o S I B HEE, L2 fE
HELZANBIE & L1~L3 BEHEIC AT OFHEIE RO b v, BRAKRBIZEST & T L T
o tz, IRBREEEANL, KBIC X 250 E77ma it <, 0.5 on’ O HiER
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

OO REIRZEDS 1 Dd 5 & Lo, T ORI BIE L7 i3 7e < YL O #iT 720 »

Too RERBBRTOIRBRIEO KL G HIX 364 * Tholz, IRRER LT R
ik &, 455 ¢ [CHEBIS N, 475 ¢ IBBREFTEANTIL 1 om® DO

HE B RIS | D5 - T D & UT-, AR OIS IR 21 B U 77 8 S 39 o 1
X2 oTe, 1R HE%. KAFEROFRITBDO Lo T,
RBREITEMIL, RERIZHOWT, {RBIEL OEES Y LHE LT,

WERERS: 16

PERI -l | i [

51 7 ) A~ 120 mg Q4W
HEAEFS FHEEEE YT spinal compression fracture
ZDMDOHEES: 7L

FRESEAIES B L

AL NI

2] = A P P CiEBREOMER S 2% T, K5 0 Ao 2] E A | eSS
AR E TOERE B LA Lz, fig~0REIIRD bivenot, 3 Ao 2 £ 7
| 5o CT XOMRIIZT 12 % 10 x 8 cm DA BT, LLRTOMA B H Lo 722k
Ao nnot, 10 B0 20 F | A I B oERC T RSB L (EFEE)
HAHE U 7= S5 8EAR ER A AT S T A I N 2 Siut=, Lo L. = OEROBT IR
PEEL o7, WL LT, EAE RS, Yy e T =) s b KR, LAY v 0
HRATON T, WRELENIT, AFRROFEE, (5E0) HEkoATHY . Zhic
F o TIIE 238 mm £ L S2 #HAR DI85 42 LTz &l L, ABEGUIMkRT T TH Y |
KA DR T Z OBHITEIRARE L Tz, KERBEHATORBRIEO KM E BT

W Thol, RSBk S

TEBREATERIL, AFERIZOWT, RBRIE L OREM A S E LT,

WEBRERS: U7

PERI] A i | i3
G- 1 7 ) A< 120 mg Q4W
HE LA HERG: =R N B device failure

DM OFEFL: SAJ% headache, % 9 JFFJE pruritus, &5 fatigue., i ahJF back pain,
XY UMERIMJE hypophosphataemia, f/0> nausea, [BI#E4: D F U vertigo,
5B ¥R 9% musculoskeletal chest pain, JEJESSE tumour pain, /~7Z
anxiety, fd= amnesia, F%UEEYY upper respiratory tract infection,
{88F% constipation, 37T cold sweat, FEULIAEE dyspnoea, IZTY hot
flush
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276 BALRORBEDELEH

FI)ATT S5 UX—IKETiE 120 mg
ISP B 72 L
U= WLE 72 L

2] =) A P P CiEBREoMER ST, K94 6 Ao 20 = A PRIk
W% o TV D BRICEEE OREES B iz, HOrORABETRRELZIT . KREHED 2D
AXTa Ry TR NI T2 OREEZIT, MOKREEHE L, FHERE T 9/10 &
APl ST, Z ORI s+ FCCHE L 2o LEmzo 2 ] A P
[ 7 & L OREAR K O T8 BRI E AT £ 0> 2 BAE, W ONC FAR IR B FR1% IR 78 2 R (2 A B
L7, BEEGENLESI. BEEOBBAC L 24 FEEOBEEN 2510 72, fiianict >
7YV R v AR SN, FIREOHERAR DR oT, AR s+

CEE L, #RE IS, LE LIDCRIETH 205, A EICH EAR 200 20 K DB 28 L
SHIFISIZRIETRBE L. HEANR > To, AEREIHFTOIRBIE ORI G HIX Jos

Tholz, RBRERGIINERES s,

TBREEERMIL, AFRICHOWT, GBI L OEMEEZBE LT,

WERERS: 118*

PRI A | [ 4' %
51 7 ) A~ 120 mg Q4W
HELRAERESR: B HEAE osteonecrosis

ZEDOMOFEEL: JER SR hypoaesthesia, 75 #5J% musculoskeletal pain, ZEHZE dry
skin, BHHJA arthralgia, VUSSR pain in extremity

IR R B4 B 72 L
AL : ALIE 7 L

2= A P P cieBREoMER G2, #3 » Ao 2 =) A I P e RRE
SO Z B LT, A TIIRIRRETH S LB b7z, LEREEHOMmA TIX,
filZ2 COEIFITA LT, FIENRISXIER Th - 7o, ABIERAOMRAE TIiX, &5 IOV TR
YIRS HRI A 2 DALz, MRI i, _ENEALE OBER O BRI OB SN 5y HBITEH & IR/ L T
HZEMNHALMNERSTZA, HiIEL ( * ) TR Do T e R B BR 0D S JE5 P B AE 703 5
Bl L Tu /=, PET ClZ Partial Metabolic Response 23338 5 41, standardized uptake value (SUV)
DI RIS < EMBE O RFHEMEIL 12 205 6 IR T LT\ e, IREMIEMThiL, FE)
PRITZIERICETE UTe, FINTHAT S L7870 o 7o, 22 RBRIRBAETE D MR MEEESE TR | S /e E 580
bi, 12 x| KRFEREIEE LENRBIED D &G S, RESRIEBLRTOTER
ORI E- B I s6  * Thol, RBFEKRGTRMICPIEIN, or *
WCHEEE 722 < BB S 7,

TEBREATEANL, RELRIZOWT, BRI L OB L2 BE Lic, 1BBREEMIX, 7%
AL B PFISEE THD & LT,
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

WERERS: 119*

PERI] AF i | i3
57 7 ) A~ 120 mg Q4W
HE LA HEHRG: J&E5 5 PT tibia fracture

Z DO f EFG: R f&Hz)8: dry skin, A > 7L AR influenza like illness, BEJR
headache, 5% back pain, &% abdominal pain, /(> nausea, M
M- vomiting, L& |Z L 5 ¥EJE procedural pain, HiJE%% tooth infection,
PiJA toothache

IR R B 4%: REE 7 L
U= NN S S
TRERSK 3 * . EERBO CTICT, KEBFEALE K& OB 5B o

ILIRZE R R B MR AR B, TR 11.2%x53 x3.7em 8.7 x 4.4 x 4.0 cm & &
SINTe, F2, ZTOCT T, BEFIITAESIZ 3.6 cm OFELLOIFAE LRI L1z, B A¥ ¥ > T,
KRB SN, NS E T ALES, M OVe RBREEA & 2 KB B O B 5 5 CHL Y IA BT THED 72
Btz 3. * O MRI TIE, KEREOEMEICKREBEEO 2% 555 11 cm
FORE L. BEBIALERD 9 cm £ OREDFED bz, 2 OEEEERERO
AR, EiE: —& LT 2] S AR P oBFEARROFEREICES L,
20 = 5 B P BREOYER G bR, a2 T, EEBOUEIN R
L ENLREO T O A 1 O BAEEITARBL L, FHICABE L7z, CT Of5FE., KEEEN
DOE R - EEREESE, IEE AL E. MOMEE LI E RO B RAE L EIEE D
AT BB R SBHEFIN A DT, o, W STogdr & 13N, [E A O IMElRE
RS EHBONDEEMELRD DN, IBFREE LTTE NI ) 72 0B ERESNT, K
FHRIIWH TH Y, AREDORFE TZOFEIPIR L7208 ) IR TH D, #BRE T
44 * (TIRPE L7z, AELREBATOIRBREO K S A IX 8 * Tho

7o TRBREEE 513k S vz,

TEBREATERIIL, AFERIZ OV T, AIRBRZ B U 7 RS CREE O RITT B 235D TS ¢
ol Z LIZEKRT D & L, 1BEREE L OREMEZ G E LT,

WERERS: 025%

PERI -l | i [
51 7 ) A~ 120 mg Q4W
HELAEFS: HAXAHHRE RIFZA central nervous system lesion

ZDMDOHEES: KRIEVEENE oedema peripheral, PUKHEE limb injury, VU pain in
extremity, [1FEA2S5 abscess oral, BJi toothache, V#AE oedema, UH
ERHES head injury, FFEIMES F U dizziness, EH SR hypoaesthesia,
PR E 7 AE localised oedema
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276 BALRORBEDELEH

7/ ARI 23— KR TE 120 mg

KSR B A% e L

ALTE ALiE e L

2] = A P P OEBREO IR A% 7 189 \ZZEREE ORRICH & 51T
SERIINBF BT, 390 x|, MINC 2 FEEEER 2 ST B & D B R BEER A
raoiz, 6 HEO 2 E| A | P FBED LA TR LOEERI L, £
DOBRIZREAEEZZ 2 L, PR O CT I TR & i35 7 &, 397 * kb

406 * O MRI Tlt, #RBOo—7 L — NFEZ /R T D EMIRE LR Do
oo WBEELT, v~ =h—b, 2704 F GEHAH), KOTEF AU F@mREE S

ni-, ZoBEFEIx 411 * (ZIBRE L7223, MREENRIICE D 425 * (ZIBPE
L7z, KRREORFSCTARER TG TH Y | #BF 13, IWEDHEREEZFD7-D% 5 A8l
BINDTEELRSTWD, REGRBIAIOIRBIED K& E B 368 * Tho

oo 15O ZZ T =720 (95 6 [BNIFEBEEIERTE) . 15 S5 50 5 O Gl 216 RER 3K
BH 3Pk s,
TRBREATRERIL., AERIZHOWT, JRBREK L B2 5T Lz,

WERERS: 120%

PERI -l | i [

57 7 ) A~ 120 mg Q4W
HELAEFS: HIEA appendicitis

Z DM DOFEEL: ML nausea, 9AJ headache
FRESEAIES B L

AL NI

SRR R L

3.24.26.2 BIEAEHA

BUREMOERR2AEFZORIRN AR 2.7.63-24 [T,

FT—2 Ny NATRECEIIERICH -2 384 D5 L, EELAERSIIISL (7.9%)
IZRBOONT, 2D 5 H 24 TR EERAEFZNA LT OB L (GCTB ULE R bone
sarcoma. o5 3.2.4252HEM) . KO D1 AT SEREI LT, WTHOEERAEFRRL,
TRBREATEEANC L 0 1RBR3E & O BEME TR E S 47z,

BPRENICREBL L - EERAHEFROFEMIT, BEREELZSROZ L,
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

% 276324 EELHEEEZR GEMGFEER

All
SYSTEM ORGAN CLASS (N =138)
Preferred Term n (%)
Number of subjects reporting serious adverse events 3(7.9)
NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL CYSTS 3(7.9)
AND POLYPS)
Bone giant cell tumour 1(2.6)
Bone sarcoma 1(2.6)
Metastases to lung 1(2.6)
BLOOD AND LYMPHATIC SYSTEM DISORDERS 1(2.6)
Febrile neutropenia 1(2.6)
GASTROINTESTINAL DISORDERS 1(2.6)
Diarrhoea 1(2.6)
Gastritis 1(2.6)
Nausea 1(2.6)
GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS 1(2.6)
Asthenia 1(2.6)
Mucosal inflammation 1(2.6)
METABOLISM AND NUTRITION DISORDERS 1(2.6)
Decreased appetite 1(2.6)

Page 1 of 1
N = Number of subjects who entered safety follow-up phase
n = Number of subjects reporting > 1 event
Includes only adverse events in safety follow-up phase
Coded using MedDRA version 14.1
System organ classes and preferred terms are sorted by descending order of frequency.

TEBRRIE IR 73 # 14-6.15.3 (5.3.5.1-3) 7651

32427 RKMICEELEESRR
EE R BEE A ERLRORIRME T 2.7.63-25 1L, FHLICHOWTHEA ICERT 5,
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276 ERDHABROEELED
FI)RTT Y —YJKRTE 120 mg

= 276.3-25 BRMICEELEEZZORBFRNR

All

(N =281)
Event of Interest n (%)
Subjects with adverse events of hypocalcaemia 15(5.3)
Subjects with serious adverse events of hypocalcaemia 0(0.0)
Subjects having adjudicated positive ONJ adverse events 3(1.1)
Subjects with adverse events potentially associated with hypersensitivity 27 (9.6)
Subjects with serious adverse events potentially associated with 0(0.0)

hypersensitivity

Subjects with adverse events of infection 92 (32.7)
Subjects with serious adverse events of infection 5(1.8)
Subjects with adverse events of skin infection 4(1.4)
Subjects with serious adverse events of skin infection 0(0.0)
Subjects with adverse events of new primary malignancy 3(1.D)

Page 1 of 1
ONJ = osteonecrosis of the jaw
N = Number of subjects who received > 1 dose of denosumab
n = Number of subjects reporting > 1 adverse event

TEBRRIE I A K 11-4 (5.3.5.1-3) 7551

3.2.4.2.7.1 BhILS o LIngE

1540 (53%) 2355F 25 fFDARA V2 7 AMEDHEFREFHEE LT (WD LRZ calcium
deficiency & OMLH A7 /L3 7 87 blood calcium decreased &), WTILLEER L O TIE
R oTo, 154 11 BB LITAR I V> U AMAEIT, 1RBREE & OBTEMED H 2 & HIE S
7o, HE (BRI L OBhEME2 L) SHESNTZOIX 1 HTHY . ZOMIT T CTRRE T
LEEThoTz, 15409 BBREOIRA V2T AMAEZFEBL LT 1 44 D3 - Ak Ao
ORI U723, MR L o 7 S UE & A OFEIR 2 G 0F U 7o BRE 1338 0 B aLigino 7o, 1R A
N AIEDT-OIZT ) A~ 7 OG- 2 ik LT gRE 1T W7o T,

324272 SHEEE (ONJ)

34 (1.1%) OFHREIC, ZL—R2 L3 DONI BBRDO BN, ZDOHHLZL—K3D
ONJ Z 8L L7z 2 4413, ONJ HELORNIH 41T T /e, ONJ it LT, 3AREBICR
OHAEwE NG S, £72, 1 BICRBAZERILEDY, 1 LTINS ET Sz,

3.2427.3 1B BUAE
WEHUE & BET A A REMED H A FEERERIL, 274 (9.6%) [ZROHIL, 2D bt
STHELRITIFZ rash THo72 (134 [4.6%]), WTNHLEERLDO TIXiholz,

324274 R REEERES

BHURRBYEEMERG O A FHFRN 34 (1.1%) ITRD b, WIRIZANE sarcoma, #5#E/A
PIfE spindle cell sarcoma & ONHURARSE thyroid cancer 2345 1 1 (% 14) Tho7=, WIiLh
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276 BEcxOHBOE LD
T/ AT S5 UX—IKETiE 120 mg

T ) AT L OBEMEIIRWEHES N, ZDHH, KHE sarcoma & AFFEMADPAINE spindle
cell sarcoma [ ZEETHY | 7/ A~ 7 OfGEHIERORERP LIZRE T,

Fo, BEWH, 54 (1.8%) TEMEMES bone malignancies X ITHEDHETT disease
progression 23a8D H ALz, T D9 H 2 41E GCTB NEMIE L= b D EE X L, 9B 141
WO HGRE & OBEN R I N, RV O34 (g, B8, X EREORE) 13X,
B B 2R HORITHEE TE 220 o 72 b OO JRBREIEERM D b 124k S - F &k O F R OFE B
MzaEiE 2z 5L, FREMERG ORI TITRWEEZ b,

324275 RERE

R (DERGYE K VA RIE ] OB RIRSFEICE YT 2F%) 23, 24 (32.7%) IR
oz, ZOHH 54 (1.8%) IZHI L bOIXEER I LW i, NIRIXERER
osteomyelitis 2% 2 4, HEEZR appendicitis 25 1 4, EFEZRRIEUERYE device-related infection 73
14, BHIK gastroenteritis 25 1 4 Tho7c, BHERBILYED 5> 6, RERIE L OREMESH Y &
HESNTDIFXFEMRDOATH T, FERIEOAEFGIL 44 (1.4%) ISRROLRIZA, W
TNHLEERLOTIERNST,

3.24.2.8 RAFEHRBREICET2EEER

R | ZRB L A BFEFLOBERN AR 2.7.63-26 1T, BAEFEFLORBIRNE &K
2.7.6.3-27 T~ T,

10 44 DRFHERE D OB, 84 (80%) DOHERFEIZ | fFLL EOFFRERNRO b,
) & < A BT A FEFGIL, B headache (544) K OMEM: vomiting (34) Tho7z, 5
4 (50%) ICHRB L 1 HFOFFRERRD, BBREEEMIC L > TRBRIELEEDH V LfE S
Nico REFHEBRFIC, LT, BERAEFS, AFFRICLIHEBREOKREPIE, ONJOF
FERHG, ROYRBOEITIER® b ho T,
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

% 2.76.3-26 EEBROEHN (REEMWHERE)

All
(N=10)
n (%)
Adverse events regardless of relationship
All 8(80.0)
Serious 0(0.0)
Fatal 0(0.0)
Leading to study discontinuation 0(0.0)
Leading to investigational product discontinuation 0(0.0)
CTCAE Grade 3,4, or 5 2(20.0)
Adverse events related to investigational product®
All 5(50.0)
Serious 0(0.0)
Fatal 0(0.0)
Leading to study discontinuation 0(0.0)
Leading to investigational product discontinuation 0(0.0)
CTCAE Grade 3, 4, or 5 1 (10.0)

Page 1 of 1
N = Number of adolescent subjects who received > 1 dose of denosumab
Coded using CTCAE version 3.0
*Includes only treatment-emergent adverse event for which the investigator indicated there was a
reasonable possibility they may have been caused by denosumab.

TRBRAIT R 2 2 14-6.50.1 (5.3.5.1-3) 72551/
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

& 276327 AEEROERKRE (REEHRERE)

All

(N =10)
Preferred Term n (%)
Number of subjects reporting adverse events 8 (80.0)
Headache 5(50.0)
'Vomiting 3 (30.0)
Abdominal pain upper 2 (20.0)
Back pain 2 (20.0)
Musculoskeletal pain 2 (20.0)
Nausea 2 (20.0)
Upper respiratory tract infection 2 (20.0)
Weight increased 2 (20.0)
Abdominal discomfort 1(10.0)
Angina pectoris 1(10.0)
Arthralgia 1(10.0)
Bone pain 1(10.0)
Bronchitis 1(10.0)
Diarrhoea 1(10.0)
Dizziness 1(10.0)
Fatigue 1(10.0)
Gastroenteritis 1(10.0)
Haemoglobin decreased 1(10.0)
Hypocalcaemia 1(10.0)
Hypophosphataemia 1(10.0)
Insomnia 1(10.0)
Myalgia 1(10.0)
Pain in extremity 1(10.0)
Pain in jaw 1(10.0)
Rash 1(10.0)
Rhinorrhoea 1(10.0)
Skin discolouration 1(10.0)
Tibia fracture 1(10.0)

Page 1 of 1
N = Number of adolescent subjects who received > 1 dose of denosumab
n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events
Coded using MedDRA version 14.1
Preferred terms are sorted by descending order of frequency.

TEBRARIT R A 2 14-6.50.2 (5.3.5.1-3) 7551

3243 N7/ A THRAORIRE
Pi7 ) A~ THIROMEZIT o 28R E T 7 ) A~ Ik D HUARTEL L -8 13 v»
o,

3.3 fH&Em

GCTB BHFIZHB T DT /) A~ 7 ORI R ChoTe, 7/ AT O T e 7 7
ANV, TRETICHERSNZT ) A~7 120mg DEENET0 7 7 AV EFETH -T2, 1R
BREEEERT I X 2R BCIRIE DO FHI OFE . IR OEIT 2380 T 130 72 < L < O
CHEHE L= T IE S iz, BLEDZ &6 GCTB BEICBIT 5T / A~ 7 ORI
BROVRIE S U7,
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

4. B AMG162-B-J201 (ERE 1 #8ER) : 6 n Bh vy A DT
GCTB BZ A %t5% L L= AMG 162 (57 A~7) OIESHS iz 53 11 0GR R R
............................................................................ EEEE 53514

4.1 HEBRAEOBME
411 AREXEE
. 4 4

412 RERREEREEAE
I . ! 4 i

4.1.3 FRERHAR

o E 1 A B EhoggEoRERGH) 2ER| TR 6» ALy M AT
Hrody A7 R)

KRB TET R THY . 12 5 Ay M A7 RHT ORI 5 TR LT,

414 BFHEODI7z—X

11 AH
415 B
4.1.5.1 ES=]:D]

GCTB &2 AMG 162 ##5- L. BEMOPUEER %254 %,

4152 RIXEH
Feh- 12 5 AN OB BIGUET R R D 12 38 LB DR 2 7l 2,
Feh- 12 5 A N O EBIGUET R R D 24 38 LA_E O Frge 2 7T+ 2,
#eh- 12 9 A N OEBINHUEL 2RO 4 8 L1 EOFe 27+ 5,
FREHNC 31T 2 BBUNHUES S R4 F M3 2,
F G R 2 331 B BRI HUIES 2h 1 2 5l 5.,
FEAZES) (CR UL PR) F CTOHIM 2795,
ZERhI & -3 5.
AMG 162 OIIEH N7 7 2T 5,
HEFRSZOME, HE, ROBEERE, YWONCEKRBREME R ICET % AMG 162 D4k
7Rt a 7 7 A Va1 5,
L AMG 162 HLEDFEHL 2 79 5,
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276 ERDHABROEELED
FI)RTT Y —YJKRTE 120 mg

4153 HFERHOEM
o BORBIOPUER R AT 5,
o N=RT A URFICEE L TWEFEN LD SREDOFIHT CHAICEEZ OREG E AT 5,
o WHEIERAERK FEID) OR=RT A 0D OEIFA 2T A FHET 5.
o BRI~ —I—DOR—ZT A DB AT S,
o RO A & S L 7o BRI 1T 2 IR B A b A R S
o RBOEST (BB, HEESTORE, BRI D FIEENFM) £ oMM
ER i AR
o EVREHIENIC X 2 ERREA IR E R S,

416 HERAE

AT, GCTB BHF IR 5 FBITUEGRAFE T2 Z L 2 BN L Lz, TP oIk
B, BB B UMHERBRTH L, ARBRTIL, UIERATEEZ: GCTB XILUIEREEZ: GCTB @
FRNBE R OVERE DR LT RERE 25 L L, 7/ A~ 7 120 mg Q4W D T 5T
F8HLVFE 15 HO 120 mg A& 52 M2 -G Ar Y a— b Uiz, £, FrjcEm v
U LMIEDRFRD HIRWIRY | TR TORERFEIZ, 600 mg,” HLLED AL 7 %400 TU
JSHUEDOE X 2D 2mHEE L,

B % 52 RN UIBR L7 9B Cld, JWEREMIIC PR XX CR BHERR SN TINBT ) A~ T D
Peb.% 6 [Alfkise L=, Z DT < ToWERE Tit. r%@%LwEMﬂ D B AL, BRI
ﬁ@#@w&ﬂﬁbtﬁm\P%fﬁE%ﬂ@ﬁT«%&ﬂ%bt A IRBR KA S kT
NE LW LSS, BEh Ao TRENPILAGE LIS iﬁ%ﬂ@ﬁ%%&ﬁ%#
ﬁbﬂé%gﬂibtﬁa%%%G@B@ﬂ%@%ﬁi?T/va@&ﬁ%%ﬁfﬁéi
L,

REBRT YA &M 27.64-112, FHliA T Y2 — N EBE 2.7.64-1 17T,

X 27641 RETHaS >

Treatment continues until denosumab is
commercially available for this indication

Patients with GCTB
denosumab120 mg SC Q4W

with loading dose on study days
T 8 and 15 Complete resection - If
pathological CR/PR then
Enroliment denosumab 120 mg SC Q4W
Screening for 6 doses

TRBRI T 2 X 9-1 (5.3.5.1-4) 7255/
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FIRTT

276 BALRORBEDELEH

I UY—Y KR TE 120 mg

5 2.7.6.41

MR a—IL

Prior To Day 1

Treatment Period

< 28 days

< 7days | Day1

Day 8

Day 15

w5

(Day 29)

w9

W13

W17 W 21 W 25

End of
Study

Informed Consent

Subject background

Histopathology test

<+—To be documented i

f performed as standard of care———»

Spiral CT scan/MRI

-—

3)

—>

X

«—3) — ] X

FDG-PET scan (with body
weight measurement)

X"
X
X Y
X
X

«——

3)

[

X

— 3) —>|

Physical exam (except with
Height, Respiration,
Temperature)

X

X

X

X X X

Height, Respiration,
Temperature

Oral cavity exam

Performance Status

x

x

x
x

Pregnancy test

BPI-SF

Hematology

Serum chemistries

Serum and urine
bone turnover marker

X[ X|X|X

XXX X |[X]|>x

AMG 162 antibody

Serum AMG 162 trough levels

X

XIX| X [X|X|X|X|X|X

AMG 162 administration

XIX[X| X XXX ([X|>x

XX |X| X [X|X[X

x|

X

X XXX
X XXX
XX X[ XXX X|X[X]|X>

X X

Ca and VD administration

«—

daily taken

- >

AE ment

«—

Documented throughout the study -

Con Med Review

—

Documented throughout the study —

1. Informed consent conducted 2 28 days before treatment is acceptable.

2. GCTB will be confirmed by histopathological analysis within 1 year before study enroliment

3. To be obtained before resection of target lesion and to be documented and submitted if performed as standard of care

TEBRIRIT A K 9-1 (5.3.5.1-4) 765

= 2.7.6.4-1

MR a—IL

Page 1 of 2

Treatment Period

W 33

W41

W 45

W49

W 61 and
W57 following
Q12w

End of
Study

Informed Consent

Subject background

Histopathology test

+«— To

be documented if performed as standard of care

Spiral CT scan/MRI

«—— 3 —>»] X

«—3) —»

x>

3)

\4

FDG-PET scan (with body
weight measurement)

«—3 —| X

+«—3) —»

x>

Physical exam (except with
Height, Respiration,
Temperature)

X

X

X

X

X

X

Height, Respiration,
Temperature

Oral cavity exam

pod
<

Pregnancy test

BPI-SF

Hematology

Serum chemistries

x| >

Serum and urine
bone turnover marker

X [X[X|X

XXX |[X]| X

XX |X|X

XXX (X

X XXX

x |||
x|x|x[x[>

AMG 162 antibody

Serum AMG 162 trough levels

XIX| X XXX X| X

AMG 162 administration

X

X

X

XX X[ X [X[X]|X|X

Ca and VD administration

«—————

daily taken

- >

AE assessment

<+—— Documented throughout the study

—

Con Med Review

«—

Documented throughout the study

—

1. Informed consent conducted 2= 28 days before treatment is acceptable
2. GCTB will be confirmed by histopathological analysis within 1 year before study enroliment
3. To be obtained before resection of target lesion and to be documented and submitted if performed as standard of care

4. Every 12 weeks thereafter
5. Every 24 weeks thereafter.

TRBRIR ST 2 42 9-1 (5.3.5.1-4) 7255/

417 HWERER

S AU R R 10 44 2L b
T2y b AT ARERTIRIRRIC A AN BTV T BRE 5 17 4
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Page 2 of 2



276 ERDHABROEELED
FI)RTT Y —YJKRTE 120 mg

418 PMIRUVELGHAANEE

o IBBROBERTIER D 1 FELINICHEFIC GCTB 2SR STV 2 BF

o IBBROBERTIE R O 1N OB G RA TIEEIE 2 7~ 01E ATEE (10 mm B L) 722 GCTB
DI S VT B

o HAEEICOIBR ARG (B AUE . FHEO EHIIE, SUIIHERE 72 & O L F MR |

XATAEHITIBRIZFTRE T 575, BIEIGIER, FR OGN, A AIEREIWr, ATkl E

FEDZBIEZ T FIN TE STV D EE

+  Karnofsky Performance Status 7% 50%LL ED 3 (ECOG Performance Status 7% 0, 1, i
2 DEF)

o RN UTBHED R LT 12 A EORMEOEE (BH#i € 1 2L Loz L
eRE B PAH LBl Rk 2 Fio s ] GRS T d)

o EBBREA LT RBEEOBEOL S, KE S kg ETHDZ L

419 BRE. FAERUVESAE
4191  WERE

| XA TAHNZT ) A~ T % 120mg 54 Lo, ME, WE~REAOFEHA] (70 mg/mL,
1.7mL) & L CHftL7,

4.1.9.2 pof:icE o
AR h

4.1.10 &5 HARE

JEIG 2 2 UIBR U 7= g E Cld, JRELFAOIC PR UL CR BHER SN T BT J A~ T D
Peb.% 6 [Alfikise L=, Z DT < ToWERE Tit. r%@%LwEMﬂ WD B AL, BRI
Eﬁﬁ#ﬁw\&*wﬁbﬁéﬂm{L%%%EEWW“PEﬁ”\%&*MﬁLﬁ B TBBREE D Pk
NX LWL GA, e b EER I AR L LT iﬁ%ﬂ@ﬁ%%k%@#
ﬁbﬂé%%#ibt A EFBRE . GCTB DA @%ﬁi17/2v7@&5%ﬂm1%6_
il Oy el

4.1.11 F{MmIEH
41111 FEFHEIEE
o BB RO I-WRERE OES

4111.2 BIRFFH@IEE
o &E 12 5 HUNOFBIHIZEZD 12 UL Rk LI grE 0BG
o F5 12 5 HUNOFBIHZEN 24 UL Rk LT-9RE OBIE (6 » ALL LB L7-
(S ESED)
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

o &5 12 9 HUROKBIRIZENN 4 B ERRE L - gd8kE oFlE

«  Kaplan-Meier EIZ -5 < BRI 1T 2 BEINZEL) 2380 IR OFI &

o KMfEFEM (Response Evaluation Criteria in Solid Tumors [RECIST] D%, FDG-PET
\ZE99" % European Organisation for Research and Treatment of Cancer [EORTC] D F¥E,
SO} Choi & D F L% W BEHE) 1Z861T 2 BBIRNZE ) & 38 O T #iRE FIG

+  Kaplan-Meier {51255 < BEIZER) (CR XIEL PR) F TOHRH

+  Kaplan-Meier /£(Z 15 < 2220

41113 HREREMFHMEER
s TRTOREROT TORRNE
o N=2T A URHIZEE LTV RN LD HIREOFIT CH A TZIBRE ORIE
o fASEIRFAENR IR ON—2AF A4 InEOEFA 2T DAL
o BRE~—I—DOR—=RF A b OEL
o B ROMA & F2HE L 7 BB (S 35 T D B AR RO AL
o EIREHIENC X 2B 0T E TOHIM
o BERRAIEZENE Rz, ATEME, BEREOUGEIC L0 RIREHIED 2330 b #RE O

#E

41114 EYFHrETMIER
e AMG 162 DIfiyEF b T 7R

41115 HEMHFHEIER
o GEFLOMEME, HEE. KOEEE, WOICHERREEREICET 5 AMG 162 D4R
etk ra 7 7 A v
«  PLAMG 162 FURDSFEL L 7-9rE OF 4

4112 #EtFx
FTRTCOBT Y BB DN T, BHE R ONE TR L, A5, stz & COF
Ve, EEHERZE, U, L ONR/IME, BRORE) A2 AW TR LT,

41121 AHHE
RSB ER SN HIRE O 5 b IRRIER 5% 1 [81H 21T TR WEER T K OV ERE{ I H
DT —Z BIRNERE RSB 2 | AT REM & LT, T X CTORNMERITIE,
FRICHUE LR WR Y | AT IR K OV 6 A b3 78 O LRI xf LT3R L7,
BERIIPUES 2 13 modified RECIST %:%, modified EORTC #:#E, X% modified inverse Choi
(density/size) FEHEIZ K D AWK A MW CHIE Lo, FEFHIEE Th 2 FBHIR N 2780
THBRE DFIEIE, BRI ZOHEMAT L L, Fomic ik < EfR )75 % T 95% CI
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276 BEcxOHBOE LD
T/ AT S5 UX—IKETiE 120 mg

REMH U, BIE 2RO 2FEEE T, BB LZOHEMBK O 95% Cl #HH Lz, A~y
36 F TOWIRIUIZNI 25K % FEAIE B T, Kaplan-Meier #:12 & % &1l % X %
WCR L, AR CHIUZIUAM IR OV D 95% Cl A8 H L7=, S 5|2, Kaplan-Meier (2 &
BHA X NREAESRE 95% Cl # 5 H Lz,

41122 EYEEE

TR ER S NI BRE O 5 B, 1 L EOTRBREEE 54 O Mg+ AMG 162 = I EfE %
BT 2GR M 2 BN REfRNT S R & L=, SRRSO MmiES b7 7 AMG 162 2 DR
AR E R R DT,

41123 Z&H

BERRICBER S NIZBRE D 9 b, BRI | ML &G Shieho T2 05E | 2BV -5 H
MR G & LT, B A EFRORBIRZ BRI, AGE, EE, HEA,
FORERME Z L ICRITR L, 72, &S 7 AffE, ONJ, JBEUE & B4 % sl RerE D
b O A EFFG, YE K OB RSy, IS, W ONC OIS RIEE 2 | BRAICEE A EH
FRE U THEBNCER Lz, BARREMITGRHE & X7 b7 —7 V2 W TER L,
PLT ) A~ THIRDRHEREZF I LT,

42 HROEN
421 WEREDAR

17 2 OWRE DARBIH A AN DAL, T_XCOHEBRED 1 B EOT ) A~ TR G52%
o, WBRAE TR LIRE TR b T 17 A REBARBREMST TH D, T4y b
TIERT 1 A ORBAFRERE CRERFRT 18 5%) BAANDI, T/ A~ TR EnT,

422 HREL=R

WBRE DO N AR FT —F 23 2.7.64210, XR—RTF 4 L ORMEAEF 2.7.64-3 TR,
174 DOWERED DB, 9ANEME, 8ANHBMETH 7=, FhO R (EHPH) 130 (18
~66) T, PEREDZ L (52.9%) B 20~40 % CTh o7z, 44 (24%) DHIFE TR DY)
BRATREZ: GCTB A L. 134 (76%) 2313 TR OUIBRARGEZ: GCTB L T\ iz, 7
— X By NATHES T, 84 (47%) 12 GCTB ([CBHE L= P OBEEEN S - 7=,

103



276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

R 27642 AO#HE=EHT—42

Denosumab 120 mg
Q4w
N=17)
Sex - n (%)
Female 9(52.9)
Male 8(47.1)
Ethnic group/race - n (%)
Japanese 17 (100.0)
Age (years)
n 17
Mean 36.3
SD 15.6
Median 30.0
Q1,Q3 24.0,47.0
Min, Max 18, 66
Age group - n (%)
<20 years 1(5.9)
20 - 40 years 9 (52.9)
41 - 60 years 5(29.4)
> 60 years 2 (11.8)
Geriatric age group - n (%)
> 65 years 1(5.9)
> 75 years 0(0.0)
Page 1 of 1

N = Number of subjects who received > 1 dose of denosumab

JRBRIRIE IR R £ 11-2 (5.3.5.1-4) 2265
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

R 27643 R—X54 D%

Denosumab 120 mg
Q4w
(N=17)
GCT disease type - n(%)
Primary resectable 2 (11.8)
Primary unresectable 5(29.4)
Recurrent resectable 2 (11.8)
Recurrent unresectable 8(47.1)
Percent of giant cells in tumor on pre-treatment biopsy
n 17
Mean 27.1
SD 16.4
Median 30.0
Q1,Q3 11.0,40.0
Min, Max 1, 60
Longest dimension of target lesion (mm)
n 17
Mean 70.6
SD 58.6
Median 44.0
Ql1, Q3 28.4,98.3
Min, Max 15,228
Page 1 of 2

N = Number of subjects who received > 1 dose of denosumab

Karnofsky Performance Status

50% : Requires considerable assistance and frequent medical care

60% : Requires occasional assistance, but is able to care for most personal needs

70% : Cares for self, unable to carry on normal activity or do active work

80% : Normal activity with effort; some signs or symptoms of disease

90% : Able to carry on normal activity; minor signs or symptoms of disease

100% : Normal; no complaints; no evidence of disease

Target lesion was identified and evaluated by investigators through imaging procedures
including CT, MRIL

VEERIRIEER 2 e 11-3 (5.3.5.1-4) 7681
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

R 27643 R—X54 D%

Denosumab 120 mg
Q4w
(N=17)
Location of target lesion - n(%)
Sacrum 5(29.4)
Lung 3(17.6)
Tibia 2 (11.8)
Femur 1(5.9)
Humerus 1(5.9)
Lumbar vertebrae 1(5.9)
Other 1(5.9)
Pelvic bone 1(5.9)
Radius 1(5.9)
Skull 1(5.9)
Planned surgery - n(%)
No surgery planned 13 (76.5)
Curettage 3(17.6)
Amputation 1(5.9)
Karnofsky performance status - n(%)
50% 0 (0.0)
60% 2 (11.8)
70% 3(17.6)
80% 3(17.6)
90% 7 (41.2)
100% 2 (11.8)
Missing 0 (0.0)
ECOG performance status - n(%)
0 9(52.9)
1 6 (35.3)
2 2 (11.8)
Missing 0 (0.0)
Page 2 of 2

N = Number of subjects who received > 1 dose of denosumab

Karnofsky Performance Status

50% : Requires considerable assistance and frequent medical care

60% : Requires occasional assistance, but is able to care for most personal needs
70% : Cares for self, unable to carry on normal activity or do active work

80% : Normal activity with effort; some signs or symptoms of disease

90% : Able to carry on normal activity; minor signs or symptoms of disease
100% : Normal; no complaints; no evidence of disease

Target lesion was identified and evaluated by investigators through imaging procedures
including CT, MRI.

BT IR A K 11-3 (5.3.5.1-4) 7551 H

423 ABAMEOHERE
AGRERIZHLIA AL S ILT2 17 4 OREERE O R CTNH T REMICE D vz, 134
DOWERE S, 6 » AULEDOT ) A~ T OG22, AT 6 » A&REV 7 HEHIZE D
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

BT, BRWERRMT R R EM T, IBEMMO T REIZ 756 # A Thot-, T/ A~ T O
Bl oy () 1211 (6~16) EITH 7=,

4231 EEHEINSHR

5P 5 EHMl A E A O T2 i BRI SO CHIE LR, BEIME 2380 - iiBE o
EE (RBINESR, TEIHMMER) 13824% (14/17) ThoTz (3 2.7.6.4-4), % OFEM
FEUEIZ X D BB IL, modified RECIST JE#ET 29.4% (5/17). modified EORTC FE#ET
70.6% (12/17). density/size FHET 64.7% (11/17) Th o7z, £, & 5D DM UEE F
T BAIFRIC LD CRIZ17.6% (344). PRIZ64.7% (114), SDIX17.6% (34) THH ., \»
FALDOFHMEEE TN T AV DO FEAME A C & B DOHETT  (progressive disease: PD) & HI7E 417
PBRF TN RN o T2 (R 2.7.6.4-5), BBIIZNS 4, 12, 30T 24 WRHIFHe L 7 #drE O BIS
1T, ZNZEH 85.7%(12/14) . 83.3% (10/12) . XL 100% (7/7) T - 7= (F 2.7.6.4-6, % 2.7.6.4-7,
7 2.7.6.4-8),

K 27644 HoWHFMEEEZAWVRRDRICE IS EHRUENE

Crude Incidence
/N1 (%) (95% CI)*

Based on Best Response

Denosumab 120 mg Q4W (N = 17) 14/17 (82.4) (56.6, 96.2)
RECIST 1.1

Denosumab 120 mg Q4W (N = 17) 5/17 (29.4) (10.3, 56.0)
EORTC

Denosumab 120 mg Q4W (N = 17) 12/17 (70.6) (44.0, 89.7)
Density/Size

Denosumab 120 mg Q4W (N = 17) 11/17 (64.7) (38.3, 85.8)

Page 1 of 1

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

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

* Exact confidence interval

TEBRIT IR 2 # 11-4 (5.3.5.1-4) 7255
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

& 27645 HoWHEEEZRAWVRENRINDOHEREDES

Denosumab 120 mg Q4W
N=17)
Crude Incidence

n (%) (95% CI)*
CR 3(17.6) (3.8,43.4)
PR 11 (64.7) (38.3, 85.8)
SD 3(17.6) (3.8,43.4)
PD 0 (0.0) (0.0, 19.5)
Objective tumor response (CR, PR) 14 (82.4) (56.6, 96.2)
Tumor control (CR, PR, SD) 17 (100.0) (80.5, 100.0)

Page 1 of 1
N = Number of enrolled subjects who were eligible for the study, received at least one dose of
denosumab, and had at least one evaluable time point assessment
CR = Complete response; PR = Partial response; SD = Stable disease; PD = Progressive disease
* Exact confidence interval

TRBRTRIT IR E #£11-9 (5.3.5.1-4) 7265

&K 2.7.6.4-6 FHHIRIA 4 BRLLELEG L -HEBREOES

Crude Incidence
n/N1 (%) (95% CI)*
Sustained for at least 4 weeks

Based on Best Response

Denosumab 120 mg Q4W (N = 17) 12/14 (85.7) (57.2,98.2)
RECIST 1.1

Denosumab 120 mg Q4W (N = 17) 1/14 (7.1) (0.2, 33.9)
EORTC

Denosumab 120 mg Q4W (N = 17) 8/14 (57.1) (28.9, 82.3)
Density/Size

Denosumab 120 mg Q4W (N = 17) 9/14 (64.3) (35.1, 87.2)

Page 1 of 1

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

N1 = Number of subjects with at least 2 evaluable time point assessments that were at least 4 weeks
within 12 months of first dose apart using the respective tumor response criteria

* Exact confidence interval

IR IR EE K 11-7 (5.3.5.1-4) 7265
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

R 27647 BEHEPH 12 BELLEES L-EHBREDOIS

Crude Incidence
n/N1 (%) (95% CI)*
Sustained for at least 12 weeks

Based on Best Response

Denosumab 120 mg Q4W (N = 17) 10/12 (83.3) (51.6,97.9)
RECIST 1.1

Denosumab 120 mg Q4W (N = 17) 1/12 (8.3) (0.2, 38.5)
EORTC

Denosumab 120 mg Q4W (N = 17) 5/11 (45.5) (16.7, 76.6)
Density/Size

Denosumab 120 mg Q4W (N = 17) 8/12 (66.7) (34.9, 90.1)

Page 1 of 1

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

N1 = Number of subjects with at least 2 evaluable time point assessments that were at least 12
weeks within 12 months of first dose apart using the respective tumor response criteria

* Exact confidence interval

TR IE 2 # 11-5 (5.3.5.1-4) 7265

R 276.4-8 BEHHEYHN 24 BEILLLES L -EHBREDOIS

Crude Incidence
n/N1 (%) (95% CI)*
Sustained for at least 24 weeks

Based on Best Response

Denosumab 120 mg Q4W (N = 13) 7/7 (100.0) (59.0, 100.0)
RECIST 1.1

Denosumab 120 mg Q4W (N = 13) 0/7 (0.0) (0.0,41.0)
EORTC

Denosumab 120 mg Q4W (N = 13) 4/7 (57.1) (18.4,90.1)
Density/Size

Denosumab 120 mg Q4W (N = 13) 6/7 (85.7) (42.1, 99.6)

Page 1 of 1

N = Number of enrolled subjects who were eligible for the study, received at least one dose of
denosumab, had at least one evaluable time point assessment, and were on study for at least 6
months

N1 = Number of subjects with at least 2 evaluable time point assessments that were at least 24
weeks within 12 months of first dose apart using the respective tumor response criteria

* Exact confidence interval

VEBRRIT IR E K 11-6 (5.3.5.1-4) 7°5 5[

& 5 5 FHMEAEE AV - i B RISV TR LS R FEIN S £ oM o ik
il (95% CI) 1£3.0 (29~3.1) » H Th o7z, I RIFRITES  FBIHIRZNROBEHER 2
VT Kaplan-Meier £ % W TR L72fE R, 55 25 1T 874% L HEE &7z (R 2.7.6.4-9,
2.7.6.4-2),

6 # AR GHTHRFITD, &5 5FMEANEL 7o BV RICHE S < RIS HEIT,
84.6% (11/13) Tholo, T—F Ny MA TR T, REFEHERE (14, 185%) X, FEM
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276 BALRORBEDELEH

FJAIT

JUY—YKRTEFE 120 mg

FENNIB O R0 T2, H 6 LFHliEAEZ W el RAIRICESE SD LHES iz,
DARBAEPERE OWEFWIRIT. T— 2y A T7RRETRI3 » HTh ol

= 2.7.6.4-9 EEHMEDEDOZEHT (Kaplan-Meier HE(E)

EORTC
Denosumab 120 mg Q4W (N = 17) 12/17 (70.6)

Density/Size
Denosumab 120 mg Q4W (N = 17) 11/17 (64.7)

Crude
Incidence Week 25 Week 49 Week 73
n/N1 (%) % (95% CI)* % (95% CI)* % (95% CI)*
Based on Best Response
Denosumab 120 mg Q4W (N = 17) 14/17 (82.4)  87.4(71.1,100.0) NE (NE, NE) NE (NE, NE)
RECIST 1.1
Denosumab 120 mg Q4W (N = 17) 5/17 (29.4) 13.1 (0.0, 30.2) 33.6 (4.3, 63.0) NE (NE, NE)

68.5(45.7,91.3)  84.2(59.6, 100.0) NE (NE, NE)

56.8 (32.1,81.5)  74.1(50.3,97.8) NE (NE, NE)

Page 1 of 1

N = Number of enrolled subjects who were eligible for the study, received at least one dose of denosumab, and had at least one

evaluable time point assessment

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

n = Number subjects who had an objective tumor response
* Kaplan-Meier estimat®

NE = Not estimable

IEBRIE R E K 11-8 (5.3.5.1-4) 15511

27642 HEPRICEDICEHNEUE TOLMIZEET % Kaplan-Meier H#&
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2 Denosumab 120 mg Q4W (N=17)
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N = Number of enrolled subjects who were eligible for the study, received at least one dose of denosumab, and

had at least one evaluable time point assessment
TRBRARITIR A K 11-1 (5.3.5.1-4) 25 5]
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276 ERDHABROEELED
FI)RTT Y —YJKRTE 120 mg

4232  Fiff

UIBRFTREZR GCTB &5 L CW iz 44 (W24, BF:24) OO5b, T—F Ty b A Tk
JUCFMAHAT SAIHRF L N e dr o T, 48D H 341K, HOW DM LS K
REEPPR THY | 72D 1 41X SD Th o7, SD LHEINT-HRE 1L, FHEOUIFRATREZ
GCTB #H L THH | N—RA T A VR TIXAIEIEI A FES T\ e, LrL, T—F Ty
b A 7 WA TIRBA DT AR SR 7272, RiBEIWTl o 3266 13 72k S iz,

4233 ERERBIAEREM

TRBREATEERR O HIWT U 72 BRR B0 W 235 O T BRE O FIA 1T 82.4% (14/17) TH Y |
KB EDPS DI, MADRD Th 72 (£ 2.7.6.4-10), BEIENPFEO LTz 14 4 Tl
25 12 4 CTHRRIA IRMENRD vz, BRI @%ﬂﬁ#ot3%f%\9%2%
TIRBREATEANIC L 0 BRIRAARMEDN & D & fE ST,

* 276410 EEERMEDEHELRBO oN-HEBREDE

Pain Improved Improved
Reduction Mobility Function Other
N1 (%) n (%) n (%) n (%) n (%)
Denosumab 14 (82.4) 12 (70.6) 4 (23.5) 7(41.2) 8(47.1)
120 mg Q4W
N=17)

Page 1 of 1
N = Number of enrolled subjects who were eligible for the study, received at least one dose of denosumab, and had at least one
evaluable time point assessment
N1 = Number of subjects who reported clinical benefit

For an individual subject, within each category, if multiple responses are present in the same time frame, the best response is presented.
Percentages based on N

TR IE 2 #2 11-11 (5.3.5.1-4) 726 5H

4234 HREREICILIHDRE

R FTRE 7R BEER AT D < T, 7/ AN T ERGIZ L o TECHITR AN LE LT, X—R T
A VR D O EWVFAD AT N2 WA RELETH 72 850E (U 27 B8R D 25.0%
(2/8) TIE, HHBRME% 1 HBLINIZ, BRMICEROH D5 b O EWFAORD (R—2A
TA VNG 2R A N EDORED) RO L (3 2.7.64-11), 7o, U A7 HEHRE O
PLET, 85 EEOEO%ORFHERER (55 49 HZBR<) THKMICEROH DKLV EWN
I A DL DSFED B AL, T A DL \ﬁﬁ%%¢;btofﬁﬁbko@khg@%%ﬁf
%, SR RII R R o Te b e oToTod | MAOUGEIL, S0 3R H OB NI B
L7t DTIE AW EEZ LT,
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

K 276411 HRELVBOVOEWVEHADRATHNAR—XSAUMNL2HRA Y FUEDFILHNERD S
N-HBREDEE

Crude Incidence
n/N1 (%) (95% CI)*
Denosumab 120 mg Q4W (N = 8)
Day 8 2/8 (25.0) (3.2,65.1)
Day 15 2/8 (25.0) (3.2,65.1)
Week 5 4/8 (50.0) (15.7, 84.3)
Week 9 4/8 (50.0) (15.7, 84.3)
Week 13 4/8 (50.0) (15.7, 84.3)
Week 17 5/8 (62.5) (24.5,91.5)
Week 21 4/7 (57.1) (18.4,90.1)
Week 25 5/7(71.4) (29.0, 96.3)
Week 29 4/6 (66.7) (22.3,95.7)
Week 33 4/6 (66.7) (22.3,95.7)
Week 37 4/6 (66.7) (22.3,95.7)
Week 41 3/6 (50.0) (11.8, 88.2)
Week 45 2/4 (50.0) (6.8,93.2)
Week 49 1/3 (33.3) (0.8, 90.6)
Week 53 1/2 (50.0) (1.3,98.7)
Page 1 of 1

N = Number of enrolled subjects who were eligible for the study, received at least one dose of
denosumab, used consistent recall periods on study, and had baseline worst pain score > 2

N1 = Number of subjects with data at the visit

Percentages are based on N1.

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

* Exact confidence interval

IR IR #11-10 (5.3.5.1-4) 75 8[H

4235 EBHEY—H—

uNTX/Cr & OMILIE 1 CTX1 15 5 LA > & FEe 72 Mk 23580 bl (1K 2.7.6.4-3, X
2.7.6.4-4) , uNTX/Cr KON CTX1 D_N—Z T A NS DOE(LRO R IEIL, 555 B ST, £
NEN-74.5%K -62.5%ThH > 1=, TOMOERGH~—T— (BSAP, AT F N, Kk
NTRAP 5b) LA L, BRI ZE L TR—R T A L &2 oz (FRATAHINLT U DES
WEFR),
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FJAIT

276 BALRORBEDELEH

JUY—YKRTEFE 120 mg

K 2.7.6.4-3 uNTXICrDR—XS4 UMhbDEILE (hR{E [Q1, Q3])

60 1 -A-7%A Denosumab 120 mg Q4W (N=17)
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N = Number of enrolled subjects who were eligible for the study, received at least one dose of denosumab, and

had at least one evaluable time point assessment.

VR IE IR [ 11-2 (5.3.5.1-4) 2265

K 2.7.6.4-4 CTX1 DR—RXZA4A UhbDELE (dbdRfE [Q1, Q3])

10.0 49 -A-7A" Denosumab 120 mg Q4W (N=17)
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N = Number of enrolled subjects who were eligible for the study, received at least one dose of denosumab, and

had at least one evaluable time point assessment.
TRERIR TR # X 11-3 (5.3.5.1-4) 22551
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

424 EYHEOHER

F ) AT OMIGER b7 7IREA# 2.7.64-12 \CEH L, MIET b7 7REOHK %X
2.7.6.4-5 T~ T,

AR GE TR GBSE) . 7/ A7 OMmESR b7 7IREOVEE KR O R, FIEE
HE#OR 25 THY , AMEEICL->T, FHIERY . BEMIEHREICHESCOICEE L
ZEWRENT, BOWMNBE 49 BOMOMIET N T 7RO S O RfE D21,
ZAVEI 1.2%A00 K O 4.3% A T D QAW G-I & E F IR HERF S 7o LR KD |
T AT O RBITENER G IIRERGRFTHEL L RN L AVRIER S L,

=& 276412 T/AITOMBEDR LS 7EEDOTRHETENELN

Nominal Time (day)

0 7 14 28 56 84 168 336
N 17 17 17 17 17 17 14 4
Mean 0.00 11700 22200 29600 25500 23800 25400 25200
SD 0.00 3830 5720 8100 7960 8090 10500 11000
CV% NA 32.7 25.8 27.4 31.2 34.0 413 43.6
Geometric Mean NA 11100 21400 28400 23800 21600 22100 23300
CV% Geometric Mean NA 37.6 30.8 3255 472 60.2 75.9 49.2
Median 0.00 12200 20900 30300 25400 23300 25300 24300
Min 0.00 4700 9190 12300 5450 3220 2780 12700
Max 0.00 19100 29200 40400 35400 34800 45400 39500

Page 1 of 1
NA = Not Applicable
TR K 11-13 (5.3.5.1-4) 7 55IH
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

27645 T/AITOMFEDR S T7EE (FEHE +SD)

40000 - —8— 120 mg QWx3 followed by Q4W
] — — LOQ =20 (ng/mL)

30000 -

20000 -

Mean (SD) Concentration (ng/mL)

10000

0 28 56 84 112 140 168 196 224 252 280 308 336

Nominal Time (day)
TR IR X 11-6 (5.3.5.1-4) 7265/

425 REHOER
AHBRICSIN U2 17 2 2B 2 LR O REM & LT,

4251 BREIRR

R OE G AR 2.7.64-13 27T, T—F Iy A TR TOT ) A~ T O 5 [RIE
O FRAFNE 11 BT, e B R ERE) 1L 16 B Th o7z, £z, IBFEHIM O F | (G
D) 1%7.56 (3.4~124) % A Th-o1z,
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

=& 2.7.6.4-13 ARBREOKREIRR

Denosumab 120 mg
Q4w

Number of subjects enrolled 17
Number of months on study”

n 17

Mean 8.14

SD 3.02

Median 7.56

Q1,Q3 6.21,10.45

Min, Max 34,12.4
Number of months on study - n (%)

0-5 4 (23.5)

6-11 11 (64.7)

12-17 2 (11.8)
Number of subjects receiving > 1 dose of investigational product 17

Page 1 of 2

* Defined as the time period from the first dose of denosumab to the end of study date or cutoff date for
6-month analysis, whichever comes first.

® Exposure is defined as time from first dose date to last dose date + 28, end of study date, or the data
cutoff date, whichever occurs first. However, if first dose date is missing, exposure is 0.

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

TR IE 2 # 12-1 (5.3.5.1-4) 765
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

=& 2.7.6.4-13 ARBREOKREIRR

Denosumab 120 mg
Q4w
Number of doses received
n 17
Mean 11.5
SD 33
Median 11.0
Q1,Q3 9.0, 14.0
Min, Max 6, 16
Number of doses received - n (%)
6 1(5.9)
7 2 (11.8)
9 3(17.6)
10 1(5.9)
11 2 (11.8)
13 2 (11.8)
14 2 (11.8)
15 2 (11.8)
16 2 (11.8)
Cumulative investigational product exposure (months)”
n 17
Mean 8.1
SD 3.0
Median 7.6
Q1,Q3 6.2,10.4
Min, Max 3,12
Total cumulative investigational product exposure (months) 138
Page 2 of 2

? Defined as the time period from the first dose of denosumab to the end of study date or cutoff date for
6-month analysis, whichever comes first.

b Exposure is defined as time from first dose date to last dose date + 28, end of study date, or the data
cutoff date, whichever occurs first. However, if first dose date is missing, exposure is 0.

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

TEBRARIE IR & E K 12-1 (5.3.5.1-4) 7255

4252 HESBZR
42521 FEZEROEYN

BERFROENER 2.7.6.4-14 (T3 T,

WHRFE DL (94.1% [16/17]) IZ 1L EOBFEFEFESRRBO LN, 2 OFEFGOH
FEFE 1T, B IPEE Th o 7o, I1BBRETEIC X W IGBREE L OBEED » L HE SN fH
FHEGL, 52.9% (9/17) OHERE TR L,
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276 ERDHABROEELED
FI)RTT Y —YJKRTE 120 mg

R 276414 FAEEZRDEH

Denosumab 120 mg Q4W
N=17)
n (%)
Adverse events regardless of relationship
All 16 (94.1)
Serious 2 (11.8)
Fatal 0(0.0)
Leading to study discontinuation 0(0.0)
Leading to investigational product discontinuation 0(0.0)
CTCAE Grade 3,4, 0r 5 2 (11.8)
Adverse events related to investigational product®
All 9(52.9)
Serious 0(0.0)
Fatal 0(0.0)
Leading to study discontinuation 0(0.0)
Leading to investigational product discontinuation 0(0.0)
CTCAE Grade 3, 4, or 5 0 (0.0)

Page 1 of 1
N = Number of subjects who received > 1 dose of denosumab
CTCAE version 4.0
Includes only treatment-emergent adverse events
* Includes only treatment-emergent adverse event for which the investigator indicated there was a reasonable possibility they
may have been caused by denosumab

TRBRIRIT IR £ 12-2 (5.3.5.1-4) 72551/

42522  E2HEER

AEFRZORBRIZEK 2.7.64-15 177,

AEFRIT94.1% (16/17) (TR0 I, 2 4L EOPERAE TR LN AHFFRIT, EH
ERALEC I injection site reaction (23.5% [4/17]). 52U malaise (23.5% [4/17]). SHBA%K
nasopharyngitis (23.5%[4/17]) . ifit dental caries (17.6%[3/171) \ BEBEZ cystitis (11.8%[2/17]) .
HE0 nausea (11.8% [2/17]). K ONEEN pyrexia (11.8% [2/17]) ThH o7, IBBREALERIC &
DIRBREE L ORIEMED & D L HESNIAFEFRITOA (52.9%) TR LN, RREL D
FEMES D LHESHIEAEFRO O S, 24 LOHERE TRO LT b O, EHHELX
Ji&~ injection site reaction (23.5% [4/17]). #AEU& malaise (11.8% [2/17]), M UJEEL pyrexia

(11.8% [2/17]) Th -7z,

CTCAE ®Z L'— N3, 4, XI5 TSN HAFEFROEHFIL, 11.8% (2/17) Th-o
7o NERIZ, 7 L — R 3 D& pain K OV L— R 3 D% M pneumothorax 234 1 43O ThH D |
WL S TRBRERERMIC X 0 VEBREE & OBEME IS E S vz,
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276 BALRORBEDELEH

TIATTD SUY—YKRTE 120 mg
& 276415 AEERORFRNR
Denosumab 120 mg Q4W (N =17)
SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
Number of subjects reporting adverse events 16 (94.1) 9 (52.9)
INFECTIONS AND INFESTATIONS 10 (58.8) 2 (11.8)
Nasopharyngitis 4 (23.5) 0 (0.0)
Cystitis 2 (11.8) 0(0.0)
Burn infection 1(5.9) 0 (0.0)
Folliculitis 1(5.9) 0(0.0)
Hordeolum 1(5.9) 0(0.0)
Influenza 1(5.9) 0(0.0)
Nail infection 1(5.9) 1(5.9)
Otitis media 1(5.9) 0(0.0)
Paronychia 1(5.9) 0 (0.0)
Periodontitis 1(5.9) 1(5.9)
GENERAL DISORDERS AND 9 (52.9) 8(47.1)
ADMINISTRATION SITE CONDITIONS
Injection site reaction 4 (23.5) 4 (23.5)
Malaise 4 (23.5) 2 (11.8)
Pyrexia 2 (11.8) 2 (11.8)
Chest discomfort 1(5.9) 0 (0.0)
Pain 1(5.9) 0(0.0)
GASTROINTESTINAL DISORDERS 7(41.2) 0(0.0)
Dental caries 3(17.6) 0(0.0)
Nausea 2 (11.8) 0(0.0)
Abdominal discomfort 1(5.9) 0(0.0)
Diarrhoea 1(5.9) 0 (0.0)
Gingival pain 1(5.9) 0 (0.0)
Oral pain 1(5.9) 0 (0.0)
Toothache 1(5.9) 0 (0.0)
MUSCULOSKELETAL AND CONNECTIVE 4 (23.5) 0(0.0)
TISSUE DISORDERS
Back pain 1(5.9) 0(0.0)
Myalgia 1(5.9) 0(0.0)
Neck pain 1(5.9) 0 (0.0)
Temporomandibular joint syndrome 1(5.9) 0 (0.0)
SKIN AND SUBCUTANEOUS TISSUE 3(17.6) 1(5.9)
DISORDERS
Dermatitis bullous 1(5.9) 0(0.0)
Hyperhidrosis 1(5.9) 1(5.9)
Rash 1(5.9) 0(0.0)
METABOLISM AND NUTRITION 2 (11.8) 1(5.9)
DISORDERS
Decreased appetite 1(5.9) 0 (0.0)
Hypocalcaemia 1(5.9) 1(5.9)

N = Number of subjects who received > 1 dose of denosumab

Page 1 of 2

n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events
Coded using MedDRA version 15.1

System organ classes and preferred terms are sorted by descending order of frequency.
TR e 4 15.3-22 TV 15.3-2.4 (5.3.5.1-4) 225511
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276 BALRORBEDELEH

TIATTD SUY—YKRTE 120 mg
& 2.764-15 FEBROEHKER
Denosumab 120 mg Q4W (N =17)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events

Preferred Term n (%) n (%)
NERVOUS SYSTEM DISORDERS 2 (11.8) 0(0.0)

Dizziness postural 1(5.9) 0(0.0)

Headache 1(5.9) 0 (0.0)

Somnolence 1(5.9) 0 (0.0)
RESPIRATORY, THORACIC AND 2 (11.8) 0(0.0)
MEDIASTINAL DISORDERS

Pneumonitis 1(5.9) 0(0.0)

Pneumothorax 1(5.9) 0(0.0)
INJURY, POISONING AND PROCEDURAL 1(5.9) 0(0.0)
COMPLICATIONS

Contusion 1(5.9) 0 (0.0)
PSYCHIATRIC DISORDERS 1(5.9) 0(0.0)

Depression 1(5.9) 0(0.0)
REPRODUCTIVE SYSTEM AND BREAST 1(5.9) 0(0.0)
DISORDERS

Dysmenorrhoea 1(5.9) 0 (0.0)
VASCULAR DISORDERS 1(5.9) 1(5.9)

Hot flush 1(5.9 1(5.9

N = Number of subjects who received > 1 dose of denosumab

n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events
Coded using MedDRA version 15.1

System organ classes and preferred terms are sorted by descending order of frequency.

TRBRIRIE IR #15.3-22 % (N15.3-2.4 (5.3.5.1-4) 7551

42523 HEROBIE R IFABREDRERILEICE>-HEER
T—XH v NATREAC RO HIE T

Mol

42524 RIZE-H-AEER
T LI BRE 1T W2 o T2,

42525 EELEEEZR

T—8 Ry N TR CTORERERAEFROBIIRN AR 2.7.64-16 (Z7-7,
HELAFEFEGIL 24 (11.8%) ([ZiRD HIL, WERIZUESE pain X YK pneumothorax 234

14T O5Tholz, Wb, {REREIEEMIC X 0 nBRE & OBSEMEIIGE S,

120

Page 2 of 2
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276 ERDHABROEELED
FI)RTT Y —YJKRTE 120 mg

+® 276416 BEELEEZEZROHERBRIKNNR

Denosumab 120 mg Q4W

SYSTEM ORGAN CLASS N=17)

Preferred Term n (%)
Number of subjects reporting serious adverse events 2 (11.8)
GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS 1(5.9)

Pain 1(5.9
RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS 1(5.9)

Pneumothorax 1(5.9)

Page 1 of 1

N = Number of subjects who received > 1 dose of denosumab

n = Number of subjects reporting > 1 event

Includes only treatment-emergent adverse events

Coded using MedDRA version 15.1

System organ classes and preferred terms are sorted by descending order of frequency.

VBB TR £ 15.3-2.9 (5.3.5.1-4) 726 51H

T =47y A7 HURKE, 1 412 pneumothorax D BEE /2 HEFLIGRD b v, IRERELER
IZ R VIR L OBFEMEDH » &HIE S LT,

LTS, 7—=%7y M A7 H R ’%’véfﬁ L7t & 5t 34120 T, EERAEFRROD
Bk 2 K95 GEITIRBIEIREE 56 12.3.2 1),

WEREHS: 1217

YRR, -l W g
57 7 ) Z2=7 120 mg Q4W
HERAEFS: JZIR pain

DDA EF L. FEFHAAL SO injection site reaction, ZKJE MR &% dermatitis bullous,
F&EJE malaise, 9 DY depression, 7% pneumonitis, JTU#H nail
infection, JI\PHZ paronychia

FSE-SESIES B L

AL : Ei22 SN 7

WBRE L, JFIRBICEE 5 % « JRE - HREED 720, TRBRBRAART S ABE L TV 223, 168k
H e bR AR (20l ﬁlﬂ. H) 2251 7 ARICERE L7z, 8L x| W -
IOV L2, FIa v e —/LEITHEARE Lz, Bl CT Of5 R, BiEO
FEEEICERITRO IR Mo ToN R—=R T A L W L CTIERBOERSERK L TV D Z &2 R
Iz, 2o AR I F U 120 mg BICEIE SN, * INDAEA A N
DRRMGSNTT=20, X v arFrofhGIIhik Iz, #8RE ORI T 2 RNEOF AN

RN T2 T2, “ A Z LV PO SEOBENERG ST, 1 x| iRk -
BRSO 2 b — Vs, B U7z720, BRE 1LIREE LT, 1BBRERO&E 13k S
77,

BBREEERMIT, AERITTGBEEE GG O A D TER DL L2 b O & L
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276 BEcxOHBOE LD
T/ AT X —UKRTE 120 mg

1RBRHE & OBt 2 A4 E LT,

WERERS: 1227

PERI] A i | i3
57 7 ) A~ 120 mg Q4W
HELAEFS: % pneumothorax

DM DOFEES: FEEN pyrexia, MIERAPE chest discomfort, MEHEAZ nasopharyngitis
K R BEfR: B L
RLiE:: N

8 x| PEBRE iﬂﬁ@#% GCTB Dfitists L2 s, | A | B iciaBIED
Eac NN LRV g W N A E YN %I%%WLKO % IRBREER G
AT CT AT o T f . Ew%ﬁ% LS Tz, B ERIEEE ZRD 03, X iR
WCChHRM E ST, BEThH- -7 OBELZ LY | S N I RS -] T
iz, 168 * | HREIERIZR-S7T b DD, XBREIC TRMAHR SN, 7L —
F2®%%&%méhtt@§ LABE L7, 2 [EfEER A R LIRPE L 72 o T, £
D% X BARAIZ CRIE &Hr S iz, TRBREED B 513k S iz,
e XIS TR RO, BREREo W -
SEGAT S, EREIIABE LTz, 3 RS EIE N HEAT A, ENIC R )+

4’ 22200 mg A EEH- ST, N #%Lﬂmﬁﬂ%h WD LIRS T T2 R RS R
ENHRITES N, JEN B Y R=—)L 10KE 23& 5- SNz, = D%, BI85,
X BARA IS CUGEEM DR S =728 2 (ZIRBE LT, w2 X BRAIZ T

@&%Méhkoﬁﬁﬁ®&5iﬂméhto
306 ¢ WERE TN O A & FPRINEERL A T A WX BRI TAIIS
SR STz, BT ILBRBARE L, LS CROBBIE L e o7, 0%, BB 2
wanfizw, o (TR Lz, o X BRAIC CEE &l S s, ERE IR
DOFFRC, M ORBOETOD, HBE iU,
TBBRETEMIL, WTNOKMOFREFEBICL DIERTH D &l L, 1RBREE L opdE
P2 BE LT,

WEREHS: 056

PERI] A i | i

51 7 ) A< 120 mg Q4W

HELAEFS: % pneumothorax

Z DM DOHEES: BMEEREYL burn infection, L4 folliculitis
(K R Baf%R: B & v

LT : NI
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276 ERDHABROEELED
FI)RTT Y —YJKRTE 120 mg

TR PR B 3 » A% 20 | A P W5 CT OfER. SRR D%
7 BT CHE/ MBI 2 5RO 72, B BB IR A &0 R & R N A C T 7 R
ERp Ll Zbh, ZJL—F2oAKMEBB SN, TAEL—Yar®y MUYFASH,

PORMBIEE DT | BRE T AT EICARE LT, s PRARROED, T A L—Y
Xy D Ma Yy =BT =T VI ATVEZ BT, Airleak I3/ L TV 7z, R
. air leak 25fkfee L. Kb e LT o =7z, HEENE &I Sz, W

B AT & L C, B /N=—)L S5KE + AR 50 mL+ 1% 1 4 > 20 mL 234 fEN
IZHH- S, o air leak 23VEIR L7272, R EHBT S, #EBRE X ey —T
T =T NVAREBRITERE LTz, 168 * | TREBRIENE AR T O MIER X AR A DR R.
%%i@@&%mémto%%%@&ﬁiWﬁémto

PR IR BT KM OBE LA 2 < | ARFELIT, IBBREDOFR T K o THIEEE T Otz )3
ﬁ‘ﬁ/J\L?‘:_ _ilﬁ“éﬁfﬁbﬁ#&)@‘:&)\ BB ETEMIT, AFERZIRRE L OBEMNEH Y
EHIE LT,

42526 SRMICEELGAESRR
4.2526.1 EAILD ) LILAE

KA AMEDOHFERELIL 1 4ITRD LV IEBRELEMIC L VIGERE L OB E:EH v
CHEESNT, BEZRLOTIE R, FEETHY | EFEMEOFER LR D LN, KD
T AUER, TEBRER GBI G 7 ARZIZHEBLL, REROWEREZ OMIGH LT Lk
FEIX 7.7 mg/dL Toh o7z, BRAN T AMIEFRBE, HEERE~OEZ I D KA LT
LOFHEIT, TFN800IU, H KN 1220 mg,/ HICHESNT-, FREHND 72 A,
AV AR R Lo, TRBRE DI 513/ S iz,

42526.2 SEEIRE (ONJ)
F—B Ty NA TS T, ONJ OFERELIIRD LR o1,

42526.3 1B EIE
WEWHEOE & BE 2 AR H A A EEFLIT. 24 (11.8%) 12380 b, WNERIL3EZ rash &
KM &% dermatitis bullous 28 1 4T O ThHo7-, WTNHLEER LD TIIehoT-,

42526.4 HHREREELIES
T—HHy NA TR T, EEEEOAERFRRIIRO SN o T,

425265 R ha

JRYUE  (NEYYE R OV A U ) OFRERIRAFIE ST 5FE) 2. 104 (58.8%) IZ#
D HNTE, 2 4L EICERD b - R T EHEES nasopharyngitis (23.5% [4/17]) K OVBEBE2¢
cystitis (11.8% [2/17]) Th o7z, WITNOEIYES, HER L O TIIRI o7,
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

T—H Ty NATEER T, HERREOFEFRITRO LN T,

42526.6 DIMEREE
DA RREE (DDERESE ) KON TIAEREE ] OWERIRDEICES T ESR) L LT, 1F
TY hotflush 728 1 ZIZRD HNT=N, BERLDTIIARNo72,

4253 BERBREER VNS Z LY A
MG ANV 7 DMEKL N AMEIZ TR E LD OB RO BT LIS BRI M O A &
YA AT, TREBRER & DR BN RIE SN AT b o T,

4254 T/ AT THREDORIRE
17 2 DEYIRF IR L CHT ) A~ THUROREZIT T fbER, 7 7 A~ 7R 2 HuK
DRBL LU= BRE I o 7,

4.3 fEim

T AR T DA% 72 GCTB & 17 4% 14 44 (82.4%) THEBINENDFE O BT,
ZDOMDOEYIEFLEEE Th, 7/ A5 T O BARMEP R ENT, KR TOMERT /7 A
~ TRRE ST 7E, FCAE - ARICX2MoREREFfRETho7z, HAN GCTB EH
WZBT DT ) AT OREMEITMARFTHY | BT a7 7 A Wi, TvE TICHEZR I
72T ) AT 120mg QAW O TGO T a7 v A )V ERETH 7=, LD Z Eink,
GCTB BEIZBIT DT / AT OEWEKRIERIRE S LT,
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

5. Bk AMG162-B-J201 (HAZE Il 8588) : 12 hn BH vy bA T8

GCTB i A% L L= AMG 162 (7 2~ 7) OIFEWMEL MR ILFEE 1 AH KR
............................................................................ i%ﬂ%‘é% 535.1-5

51 HEBRAEOHME

AT, GCTB BHF IR 5 FBITUEG R AT 2 Z L 2 BN L Lz, TP oIk

B, BB B UMERBRTH L, ARBRTIL, UIERATEEZ: GCTB XIXUIEREEZ: GCTB @

PN EE R OVERE A L T R BB 255 e L, 7/ A~ 7 120 mg Q4W DR T 512,

B8 HEOW 15 HD 120 mg ARG 2 MA -8 EAr Y 2 — b Uiz, £7-, FHANZm v

U LMIEDRFRD HIRWIRY | TR TORERFEIZ, 600 mg,” HLLED AL 7 5 %400 TU

JSHUEDOE X 2D 2mHEE L,

oy Y B R wﬂﬁﬁﬁ@%“~§?ﬁy rE7 A 2 =] AR R E 12 0 Ao

T—FHy NATHEL, AWE Btk KOSEwEREOREREZMT L (6 » Ay M4

7%%®%%ﬁ%4@ﬁ%%ﬂ;ﬁﬁﬁ@®%%i%4l@%§%®_&o

51.1 BRI
0114 11 A B GExowgEoREnEn) 20 =] A7 2»Avy M4 7R
rody A7 R)

52 HROER
521 HWEREBDAR

17 4 OERFE DA AN S, TN TOEREN 1 B LOT ) A~ TG 4%
Jice 129 AT =270y A TRRT 1 2 ORBAFEERE CBRERFF T 187%) 2SHAANS
N, 7 AT R I,

12wﬂ?~&ﬁyhﬁ7ﬁ£@ | LR T ) A~ T OG- 2 M1 L, 16 4253 Bk
ket Ch ot ks, T—2 Ay bAT AU, 2 A PREEAT, 1 AR
FMACAE glioblastoma @ﬁ%—%% Lo TERBEOT ) A~ T OG5 %2 d 1k LT,

522 w#WRES=
WEREEEIT6 y AT —2 Dy A TEESALRIUTHoT- (B 422THSM),

523 AWM DOHER

AR KA NI B ALTZ 17 £ OYEERE O T X TOREMMEMIT I RERICE O vz, B2
PEFRAT 6 SR M Tl TR O h 1% 13.08 » H Th o1z, T/ A~ 7 OFEEFE O |k
il G 1317 (12~22) EITH -7,

5.2.3.1 fEEfE IR
B 5D AHENEEEE W R BN RIC SO CHE LTS3 RIS % 30 T- 5 »
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

BlE (BBIMZEDR, TEMMEH) 1£882% (15/17) ThHo7z (F 2.7.6.5-1), {H % OFEAf
JLHEIC X A RBINZE3E0%, modified RECIST £:%ET 35.3% (6/17). modified EORTC 7T
82.4% (14/17) . density/size YT 70.6% (12/17) Th -7,

® 27651 HoWHFMEEEZRAWVRRDRICE IS EHRUENE

Crude Incidence
/N1 (%) (95% CI)*

Based on Best Response

Denosumab 120 mg Q4W (N =17) 15/17 (88.2) (63.6, 98.5)
RECIST 1.1

Denosumab 120 mg Q4W (N =17) 6/17 (35.3) (14.2,61.7)
EORTC

Denosumab 120 mg Q4W (N =17) 14/17 (82.4) (56.6,96.2)
Density/Size

Denosumab 120 mg Q4W (N =17) 12/17 (70.6) (44.0, 89.7)

Page 1 of 1
N = Number of enrolled subjects who were eligible for the study, received at least one dose of denosumab, and
had at least one evaluable time point assessment
N1 = Number of subjects with at least one evaluable time point assessment using the respective tumor response
criterion
* Exact confidence interval

VBRI IR A A #15.2-1.1.1 (5.3.5.1-5) 726 51}H

5P HEHMIEEE VR BEZRIZE D CRIZ23.5% (44)., PRI 64.7% (114). SD
X 11.8% Q4) Thotz (F 2.7.6.52),

B 5L FHEAEE AV CHEBINZEDDEO LN 154D B, 1 AOKRE WBREE
75 041% ) NZEDH PD LHEI NIz, £, 4 OFHEIEMEIC L > TEBIHIZRZOH%IZ PD
EHIE S N7 9E5RF#E 1E. modified RECIST &% T 0/6 4. modified EORTC ZEYET 1/14 44 (#5R
Frd 5 122% ) | density/size UET 1/12 4 (RE T 041% ) Tholz, HH W HHlHELEIC
& o TERBIFEZN DR BT PD & HIE S8R (B 5 041*% ) Tk, CT/MRI
R VTR (HRIB I MAEAE glioblastoma) 25RO LN TED . Z O DIRBRETLER
2L DR Tl PD TlxRaW & HE &Nz,
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

& 27652 HoWHEEEEZRWVRENIRINOHEREDES

Denosumab 120 mg Q4W
N=17)
Crude Incidence

n (%) (95% CI)*
CR 4 (23.5) (6.8,49.9)
PR 11 (64.7) (38.3, 85.8)
SD 2 (11.8) (1.5,36.4)
PD 0 (0.0) (0.0, 19.5)
Objective tumor response (CR, PR) 15 (88.2) (63.6, 98.5)
Tumor control (CR, PR, SD) 17 (100.0) (80.5, 100.0)

Page 1 of 1
N = Number of enrolled subjects who were eligible for the study, received at least one dose of denosumab, and had
at least one evaluable time point assessment
CR = Complete response; PR = Partial response; SD = Stable disease; PD = Progressive disease
* Exact confidence interval

TR IR IR % 152-1.9.1 (5.3.5.1-5) 7°65H

BBIFZhDN 4, 12, 03 24 BEFEE U7- g8 OFIG 13, 224 88.2% (15/17) . 82.4%
(14/17), X1X 86.7% (13/15) Th 7= (F 2.7.6.5-3, & 2.7.6.5-4, & 2.7.6.5-5),

& 2.7.6.5-3 FHHIRIA 4 BRELLLEG L -HEBREOES

Crude Incidence
n/N1 (%) (95% CI)*
Sustained for at least 4 weeks

Based on Best Response

Denosumab 120 mg Q4W (N = 17) 15/17 (88.2) (63.6, 98.5)
RECIST 1.1

Denosumab 120 mg Q4W (N = 17) 4/17 (23.5) (6.8,49.9)
EORTC

Denosumab 120 mg Q4W (N = 17) 11/17 (64.7) (38.3, 85.8)
Density/Size

Denosumab 120 mg Q4W (N = 17) 12/17 (70.6) (44.0, 89.7)

Page 1 of 1

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

N1 = Number of subjects with at least 2 evaluable time point assessments that were at least 4 weeks within 12
months of first dose apart using the respective tumor response criteria

? Exact confidence interval

TEBRIT IR 2 #15.2-1.5.1 (5.3.5.1-5) 7°6 51
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

R 27654 BEHHEPH 12 BELLEES L -HBREDOIS

Crude Incidence
n/N1 (%) (95% CI)*
Sustained for at least 12 weeks

Based on Best Response

Denosumab 120 mg Q4W (N = 17) 14/17 (82.4) (56.6,96.2)
RECIST 1.1

Denosumab 120 mg Q4W (N = 17) 4/17 (23.5) (6.8, 49.9)
EORTC

Denosumab 120 mg Q4W (N = 17) 9/17 (52.9) (27.8,77.0)
Density/Size

Denosumab 120 mg Q4W (N = 17) 11/17 (64.7) (38.3, 85.8)

Page 1 of 1

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

N1 = Number of subjects with at least 2 evaluable time point assessments that were at least 12 weeks within 12
months of first dose apart using the respective tumor response criteria

# Exact confidence interval

BRI IE R A % 15.2-1.5.1 (5.3.5.1-5) 22651

R 2.7.6.5-5 BEHHEDN 24 BELLLEES L-HBREDOES

Crude Incidence
n/N1 (%) (95% CI)*
Sustained for at least 24 weeks

Based on Best Response

Denosumab 120 mg Q4W (N = 17) 13/15 (86.7) (59.5, 98.3)
RECIST 1.1

Denosumab 120 mg Q4W (N = 17) 3/15 (20.0) (4.3,48.1)
EORTC

Denosumab 120 mg Q4W (N = 17) 8/15 (53.3) (26.6, 78.7)
Density/Size

Denosumab 120 mg Q4W (N = 17) 10/15 (66.7) (38.4, 88.2)

Page 1 of 1

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

N1 = Number of subjects with at least 2 evaluable time point assessments that were at least 24 weeks within 12
months of first dose apart using the respective tumor response criteria

# Exact confidence interval

BRI IE R A % 15.2-1.5.1 (5.3.5.1-5) 22651

B 5D AR AEE V- i B RIS W TR LR, FENES £ o B o ik
il (95%CI) 1X3.0 (29~3.1) % A Tdh -7, Kaplan-Meier £% AV CTHEH L 7=k B&h R
DL BB R ORISR 2% 2.7.6.5-6 L VX 2.7.6.5-1 IZ/RT,

125 A7 —4%%y A TR T, ARBRITHAAN DI | 4 ORBAFEHRE (18 53%) 1
BT, »OP DR HEIC KRS BEEMN PR SHIE S, Z ORMBEWBRE O IRHY
i L9 »ATHoT,
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

* 2.7.6.5-6 EEHMEDEDZEHF (Kaplan-Meier HE(E)

Crude
Incidence Week 25 Week 49 Week 73
n/N1 (%) % (95% CI)* % (95% CI)* % (95% CI)*

Based on Best Response
Denosumab 120 mg Q4W (N =17) 15/17 (88.2)  82.4(64.2,100.0) 88.2(72.9,100.0) NE (NE, NE)

RECIST 1.1

Denosumab 120 mg Q4W (N = 17) 6/17 (35.3) 11.8 (0.0, 27.1) 24.5(3.5,45.5) 49.7 (17.9, 81.4)
EORTC

Denosumab 120 mg Q4W (N=17)  14/17 (82.4) 64.7 (42.0, 87.4) 76.5 (56.3, 96.6) 76.5 (56.3, 96.6)
Density/Size

Denosumab 120 mg Q4W (N=17)  12/17 (70.6) 52.9(29.2,76.7) 70.6 (48.9, 92.2) 70.6 (48.9,92.2)

Page 1 of 1
N = Number of enrolled subjects who were eligible for the study, received at least one dose of denosumab, and had at least one
evaluable time point assessment
N1 = Number of subjects with at least one evaluable time point assessment using the respective tumor response criterion
n = Number of subjects who had an objective tumor response
* Kaplan-Meier estimate
NE = Not estimable
TEBRAM TR Ay #15.2-1.8.1 (5.3.5.1-5) 551

27651 HBWMRICEDCEHMENFE TOHEIMIZEET % Kaplan-Meier Bi#R

Denosumab 120 mg Q4W (N = 17)

06 —]

04 —

02 —]

0.0 —

Dmab | 17 16 2 0

Proportion of Subjects with Objective Tumor Response

Risk Set

T T T T
BL 1 6 12

Study Month

5232  Fiff

GIBRATREZ: GCTB 2 LT\ =44 (B3 24, % 24) O>H, 2 n AT =% v K
Z T W TR AT S BRE X e o Tz, 44D 5 B 34T, H 5 DI A
SEEDENRPR THY, 7D 1 41LSD Tho7o, SD EHE S NI-BRE 1T, FROUIGR
A[RE7R GCTB 2 A L TR Y, X—RXJ A VIFCILRIBEININ A TE STz, LaL, 7
— &7 NA TR R TCIRBROETRFRD Voo 7o T2 RGO FE kX Rk b v,
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

5233 ERERMIBFLRM

TERBEAEER OHEIT & D BIRIAISIEDN S DN IRE OFIG 1T 82.4% (14/17) TH Y |
KHEDST-DIE, WAHADOBADThHoT (3 2.7.6.5-7), FBIHIZNNRD b/ 154 Tl
95 12 4 TERRE DN RO bivlc, o, FHNEPRD N2 ->724ThH, 18
BRETERNC X 0 BIRAESIER & 5 & fE Iz,

=R 27657 BEERBARELZRD SNh-HEREDEE

Pain Improved Improved
Reduction Mobility Function Other
N1 (%) n (%) n (%) n (%) n (%)
Denosumab 14 (82.4) 12 (70.6) 4 (23.5) 9(52.9) 8(47.1)
120 mg Q4W
N=17)

Page 1 of 1
N = Number of enrolled subjects who were eligible for the study, received at least one dose of denosumab, and had at least one
evaluable time point assessment
N1 = Number of subjects who reported clinical benefit
Subjects are counted for each clinical benefit category respectively. Within each clinical category, each subject is counted only once.
Percentages based on N

TRBRIR T 2 26 15.2-2.9.1 (5.3.5.1-5) 755/

5234 #HREABRTICEILIHR

R FTRE 7R BEER AT D < T, 7/ A T ERGIZ L o TECHITR AN EE LT, X—R 7
A VIR O EWVRAD AT N2 R A A ETH - 72 (U A7 #R¥E) D 25.0%
(2/8) TIE, HEBRME% 1 HBLINIZ, BRMICEROH 2 b O EWFAORD (R—2A
TA B 2HRA Y ML EDORED) BB L (3 2.7.65-8), £, U AT HERE O
PLET 5 5 KO O% O MR L CRERMIZER O H 55 H O E WA DR 13780 5
o, RAOUGEEL, RBRBIE IS o THRfE Lz, 13 & A EORkBRE Tk, BE3Eof X
BT Ieino Tl FRAOUGEL, SR EMEHOINCEE L2 b O Tidden s
Ez bz,
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

K 27658 BLUOEWNVEADRATHIAR—XS4 D 2RS4 FUEDFELMN
ROoN-BEEBREDES

Crude Incidence
n/N1 (%) (95% CI)*
Denosumab 120 mg Q4W (N = 8)
Day 8 2/8 (25.0) (3.2,65.1)
Day 15 2/8 (25.0) (3.2,65.1)
Week 5 4/8 (50.0) (15.7, 84.3)
Week 9 4/8 (50.0) (15.7, 84.3)
Week 13 4/8 (50.0) (15.7, 84.3)
Week 17 5/8 (62.5) (24.5,91.5)
Week 21 4/8 (50.0) (15.7, 84.3)
Week 25 5/8 (62.5) (24.5,91.5)
Week 29 5/8 (62.5) (24.5,91.5)
Week 33 5/8 (62.5) (24.5,91.5)
Week 37 5/8 (62.5) (24.5,91.5)
Week 41 4/8 (50.0) (15.7, 84.3)
Week 45 5/7 (71.4) (29.0, 96.3)
Week 49 4/7 (57.1) (18.4,90.1)
Week 53 3/6 (50.0) (11.8, 88.2)
Week 57 4/6 (66.7) (22.3,95.7)
Week 61 4/6 (66.7) (22.3,95.7)
Week 65 3/6 (50.0) (11.8, 88.2)
Week 69 2/4 (50.0) (6.8,93.2)
Week 73 2/3 (66.7) (9.4,99.2)
Week 77 1/2 (50.0) (1.3,98.7)
Page 1 of 1

N = Number of enrolled subjects who were eligible for the study, received at least one dose of denosumab, used
consistent recall periods on study, and had baseline worst pain score > 2

N1 = Number of subjects with data at the visit

Percentages are based on N1.

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

* Exact confidence interval

TRERIRIE IR % 15.2-3.2.1 (5.3.5.1-5) 7°65H

5235 EBR#@v—H—

uNTX/Cr } OMLTE o CTX1 155 5 LR D FRFHERI 22 8l 235580 bz (X 2.7.6.5-2,
2.7.6.5-3), uNTX/Cr LN CTX1 DR—A T A NS DOELRO P REIL, 565 HIF ST, £
NEN-T45%K ~62.5% T > 7z, ZDMOENRH~—AT— (BSAP, TATH IV Kk
O'TRAP 5b) B8 L, BRI ZE L CTR—A T4 v & Flalolz (FAT AN U DHF S
HZFRS),
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276 BALRORBEDELEH

ST —7KRTE 120 mg

K 2.7.6.5-2 uNTXICrDR—X 54 UhbDEILE (hR{E [Q1, Q3])

60 1 A~ Denosumab 120 mg Q4W (N = 17)
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Study Week

N = Number of enrolled subjects who were eligible for the study, received at least one dose of denosumab, and had at

least one evaluable time point assessment

VAR IR 2 [X]15.2-2.3 (5.3.5.1-3) 22651
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

K 2.7.6.5-3 CTX1 DR—RX A4 UohbDELE (dR{E [Q1, Q3])

100+ L&A Denosumab 120 mg Q4W (N = 17)
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Study Week
N = Number of enrolled subjects who were eligible for the study, received at least one dose of denosumab, and had at

least one evaluable time point assessment

VBRI tE 2 X 15.2-2.6 (5.3.5.1-5) 22651

524 EYFHEOFER

T AT OMER T 7REEFE 27659 CEH L, MiEH N7 7IRIEOHER & X
2.7.6.5-4 TR,

AR GE TR GBSE) . 7/ A7 OMmESR b7 7IREOVEE KR O R, FIEE
HE#OR 255 THY , AfMEEICL->T, TRIERY . BEMEPREISHESONIEE LT
ZEWRENT, BOWMNSE 49 BOMOMIET N T 7RO S O RfE D21,
TINZI 17.6%A0 M O 26.4%AK5 T 0 . QAW H G- Wt & EH IR HERF S uiz, DL EX
V. 7T AT OEYERBITRAK G UIFER SR TH A LW &R RB ST,
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276 BALRORBEDELEH

T/AIT ST —7KRTE 120 mg
® 27659 T/AXIOMmMES 5 7REDERMRTENEN
Nominal Time (day)
0 7 14 28 56 84 168 336
N 17 17 17 17 17 17 16 12
Mean 0.00 11700 22200 29600 25500 23800 26700 30000
SD 0.00 3830 5720 8100 7960 8090 10500 13200
CV% NA 32.7 25.8 27.4 31.2 34.0 394 442
Geometric Mean NA 11100 21400 28400 23800 21600 23500 25700
CV% Geometric Mean NA 37.6 30.8 32.5 47.2 60.2 72.6 77.6
Median 0.00 12200 20900 30300 25400 23300 26800 32100
Min 0.00 4700 9190 12300 5450 3220 2780 4170
Max 0.00 19100 29200 40400 35400 34800 45400 47800
Page 1 of 1

NA = Not Applicable

TEBRIRIE IR £ 15.2-6.1 (5.3.5.1-5) 755

2.7.6.54

50000

40000

30000

20000

Mean (SD) Concentration (ng/mL)

10000

Analyte = AMG 162

T/ ARITOMFEF S TRE (Fi9fE +SD)

—8— 120 mg QWx3 followed by Q4W

— — LOQ =20 (ng/mL)

Source = PKS Study : AMG162-B-J201_12mon; Scenario: Auto_Serum_AMG162_all, Version 1

Date/Time = 8/29/2013 4:57:58 PM

VBRI R X 15.2-4.1 (5.3.5.1-5) 72265

525 ZREMDHER

140 168

Nominal Time (day)

196

224

ARRERIZSIN LTz 17 228 2 RO RER & LT,

5.2.5.1 BRI

BRI OB IR AT 2.7.6510 1R, 12 h AT =2 v bATEEETOT ) A~ T DK
HREOHIAEX 17 BT, KEHE GRS (REBRE) 1Z22FTh-o7, £z, REHMHEOH
Jofil (HPH) 1% 13.08 (89~17.9) » HTh o7,
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

=& 276510 ARBREOKREIRR

Denosumab 120 mg
Q4w

Number of subjects enrolled 17
Number of months on study”

n 17

Mean 13.64

SD 3.04

Median 13.08

Q1,Q3 11.27,15.97

Min, Max 8.9,17.9
Number of months on study - n (%)

6-11 7 (41.2)

12-17 10 (58.8)
Number of subjects receiving > 1 dose of investigational product 17

Page 1 of 2

 Defined as the time period from the first dose of denosumab to the end of study date or cutoff date for 12-month
analysis, whichever comes first.

b Exposure is defined as time from first dose date to last dose date + 28, end of study date, or the data cutoff date,
whichever occurs first. However, if first dose date is missing, exposure is 0.

Denosumab is administered at a dose of 120 mg Q4W with a loading dose of 120 mg on study days 8 and 15.
TRBRIA TR A #15.3-1.1 (5.3.5.1-5) 75 51H
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

=& 276510 ARBREOKREIRR

Denosumab 120 mg
Q4w
Number of doses received
n 17
Mean 17.1
SD 3.5
Median 17.0
Q1,Q3 14.0, 20.0
Min, Max 12,22
Number of doses received - n (%)
12 2 (11.8)
13 1(5.9)
14 2 (11.8)
15 2 (11.8)
16 1(5.9)
17 1(5.9)
19 2 (11.8)
20 2 (11.8)
21 3(17.6)
22 1(5.9)
Cumulative investigational product exposure (months)”
n 17
Mean 13.6
SD 3.1
Median 13.0
Q1,Q3 11.1,16.0
Min, Max 9,18
Total cumulative investigational product exposure (months) 231
Page 2 of 2

 Defined as the time period from the first dose of denosumab to the end of study date or cutoff date for 12-month
analysis, whichever comes first.

b Exposure is defined as time from first dose date to last dose date + 28, end of study date, or the data cutoff date,
whichever occurs first. However, if first dose date is missing, exposure is 0.

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

VBRI IE R A E £ 15.3-1.1 (5.3.5.1-5) 72265/

5252 EEER
5.2.5.2.1 AEEZOEY

BEHEROENZE 2.7.6.5-11 [T,

FTRTOWHRE (100% [1717]) 2 1 U EOFEFRSERRD LN, £< OFEFLO
TR LI, WA USSR T o 7o, IAREHMTIERIC £ 0 IRBRIE L OBBEMES 0 & HIE S
HEHGIL, 70.6% (12/17) OHERE THROH BT,
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276 ERDHABROEELED
FI)RTT Y —YJKRTE 120 mg

= 276511 BAEEZROEHN

Denosumab 120 mg Q4W
N=17)
n (%)
Adverse events regardless of relationship
All 17 (100.0)
Serious 4 (23.5)
Fatal 0(0.0)
Leading to study discontinuation 0(0.0)
Leading to investigational product discontinuation 0(0.0)
CTCAE Grade 3,4, or 5 4 (23.5)
Adverse events related to investigational product®
All 12 (70.6)
Serious 1(5.9)
Fatal 0(0.0)
Leading to study discontinuation 0(0.0)
Leading to investigational product discontinuation 0(0.0)
CTCAE Grade 3, 4, or 5 1(5.9)

Page 1 of 1
N = Number of subjects who received > 1 dose of denosumab
Coded using CTCAE version 4.0
Includes only treatment-emergent adverse events
* Includes only treatment-emergent adverse event for which the investigator indicated there was a reasonable possibility they
may have been caused by denosumab

VEBRRIE IR 3 # 15.3-2.1 (5.3.5.1-5) 765

52522  2HERR

AEFRZORBRIZRK 2.7.65-12 177,

AEFRRITXTOHERE (1717) ([ZRO STz, 24 EOPRE TRO b A EHFRL
I%. SHEEZ nasopharyngitis (29.4% [5/17]). W&tk dental caries (23.5% [4/17]), A > 7 /L=
> influenza (23.5% [4/17]). HEHERALSS injection site reaction (23.5% [4/17]). P&
malaise (23.5% [4/17]). > nausea (17.6% [3/17]). FE#N pyrexia (17.6% [3/17]). BAEiT
arthralgia (11.8% [2/17]). JEMESE cystitis (11.8% [2/17]). HJE headache (11.8% [2/17]).
B J& 2% periodontitis (11.8% [2/17]). % pneumothorax (11.8% [2/17]). UV toothache

(11.8% [2/17]) Th o7z, HRBREEEMIC XV IBHRIE L OBIEMEDH » LHE SN AEHFS
(T 124 (70.6%) (280 LTz, IR L OREMESL D L HESHIEAEFRD O H, 241
L OWERE TERD ST DX, EFALK)G injection site reaction (23.5% [4/17]) . F&#EA
pyrexia (17.6% [3/17]) . #5128 malaise (11.8% [2/17]) . LUV A 4% periodontitis (11.8% [2/17])

ThoT,

CTCAE ®Z7 L' — R 3, 4, XI5 IZHHESNLOAEEROEIRIL, 23.5% (4/17) ThHo
2o WNERIE, 7L — R 3 OXM pneumothorax 73 2 44, 7 L — K 3 ®¥&JE pain K7 L— R 3
DB LERMIENE glioblastoma 234 1 43> Th o7,

KRG ERE | Z SIFNEEZS nasopharyngitis & 1 > 7 /L= W influenza 235 L7223, WTh
b7 ) AT & OREEMEITERE S 7,
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276 BALRORBEDELEH

TIARTTD SUI—YKTiE 120 mg
x 276512 AEEROFEBRKR
Denosumab 120 mg Q4W (N =17)
SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events

Preferred Term n (%) n (%)
Number of subjects reporting adverse events 17 (100.0) 12 (70.6)
INFECTIONS AND INFESTATIONS 11 (64.7) 3(17.6)

Nasopharyngitis 5(29.4) 0(0.0)

Influenza 4 (23.5) 0(0.0)

Cystitis 2 (11.8) 0(0.0)

Periodontitis 2 (11.8) 2 (11.8)

Burn infection 1(5.9) 0 (0.0)

Folliculitis 1(5.9) 0(0.0)

Hordeolum 1(5.9) 0 (0.0)

Nail infection 1(5.9) 1(5.9)

Otitis media 1(5.9) 0(0.0)

Paronychia 1(5.9) 0(0.0)

Sinusitis 1(5.9) 0(0.0)
GASTROINTESTINAL DISORDERS 9(52.9) 0(0.0)

Dental caries 4 (23.5) 0 (0.0)

Nausea 3(17.6) 0(0.0)

Toothache 2 (11.8) 0(0.0)

Abdominal discomfort 1(5.9) 0(0.0)

Abdominal pain 1(5.9) 0(0.0)

Diarrhoea 1(5.9) 0 (0.0)

Gingival pain 1(5.9) 0 (0.0)

Oral pain 1(5.9) 0 (0.0)

Sensitivity of teeth 1(5.9) 0 (0.0)

Stomatitis 1(5.9) 0(0.0)
GENERAL DISORDERS AND 9 (52.9) 8(47.1)
ADMINISTRATION SITE CONDITIONS

Injection site reaction 4 (23.5) 4 (23.5)

Malaise 4(23.5) 2 (11.8)

Pyrexia 3(17.6) 3(17.6)

Chest discomfort 1(5.9) 0(0.0)

Fatigue 1(5.9) 0(0.0)

Pain 1(5.9) 0(0.0)
MUSCULOSKELETAL AND CONNECTIVE 7 (41.2) 1(5.9)
TISSUE DISORDERS

Arthralgia 2 (11.8) 0(0.0)

Back pain 1(5.9) 0(0.0)

Exposed bone in jaw 1(5.9) 1(5.9)

Intervertebral disc protrusion 1(5.9) 0(0.0)

Myalgia 1(5.9) 0 (0.0)

Neck pain 1(5.9) 0 (0.0)

Temporomandibular joint syndrome 1(5.9) 0 (0.0)

N = Number of subjects who received > 1 dose of denosumab

n = Number of subjects reporting > 1 event

Includes only treatment-emergent adverse events

Coded using MedDRA version 15.1

System organ classes and preferred terms are sorted by descending order of frequency.
TRBRAR TR E £ 15.3-22 X TV 15.3-2.4 (5.3.5.1-5) 225511
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276 BALRORBEDELEH

T/RATT ZY—Y KR TE 120 mg
& 276512 AEERORFRNR
Denosumab 120 mg Q4W (N =17)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events

Preferred Term n (%) n (%)
SKIN AND SUBCUTANEOUS TISSUE 5(29.4) 3(17.6)
DISORDERS

Dermatitis 1(5.9) 1(5.9)

Dermatitis bullous 1(5.9) 0(0.0)

Dermatitis contact 1(5.9) 1(5.9)

Hyperhidrosis 1(5.9) 1(5.9)

Pruritus 1(5.9) 0 (0.0)

Rash 1(5.9) 0(0.0)
NERVOUS SYSTEM DISORDERS 4 (23.5) 1(5.9)

Headache 2 (11.8) 1(5.9)

Dizziness postural 1(5.9) 0 (0.0)

Hypoaesthesia 1(5.9) 0 (0.0)

Somnolence 1(5.9) 0 (0.0)
METABOLISM AND NUTRITION 3(17.6) 1(5.9)
DISORDERS

Decreased appetite 1(5.9) 0 (0.0)

Hyperlipidaemia 1(5.9) 0(0.0)

Hypocalcaemia 1(5.9) 1(5.9)
RESPIRATORY, THORACIC AND 3(17.6) 1(5.9)
MEDIASTINAL DISORDERS

Pneumothorax 2(11.8) 1(5.9)

Pneumonitis 1(5.9) 0(0.0)
INJURY, POISONING AND PROCEDURAL 2 (11.8) 0(0.0)
COMPLICATIONS

Alcohol poisoning 1(5.9) 0(0.0)

Contusion 1(5.9) 0(0.0)

Joint dislocation 1(5.9) 0(0.0)
BLOOD AND LYMPHATIC SYSTEM 1(5.9) 0(0.0)
DISORDERS

Iron deficiency anaemia 1(5.9) 0(0.0)
EAR AND LABYRINTH DISORDERS 1(5.9) 1(5.9)

Vertigo 1(5.9) 1(5.9)
NEOPLASMS BENIGN, MALIGNANT AND 1(5.9) 0(0.0)
UNSPECIFIED (INCL CYSTS AND
POLYPS)

Glioblastoma 1(5.9) 0(0.0)
PSYCHIATRIC DISORDERS 1(5.9) 0(0.0)

Depression 1(5.9) 0 (0.0)
REPRODUCTIVE SYSTEM AND BREAST 1(5.9) 0(0.0)
DISORDERS

Dysmenorrhoea 1(5.9) 0 (0.0)
VASCULAR DISORDERS 1(5.9) 1(5.9)

Hot flush 1(5.9) 1(5.9)

N = Number of subjects who received > 1 dose of denosumab

n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events
Coded using MedDRA version 15.1

System organ classes and preferred terms are sorted by descending order of frequency.
TR TR E £ 15.3-2.2 TV 15.3-2.4 (5.3.5.1-5) 225511
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276 BALRORBEDELEH

T/RATT ZY—Y KR TE 120 mg

52523 HEODIERIFEABREDRSRIEICE>-HEER

123 AT =45y bAT7RERT, BBROFIEUTTERIEOF 5 IR ICE o Io A HEFLITR

DONRMNoTe, T—2Ty MAT AL, 14 (BEREFE S 041% ) H3PhRe B2 e i
glioblastoma DA EFLIZL - T, HBEKWNEBREOK G2 IE LT,

52524 RIZE--HEER
FETE LI X e v 7=,

52525 BEELEEER
2B ATy NA TR TOERELRAEFGORBRNAE 2.7.6.5-13 177,

HEDAEFGIL44 (23.5%) IO BV, WFRITXH pneumothorax 7% 2 4, ¥ pain
B OB MMIAlE glioblastoma 7345 1 4O Tho7-, ZDH b, 14 (HEREFR S 056*)
W 2B L 72X pneumothorax 73, JRBREALIZEANC X D IGERIE & ORFEMESH U & HIE STz,

+® 276513 BELEEZEZROHERBRIKRNR

Denosumab 120 mg Q4W

SYSTEM ORGAN CLASS N=17)

Preferred Term n (%)
Number of subjects reporting serious adverse events 4 (23.5)
RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS 2 (11.8)

Pneumothorax 2 (11.8)
GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS 1(5.9)

Pain 1(5.9)
NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL CYSTS 1(5.9)
AND POLYPS)

Glioblastoma 1(5.9)

Page 1 of 1

N = Number of subjects who received > 1 dose of denosumab

n = Number of subjects reporting > 1 event

Includes only treatment-emergent adverse events

Coded using MedDRA version 15.1

System organ classes and preferred terms are sorted by descending order of frequency.

TEER TR 2 46 15.3-2.9 (5.3.5.1-5) 7265

LITFIC, HERAEFRROBRZ ST 5,

WEREFE S 121% | 122% | 056%
5542525 HIZFLHE LT,

WEREE S 041*

PERI] AF i | [
57 7 ) A< 120 mg Q4W
HELAEFS: PR IBIE M EAE glioblastoma
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shimig8b
タイプライターテキスト
＊新薬承認情報公開時に置き換え


276 BEcxOHBOE LD
T/ AT S5 UX—IKETiE 120 mg

DM DOHEES: FEN pyrexia, (K17 AME hypocalcaemia
FRESEAIES B 7 L
AL IR B

1 . BERE TR AR CRBROFEMIBE L SISz, ZOREROFEMIE
(R LC, BRI, B, BIRERITOFIES b7, 2 E] A B BEEET ) %
~ 7 ORI G- & T T, 365+ 16[EIHDOT ) A~ T REE ST, o

. AR A 22, R, M, BAKKT 22 L, Japan Coma Scale I-1 Toh o7,

MRI A& A C [ {H R EESE N =8 N 2o 9 2 JEgs K OV/e N BB L 2 3 2 S 23 sl S iz,
[ A, RS G2 L, 396+ | ABgkleoiz, 398 ¢ KIMAERR
NN S, S IR B IE S e b, 402 x| KEEHEFZOIBHEIC
BT 5720 RIS TR 2 S50 L JRBREREE 5 L ONRBR &2 Ik L7 406 x|

W DARRRE R OIS I TR B SR IR & 2 ST, 20 x| Fiix
Ikt L. 137 LT EX—INONRERMG L, £, BEHRIBREOOFRAN TE
STz,

TREBRERICE #2172 DNA EERIZ 2V B 2 b, FEERT —Z 025X, RANKL fHEIC
L DA O AR OB O BFESIIMR SN TR O, £72, GBI X 250053 K O e #
E~DEBELRED LTV, BRRERT — 2 T, 1GBREKIC L 2 EMEEERBLED LR %
59 V7 IR LTV R, EEIEEIE BT« iR CH STl Y | B B E L
ENRERETH D Z L0 LWERITD RS OOEMIEE S OHFIHRE ST b, BLER D
IHNETIHE LN TV D LZRMEE®RD S | IRBRE RN, TEBREE D R I 25 o e 2 A6 L
ToRMREMEIR VN E B 2 | KRG L IRREE L ORI RRBERE G E LT,

20 ICEM SN TR ORBIZRGTH S Z &, MRBIEMIIEI T 2 P AAITE
W XV BRI N Z & R OPFAEE & U CHENBIAREZ TEL TW2Z E0b,
AREGOBHEKT LT,

52526 BRMICEELGAEER
5.2.5.2.6.1 KAL) LIMSE

EA N> D AIEDOAFFRIL 1 AICRD LIV TBBRE(TERIC X 0 IRRIE L ORENH
CHIEES N, EERLOTIERL, PEETHY | JEFEMEOER LD bRhoTo, A
BREDNR—ATA DT INVT I AHEMIER VY T LEEIT 9.1 mg/dL Thotz, AL
U AMAE T, BRI 5B D 7 BRRICEBL L, MERFOEBRE O T V7 I AIEMIE
N AL 7.8 my/dL Th o7, KAV T AMERBL, UEEHRE~OEX I D &
OV LD GEIX, 210800 1IU, H LN 1220 mg,/” HIZH®E S, FREHMNS
72 s, ARV T AMEXER Uc, TRBREE O£ 513l S vz,
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shimig8b
タイプライターテキスト
＊新薬承認情報公開時に置き換え


276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

5.2.5.2.6.2 SEIRE (ONJ)
125 AT =57y FA TR T, ON] OFEHFRIIBO N2 ode, T—H Dy AT
HUE, 14 (BEBRrda 057% ) 28 ONJ L flE ST, LLTFICAGR 2 EHT 5,

HEREERS: 057"
6 BB AR L0 AlE B EARRARE & B2 S e, 4 AN
Hr 5 3 F B o0 TR M o Ny OVR S B 8 2k D 7= 60 | P Al B OBRAR 00 5 Badid R AR 23 HiA T <
oo THHOFELRIL, AFEBRSMANCEE Lz, £Dk, 3 D !
ETOMIZ, YL e o@gas 3 EfEE ST, 1 *HboTY L Ra U fBokk
T L, 2 2] A P BBEIENOT ) AT B a2 % T T, 20K 1RO
2] = AP BEEBREIE, A R5E 3 ROV 4 FABlE LI e PSR F OV A R B LT,
F oA L 4 FIBROEBALICIIMEA TR M OV B E © 38 B 7o A TR DA T S 47z,
FMH. 16EADOT ) A~ T 0nFKE5 S, E7 YV P LU ERFILOEE (200mgx 3 8,/ H x

5 H) MBts ST, 32 x| A B4 FAROSMERIEIZER L T\ s, #ERE X
17 BB RIS BIHDOT ) A~ TG %%, 4 x| BB 4 HEEOBMNG
AL N T L T2 ORI Tz, IR o T, 465+ EFEAMOKIC X
LU, 20 HOT ) A~ TEE L LIz, HIEAIOERGENBE S ( 465 *
~ 473+ . T7TEFRTUY KM 500mg x 3B H. 476+~
VU H A U 150mg x 3 8] H), F7o, RHIEREOR R, wEMEEN B
Thotz, 482 x| JREERAEIC CEE SRR S . 494+ EEIEHEKIC
X DM TN, 565 ¢ ARHEGUIONI LHIE S, 5714+ BUE,

AEZIIREETHY , 7/ AT ORGITHE L T\ 5,

5.2.5.2.6.3 B BUE

12 A7 =27y MATZRERT, WEUE & BE$ 5 rlREMEO & 5 A HFSRIT, 34 (17.6%)
W2 AR BTz, WERIZZE rash, ZJEZ dermatitis, /KM JE dermatitis bullous,
OEME R & ¢ dermatitis contact T o7z, WIT IS EER S D TIEAR0 o7z, 1EERIE L DEY
HPER B 5 &HIE SN IMBUEITL 2 4 (BJE % dermatitis & OBl RZ G 28 dermatitis contact)
IZRO b,

5.2.52.6.4 HERREEERES
125 AT =50y FATEERT, 14 (5.9%) ([ZEMEEGOFERZNPRD b, FRIX
FRRRBIFMIUAE glioblastoma Tdh ¥ | JRERIE & OREM:ITEHE S T,

5.2.5.2.6.5 % E

R (DERYYE K VA RIE] O BEIIRSFEICEY T 2F5) 3, 114 (64.7%) TR
D HiTe, 2 4L EICEE® BT FRITAATAZ nasopharyngitis (29.4% [5/17]), A > 7 /=
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shimig8b
タイプライターテキスト
＊新薬承認情報公開時に置き換え


276 BEcxOHBOE LD
T/ AT S5 UX—IKETiE 120 mg

> influenza (23.5% [4/17]) . BEBESR cystitis (11.8% [2/17]) . J OV J& %% periodontitis (11.8%
[2/17])) ThHolz, WTHNORYGIES, HER DO TIER) o7, RRE L OBENENRH 5
EHE SNTEGYEIL 3 4 (17.6%) (25RO BTz,

125 AT =50y A TRRT, KEEREOFGEFZITRD N hoTz,

5.2.5.2.6.6 DIMEREE
DA RREE (DS KON TIAEREE ] OWERIRDEICENS T ESR) L LT 1F
TY hot flush 728 1 ZIZFRD HNT=N, BERLDOTIIARho72,

5.2.5.3 BRBREERUNMZILYA Y
MIGE DN 7 MMEK V) AEIZ TR LY OZLNFRD BT LA, BERRRAAE & O A #
A T, JRBRER L ORREMED VRIS SN D BIMITE O o T=,

5.2.5.4 T/ AT THRAEDORIRE
17 2 DEYIRF IR L CHT ) A THUROREZIT o T fbER, 7 7 A~ 7R 2 HuK
DRBL U= BRE 1o 7,

5.3 f#&im

T ) AR T DA% GCTB & 17 4% 154 (88.2%) THEBIHIENDFEH LT,
Fio. ZOMOAZMERE (FBARZEOEHE. HAOEST, SUTERIA M) TiE, 13F
TRTOMWRF T, 7/ A~ TN LD RIGEDIR BB b v, AR ComGH T /
A= TWRERNT 7HEE, FCAE - ARICEXHAMhoRERE FfRETHo7=, HANGCTB &
FIZB T DT ) A~ T OIENEFRRIF TH Y | AT IR W THZICRE S Lz Y A7 1%
BOLNIRMNoT, Flo, 12 5 Ay NATHITORERIL. 6 » Ay MATHHTORESR &K
TREWVIRO DN h oo, RFNTRERD D, GCTB BE KT 2T / A~ T D RAF/2~3
T4y NSRRI TR T A NNDBIRENT,
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276 BALRORBEDELEH
=,225 S UX—YETE 120 mg

6. &XB% 20050136 (EF£RIZE I #HiER. BARZET) : FERESH (&
BEH)
BB AERTHETHREREE 2R L LT ) A7 OV L Fa Vg (Zometa™) % HEHE(E
#Ab ZH B MRS ek He A Hi R
............................................................................ f@fﬂ%‘é% 5.3.54-1

6.1 HEAEOHE
6.1.1 REREXEE

I 221

6.1.2 RERENEEEKLE
I . 221 7% (3 )

6.1.3 EAERHAM
2 # AR P CGEERBRSICRNOMBRE ARSI A) ~ 2 ] AR P
(F—=%A vy bA7R)

2] ] AP BrRTT ) A TRk Th o2 T4/ D 5 B T1 A BKET LIZIEBR
FEiFEE C4R%ETT ) A TR BT S E TUTHR GG OERE T ) A~ T 2R
A DRIDERHPHLESND E T, HFEM T TT /) AT HREZZITOND) O F THERICS
MU, 77 A~ 7 &G/ Lz, 20124 4 A | PIcBbsBea s AR EZ 7 T L,

KRB D “HERR G ORRIL, EEEBEE ISR 5 5SS (skeletal-related event:
SRE) Ol (7> ~—2 SRE) (ZB % HEEERHITR L7z,

6.14 BEEODI7II—X
& 11 AH

6.1.5 H®

6.1.5.1 FHWM
BB EA T HHETHREE 2 x5 & LT, #IEl SRE GRIE T, B ~O B #RIEH [k
SHERINARDOER b & Te], BIKT 2AMRHOME, SUTEBEER) FELE TOMMIC
DT, YU RarBICxT 5T ) A~ T O ERGET 5,

6.152 EIREBH
#JE] SRE HHLE TOHMIZHONWT, V'L Ru U BICxT 57 ) A~ 7 OEEE 2 BREE
ERAR
FIIE] Je CIRILLRE D SRE S8R E TOMH] (ZEA X2 MENT) 2OV T, YL Rry
BT 57 ) A~ 7 OB Z REET 2,
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276 BEcxOHBOE LD
T/ AT S5 UX—IKETiE 120 mg

o VU RuUBEMBL LT, T AT OREMER OB ZFET 5,
FOMOEBIZ, TV a—/L53.54-1 (BBRREREER) [RT,

6.1.6 HERAZX

AKHTIE, BB AT 2EITHEEREE LR L LT T/ AT LY L e UERE kT

D B ITAR, BE(EZ b, “EEMR, SR EERILRRABR OIS i G R R 2 ii# T

5, FEMBEGHTIE, TXTOWRENT /) A~ T O %25 (ZEERESH T,

BRI CTHBRE XL T ORERO VDT MNICEESIZE D (1 b)),

c QAW T, T/ A7 120mg DE THEEGEKRDY L Ru L0772 ROFIRNE S 217
W (T AT

s QUW T, 7/VARTDTT7EROETERELDY L Fa v Edmg (N—RAF7 A4 D7
L7 F =22 UT Z A [creatinine clearance: CrCL] 7% 60 mL/min LA F DO #ERFE Tl
s % CrCL M IE&R G&) OFIRNIR G- 21T 98 (V' L Fu U FREE)

ARERHART . BB S LY T AE (T R BTS2V T AE > 2.9 mmol/L
XiE > 11.5mg/dL, HDVIEH AT AA F B > 1.5 mmol/L) MFRD HALRWVIEY . ALy
75 500mg LLEKRONE X I D400 IU PLEAHHRMAT D 2 & 2R HELEL 7=,

BINER VZ RO EBFENT T, Y L Ra U BICxIT 5T /) A~ 7 OBBEN R STz,
Z D% QAW TORM Z ki th DT N TORERE 1T, 2 FEMUTT / A~ TR Efidahbd £ T
DWTNNRNWEEEET, EEMRTICTT / A~ 7 120mg % (4W TR F&EEE2ZITbh 5
Tl U, EEEROTF = a EE R < T O RN EFRER T, ARG 5 I
(20050136) (& T EMBE LGN EE STz, KEKROTF = aLMETIE, BHYROZEIC
F 0 IRBREREHEE (20080540) & MW TIFEMRBEGWIN Eli STz, IEERFEG N
A SN2 DN T EBRE I Z DOV T, B T COIBBRIEDORME 55 2 M OBI AR
MER SNz, ZOBBVEFTREIL, ABRIMETEE (20050136) ([ZTEfT TH 5,

ARETIE, ARBROIEGEHRE G OLENMEKL O PRO OFE R, I NZRER SR TOREFH
MORRETHT 2, £, dGET L7oBBRFEMETEE Q8 » E) O T TRBRIZSI LT 71 4
(M#ETT /7 AT 0 B a5 F TR GG OEBREFTICT ) A~ 7 2423 251
DRGNS N D £ T, HFER T TT / A~ 7RGk 02012454 A A £ TofR
HEALHT D,

FEERE G W I, IRBR I E I L2 En e e <, A E RS, ERAE, SRE
(RBRERERNIC X 2 8H5E) . SRR3R GUEEOMEH A2 ETe) . Hi7 / A~ 7HEDREER, KO
PRO (BPI-SF Z&5e) il L7z,

R TV A V&K 2.7.6.6-1 IZRT,
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276 BALRORBEDELEH

TIATTD SUY—YKRTE 120 mg
B 2.76.6-1 HERTH1>2
denosumab 120 mg SC
-
E placebo IV over 15 minutes 7
Ba m 4
s N Q4w 5 Yes 1?2 | denosumab End of
o} R (n=980) t 120 mg SC —» Study
R (0] h Q4w
E ll: || L Beneﬁt_:Risk
E positive
N M v
I E placebo SC r End of 2-Year
N N + N Study — Follow-up
G T | L,| zoledronic acid 4 mg IV T No (@12w)
over 15 minutes
Q4w
(n=980)
Open-Label Treatment Phase
Screening Blinded Treatment Phase OR Survival Follow-up
v fsswe 4 4 UL b b L0
I l Study  Week  Week  Week // Blinded Primary Blinded l // I
Informed  Randomization Day 1 5 9 13 QAW Analysis Q4W  Endof denosumab Q4W or 2-year follow-up (Q12W)
Consent i Data Blinded
Signed Q4w CD:ll-:f; P

1. End of Blinded Investigational Product: If positive benefit:risk is confirmed, all subjects continuing with every 4 weeks scheduled
assessments will be offered open-label denosumab until subjects have access to commercially available product or for up to 2
years, which ever comes first. If the benefit:risk profile is not positive, all subjects will be followed for survival for 2 years after the
last dose of blinded IP.

2. Informed consent must be obtained before the open-label treatment phase may begin. Subjects declining the open-label treatment
phase will be followed for survival for 2 years.

3. Primary Analysis Data Cut-off Date: anticipated date on which the 745" subject experiences at least one on-study SRE

TRBR FE S (5.3.5.4-1) 25 5[H

6.1.7 HEREHK
FHHEIRE: 1960 4 (&-Ff 980 44)
FH IR ANFUIRE:
o EEMESH: 20464 (T A TEE1026 4, VL R UEREE 1020 44)
o JFEMmEGH 667 4 (CHEHEMKRGWICIT ) AT ARG SN [T AT
ST A TR 3254, —HEREBRSHICY L Re UEgERE SR [V LR
a g/ T ) A~ TRE] 342 4)

6.1.8 BHMIRUEGHAANEE

o HERTROSUTMR TR A CHE () Th D LM S

o BUESUILIETICHEGARA T | HETL LOFEEREO 6L Z &

+  ECOG @ performance status 232 LA FCTHH Z &

o JESHRES O ThD 2 b

o THREINLEFMIMN 6 s HUETHDLZ L

o BUESOILIRNC B A 7 4 27 4 % — M AIOFIRN G- SUZE R OIRRO 72D Oiff

AERAT 4 A7 53— NUBI OB G A2Z T2 LRz &
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

6.1.9 BERE. HERUEREAZE
FHEEREGINAAN OGN T X TOWRE L, 7/ A~ 7 120 mg Q4W DL TG %%
J7ee 7/ A= 71E, pHS5.2 10 mM FFliE, 5%/ VB N —/L & Gl kiR 2 AT
70 mg/mL D7 /) A~ ZIH#E L, HMEHER O 3.0 mL 7 AL 7 A Ao T, RA7A
HERMMOEF AR (1.7mL) & L THREE L,

6.1.10 %5 HAR
“HEEREGEHTOREHM O IE @GR (X, 7 A TEET19.1 (0.1~36.5) » H.
VLR T 184 (0.3~38.6) » A Th oz, ARBROIEEMREZGH TIX, FKkK 2 FM7T
J AT RGPS N, e, SBGET LIEIRBEREE T, 51210 v AT /2 A~
TEREDPR SN2, LTedio T, ZHERKREH A GO, T A~ T O REGHIRITA 5
F10H A LD,

6.1.11 FE{HIEE
RO I Wt 5 ORI (Addendum 2, frk E - 2off] & A B) THUEL
1= BRI E % BTl i T 5.

6.1.11.1 REUFHERHE
BEFROFEHLR
BRI R A D 21
ECOG performance status D21k,
7 A= THE FEEPUR R OTRGUER) oFRBIR

6.1.11.2 AHMHFF@EIEE
AL T

6.1.11.3 PRO
BPI-SF # W2k b O E W AD A3
PRI a7

6.1.12 #atFi%

HERBGHNIE LT — &7 OfT FiE 2 BT 5,

LAAMEOFHEER 1%, HFEERE GO MM REN CEERKR G L b 1
[[17 ) A= T &5 SNIPERAE) 2 A TRFT L7o, 58 FHROFBIRIT B RIRIHE,
FARRE, BAERE, EEE, MONRBRE & OREMENICRITR L., AEEROS L, BUL Y
U LMSE, ONJ, FHE SO FEEIE, BYE (ABEICE 2 RERIYEL S Te) . Bz
PERESSS, ESBUE & BES 5 fIREMED H 2 B FHFR, 5, MOLMEREOAEERESZ, ik

147



276 BEcxOHBOE LD
T/ AT S5 UX—IKETiE 120 mg

2R LT,

BERRR AL, SRt EL N 7 T —T7 &2 W TERHN L7z, F72. ECOG performance
status A 27 M OFEEMRBEG DO R—2F 1 006 OB ZEH) Uiz, H17 7 A~ THuRE %
BLU-EBREOEELHEH L,

ARERHIE R OFRRIECET, IR OMEHTRISEER] (full analysis set: FAS)  (ARFER T HE(E 2 ()
SNT=FTNTOWERE) 2 MO TER L, EBIESRUS SV D & Lo, AR
Kaplan-Meier 4% U THEMT L 72,

BPI-SF Z Ve b O EVVEAD X 27 R OIHEERE G ON—2 T A > 6 DLEALIZH
T LR ENEIE, PRO MEHTESER (RRBROIEEHRZGEINHAAN LI, IFEEHREEGHT
7 PRO A3 72 < & 1 BIRHM SN BRE) AW TRBEZ L1TnR Lz, Fio, b O EWE
TADA AT PR2IRA 2 b LS LI R OBIE RO b O EVRADA T 34 KA > b
R ZT-WRE OB EETH L, BN & LT, EREEROE L E Y 7 VT —T v E AN
TERM LT,

6.2 HEROER
6.2.1 EREDWER

WelrE ONIR, FEERBZSH CORBRT OB, K OUET L iRBRERFEEO T TR
WZBIN LT A5RE CoORBR T (LB 23 2.7.6.6-1, # 2.7.6.6-2, LUF 2.7.6.6-3 [T,

BFF 2046 4 DWERE H ATRBRITHA AL, 1026 £ 75F ) A~ 7R, 1020 478 L Ry
FREEICHEAES B D I DT, 2D B T1524 (57 A~TRE366 4, L B o U EREE 386
BN _HEMBGMAETET Uic, KRBROIFE RGN AAN SN HRE 1T 667 4 (7
JART ST ) AT 4, YV R/ T ) A THE3424) Tholo, Ao
TP ORE R CIEVEFREICSIN LT WRE X 674 % (T /) A~T /T ) A~ TEE 3454,
SV RaUlg/ T ) A TRE3294) Thol-,

QEMOIEERBE G ZE T LEWBREIL 1944 (T /) A~T /T A~THEM 4, VL
Ne g/ 7 A~ 7100 4) ThHY 399 AR IFFERKE G A IR LT, EaPibmbix,
L (16.6%) . DT (15.4%), KOEEFESL (11.2%) Th-olo,

74y 478 Qi EQAR ) WRTHL (TOAST ST ARTR AL,
YV Ru W/ T AT TR L) MIEERE G AT ThoTe CAREHEEIRE DY 2 F a2
M2 CT /) A~T7 O LT E TG ATRE L 725 X O IR E A H E2 UG, 20925, 714
(T I ART /T I ASTHEA L, YV Ra vk T ) A~ 7R3 4) BSGET LB EE
FEEO T TIRRICSBIL, 7/ A~ TERGEkE L, RRB& TRICSS 4 (T A~T7/
FI)ASTEENB L, SV RavlE/ T ) A TR L) BT ) AT OB A5 T T,
ZOHILRBRANIELIEWREIL164 (T AT /T I)ARTHEIL, SV R/ T
JASTHEIL) Thole, ERPILFEHMIT, AEFS (7.0%). LT (5.6%) . KUYHAD
H#1T (5.6%) Thol,
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276 BALRORBEDELEH

T/AIT ST —7KRTE 120 mg
* 2.7.6.6-1 #WEREDMAER (Full Analysis Set)
(20050136 Double-Blinded and Open-Label Phases)
Zoledronic Acid Denosumab
4 mg Q4W/ 120 mg Q4W/
Denosumab Denosumab
120 mg Q4W 120 mg Q4W All
(N =1020) (N =1026) (N =2046)
n (%) n (%) n (%)
Randomized 1020 1026 2046
Entered to survival follow-up period® 329 (32.3) 345 (33.6) 674 (32.9)
Ongoing in survival follow-up at the 74 (7.3) 80 (7.8) 154 (7.5)
end of DBE"
Entered after completing DBE® 54 (5.3) 67 (6.5) 121 (5.9)
Enrolled OLE 342 (33.5) 325 (31.7) 667 (32.6)
Page 1 of 1

DBE = Double blinded extension; OLE = Open label extension
Percentages based on number of subjects randomized

*Includes subjects who were contacted at least once for survival follow-up status after ending the study.

®Includes subjects who entered in survival follow-up period and were still on-going at the DBE cut-off date 0- ., 2(..
“Includes subjects who entered the survival follow-up period after- ., 2'.

TRERIIT IR 2 K 1-1.1.3 (5.3.5.4-1) 2°651

#* 2.7.6.6-2 HEEDIEDIERH (Full Analysis Set)
(20050136 Open-Label Analysis Data)

Zoledronic Acid Denosumab
4 mg Q4W/ 120 mg Q4W/
Denosumab Denosumab
120 mg Q4W 120 mg Q4W All
(N =1020) (N =1026) (N =2046)
n (%) n (%) n (%)
Randomized 1020 1026 2046
Subjects completed DBE 386 366 752
Enrolled to OLE 342 325 667
Study ended 100 (29.2) 94 (28.9) 194 (29.1)
Ongoing® 32(9.4) 42 (12.9) 74 (11.1)
Discontinued OLE prior to 2 years of 210 (61.4) 189 (58.2) 399 (59.8)
open label treatment phase
Death 58 (17.0) 53 (16.3) 111 (16.6)
Disease progression 58 (17.0) 45 (13.8) 103 (15.4)
Adverse event 36 (10.5) 39 (12.0) 75 (11.2)
Consent withdrawn” 26 (7.6) 22 (6.8) 48 (7.2)
Subject request 13 (3.8) 12 (3.7) 25(3.7)
Other 10 (2.9) 12 (3.7) 22 (3.3)
Lost to follow-up 4(1.2) 3(0.9) 7 (1.0)
Noncompliance 4(1.2) 2 (0.6) 6(0.9)
Administrative decision 1(0.3) 1(0.3) 2(0.3)
Page 1 of 1

DBE = Double blinded extension; OLE = Open label extension

Percentages based on number of subjects randomized and enrolled to open-label phase

*Subjects completed 2-year open-label denosumab and continued under protocol amendment 4b.
®Subject withdrew full consent to participate in study any longer, including long-term follow-up

The EOS data for subject ~ 139* who enrolled to Protocol 4B were included in the data snapshot.
IR A # K 14-1.1 (5.3.5.4-1) 2551
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

% 2.7.6.6-3 HEEHIEDIERH (Full Analysis Set)
(20050136 Open-Label 4B Analysis Data)

Zoledronic Acid Denosumab
4 mg Q4W/ 120 mg Q4W/
Denosumab Denosumab
120 mg Q4W 120 mg Q4W All
(N =1020) (N =1026) (N =2046)
n (%) n (%) n (%)
Randomized 1020 1026 2046
Subjects completed DBE 386 366 752
Enrolled to OLE 342 325 667
Enrolled to Protocol 4B* 31 40 71
Study ended 22 (71.0) 33 (82.5) 55(77.5)
Discontinued 9 (29.0) 7(17.5) 16 (22.5)
Death 1(3.2) 3(7.5) 4 (5.6)
Disease progression 2 (6.5) 2(5.0) 4(5.6)
Adverse event 4(12.9) 1(2.5) 5(7.0)
Other 1(3.2) 1(2.5) 2(2.8)
Consent withdrawn 1(3.2) 0 (0.0) 1(1.4)

Page 1 of 1
DBE = Double blinded extension; OLE = Open label extension
Percentages based on number of subjects randomized in those enrolled to open-label phase
* Subject  140* who received a denosumab injection at open-label Week 101 on-2(. and ended the study on
2(. was not included in Enrolled to Protocol 4B.
ST & Appendix 10 2 14-1.1 (5.3.5.4-1) 2>5 51

164

6.22 HRELER

FEEREGHNCBIN U8 K ORRT L2 1RBR i sl E O T CTIRBRICSIN L 7= kB
DOWEREE R A 2.7.6.6-4 LOFE 2.7.6.6-5 1277,

IEERBG-INSIN LT8R D) 99% 03 LT, ERAFIZAAN (792%) B THY .,
PIERIL 56 T o 72,

AT L7 TRBR ST E O T CIRBRIC SN Lo X2 B & TH 0 . AN 55%, B
RN 34% T o7, VFEFIIT 56 % Th o7,
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

x 2.76.6-4 #HERELEH® (Open-Label Subjects Set)
(20050136 Open-Label Analysis Data)

Zoledronic Acid Denosumab
4 mg Q4W/ 120 mg Q4W/
Denosumab Denosumab
120 mg Q4W 120 mg Q4W All
(N = 342) (N =325) (N =667)
Sex - n (%)
Female 341 (99.7) 319 (98.2) 660 (99.0)
Male 1(0.3) 6 (1.8) 7 (1.0)
Ethnic group / race - n (%)
White or Caucasian 277 (81.0) 251(77.2) 528 (79.2)
Black or African American 5(L.5) 8(2.5) 13 (1.9)
Hispanic or Latino 18 (5.3) 21 (6.5) 39 (5.8)
Asian 6(1.8) 7(2.2) 13(1.9)
Japanese 29 (8.5) 34 (10.5) 63 (9.4)
Other 7 (2.0) 4(1.2) 11 (1.6)
Age (years)
n 342 325 667
Mean 55.9 56.0 56.0
SD 11.5 11.0 11.2
Median 56.0 56.0 56.0
Q1,Q3 48.0, 65.0 48.0, 64.0 48.0, 64.0
Min, Max 24,87 28,91 24,91
Age group - n (%)
<50 years 103 (30.1) 91 (28.0) 194 (29.1)
> 50 years 239 (69.9) 234 (72.0) 473 (70.9)
Geriatric age group - n (%)
> 65 years 86 (25.1) 74 (22.8) 160 (24.0)
> 75 years 19 (5.6) 17 (5.2) 36 (5.4)

Page 1 of 1
N = Number of subjects randomized and enrolled to open-label phase
Age was calculated at the date of randomization

TEBRRIE IR A K 14-2.1 (5.3.5.4-1) 725511
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

* 2.7.6.6-5 #ERELE S (Open-Label Protocol 4B Subjects Set)
(20050136 Open-Label 4B Analysis Data)

Zoledronic Acid Denosumab
4 mg Q4W/ 120 mg Q4W/
Denosumab Denosumab
120 mg Q4W 120 mg Q4W All
(N=31) (N =40) N=171)
Sex - n (%)
Female 31 (100.0) 40 (100.0) 71 (100.0)
Male 0(0.0) 0(0.0) 0(0.0)
Ethnic group / race - n (%)
White or Caucasian 19 (61.3) 20 (50.0) 39 (54.9)
Hispanic or Latino 2(6.5) 3(7.5) 5(7.0)
Japanese 9(29.0) 15 (37.5) 24 (33.8)
Other 1(3.2) 2(5.0) 34.2)
Age (years)
n 31 40 71
Mean 59.2 53.5 56.0
SD 12.0 10.2 11.3
Median 60.0 51.0 57.0
Q1,Q3 47.0, 68.0 45.5,60.0 46.0, 65.0
Min, Max 37,83 30, 86 30, 86
Age group - n (%)
<50 years 9(29.0) 17 (42.5) 26 (36.6)
> 50 years 22 (71.0) 23 (57.5) 45 (63.4)
Geriatric age group - n (%)
> 65 years 13 (41.9) 5(12.5) 18 (25.4)
> 75 years 2 (6.5) 1(2.5) 3(4.2)

Page 1 of 1
N = Number of subjects randomized and enrolled to open-label phase
Age was calculated at the date of randomization
TR T Appendix 10 F 14-2.1 (5.3.5.4-1) 7255

6.2.3 AUHDOHER

6.2.3.1 SHEFHM

R CEEREGHEOIEERE G ZET) ICEF L OB ORI IL. 7
AT ST ) A T EET52.3%(537/1026) . L Rua Uk /T ) A~ 7 EET 51.5%(525/1020)
Thotm, RAEFNRITE SR CEBL CH Y, 24N O Kaplan-Meier HE 7 io> fik
il (95%CD) X, T/ A~T /T /) A~TEET344 5 A (31.5~393), Y v Kkua g/ 7/
A THET342 # A (31.0~37.6) Thoto, £z, BGET LI EMEEZED T TORLTIX
58 (TIART /T I)ASTRE3I L, YV R,/ T A~TH24) Tholz,

6.24 PRO
6.2.4.1 BPI-SF ZAWL\=RL UV EVEADROT

FERBEGHOR—Z2 T A4 VIEORHOEVRAD A 2T OFHE ¥R X, 7/ A
~7/F ) A= TRET3.07 (2.69) KO L Ra g/ 7 ) A~ THET 323 (2.67) Tholz,
FERBEGHO2EMEBL T ROOEWVWFEADAT KUK LD EVFERADR—RAT A
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276 BEcxOHBOE LD
T/ AT S5 UX—IKETiE 120 mg

WHDOEE, T I AT /T ) ASTREEY LV Ra Vg T ) A TRETHEBIL TV e,
K KBERE C ORI ER O & 2 (b O EVFEAD A AT PNR—R T A Link 2 R A
> RULEBEIN) 23FR® DAL BEBRE 1L, W RO 25% R Th o 7o, IEERELGHITH A O
BE (DB OEWVFADATT BRN—=RT A G 2R A v FLERD) 37 & 1 ERR
D ONTWREDEIRL, T AT ST I ASTRHETS0%, YV Ra g/ 7 ) A~ TRET
51% T oTz, Flo, KKERFTOPEEUIEEOROOEWEA GRA L N2l D5
HOLEVIFAD A T) BEED DAV PEERE 1L, WHG-HED 40%AK0h T o7z,

6.242 $EFEEXQT

HERBELEHOR—2F ( VIFOHFIFER a7 OFHE RS 12, 7/ A~7 /7
A<T7HT14 22) KOV Vv R/ 7/ A<T7HT16 23) Tholz, #HERIEARATT
DR—=A T A IS OBACITH R GEET/NS otz (@i 0~04), N—2 T A U EFOHHK
Z AT H 0 XITED o To R E D IIE B G-I IR A E A A ORIy 7 b L7k
B OB IIIEFITIED o7 (5%LLF),

6.25 REMDHER
6.2.5.1 BRI

BRGNS L 75 K OSGT U7 IR BR M FH R O N CIEBRIC SN L 7o feBr
TOIRBRIEORBIRNE R 2.7.6.6-6 L FE 2.7.6.6-7 [T T,

FEMBEEINISMUIERED >, 6524 (T /) AT /T ) A THE3184, Y LR
ayfg/ T ) AR TREBA L) BT ) AT & LR RS S, FFERESHOT ) A~
TIEBHE OHIE (Ql. Q3) k. T/ AT /T I ASTHETI17.6 A (83, 23.0),
LRue vk T A< TRET163 5 H (74, 22.8) ThHhoT=,

KET LI TRBR EREFH R ED FCIRBRICBM LR E D>, 114 (T /AT /T A
~THA0L, SV R/ T ) AR TR 4) BT AT & R EE ST, i
O OWRE COIFEMBEIOT 7 A~ 7TIFEHMO T RAE Q1. Q3) X, T/ A~T7 /T
) A< TRET313 5 A (308, 31.8). YL R g/ 7/ A~7HT313 5 H (287, 31.5)
ThHol,
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

%= 2.7.6.6-6 REREDREIR (Subjects Exposed to Open-Label Denosumab)
(20050136 Open-Label Analysis Data)

Zoledronic Acid 4 mg Q4W/ Denosumab 120 mg Q4W/

Denosumab 120 mg Q4W Denosumab 120 mg Q4W
SC SC
Number of subjects receiving > 1 dose of Denosumab 334 318
Number of months on study®
n 334 318
Mean 15.48 15.88
SD 7.85 7.79
Median 17.33 18.33
Q1,Q3 8.28,22.93 9.30,23.00
Min, Max 0.5,24.3 0.0,24.0
Number of Denosumab doses received
Total number of doses 5222 5120
n 334 318
Mean 15.6 16.1
SD 8.4 8.5
Median 17.0 18.0
Q1,Q3 8.0,24.0 8.0,25.0
Min, Max 1,25 1,25
Number of Denosumab doses received - n (%)
1-3 37 (11.1) 38 (11.9)
4-6 34 (10.2) 26 (8.2)
7-9 30 (9.0) 22 (6.9)
>10 233 (69.8) 232 (73.0)
Cumulative investigational product exposure (months)®
n 334 318
Mean 14.89 15.33
SD 7.96 7.96
Median 16.34 17.59
Q1,Q3 7.36,22.80 8.34,22.90
Min, Max 0.5,23.3 0.0,23.7
Page 1 of 1

* Defined as the time period from the first dose of open-label denosumab to the end of study date or the open-label data cutoff date for
subjects continued to protocol 4b.
® Exposure is defined as the time from the first open-label denosumab dose to the last open-label denosumab dose and adding 28 days.

TEBRIRIT IR A # 14-5.1 (5.3.5.4-1) 2551
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

® 2.7.6.6-7 ARREDREINR (Open-Label Protocol 4B Subjects Set)

(20050136 Open-Label 4B Analysis Data)
Zoledronic Acid 4 mg Q4W/ Denosumab 120 mg Q4W/

Denosumab 120 mg Q4W Denosumab 120 mg Q4W
SC SC

Number of subjects receiving > 1 dose of Denosumab 31 40
Number of months on study®

n 31 40

Mean 30.39 30.81

SD 2.16 1.94

Median 31.31 31.31

Q1,Q3 29.21,31.54 31.08, 31.80

Min, Max 242,323 23.2,32.3
Number of Denosumab doses received

Total number of doses 956 1266

n 31 40

Mean 30.8 31.7

SD 4.1 33

Median 32.0 32.5

Q1,Q3 30.0, 34.0 31.0, 34.0

Min, Max 20, 35 18, 35
Number of Denosumab doses received - n (%)

>24 29 (93.5) 38 (95.0)

>30 24 (77.4) 34 (85.0)
Cumulative investigational product exposure (months)®

n 31 40

Mean 29.76 30.38

SD 3.36 2.97

Median 31.31 31.28

Q1,Q3 28.68,31.47 30.80, 31.77

Min, Max 19.1,32.3 16.3,32.3

Page 1 of 1

“Defined as the time period from the first dose of open-label denosumab to the end of study date.
"Exposure is defined as the time from the first open-label denosumab dose to the last open-label denosumab dose and adding 28 days.
TRBRIRIE & Appendix 10 2 14-5.1 (5.3.5.4-1) 755/

6.2.5.2 EEER
6.2.5.2.1 FEZERDEYN

FHEEREGHNCEIN U -8 K ORRT L2 IRBR i sl E O T TIRBRICSIN L 72 kB
TOHREFEZOENZFK 2.7.6.6-8 LT 2.7.6.6-9 TR,
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

% 2.7.6.6-8 BEEZRNDEH (Safety Analysis Set for Open-Label Phase)
(20050136 Open-Label Analysis Data)

Zoledronic Acid 4 mg Q4W/  Denosumab 120 mg Q4W/
Denosumab 120 mg Q4W Denosumab 120 mg Q4W
(N =334) (N =318)
n (%) n (%)
Adverse events regardless of relationship
All 303 (90.7) 283 (89.0)
Serious 133 (39.8) 126 (39.6)
Fatal 61 (18.3) 48 (15.1)
Leading to study discontinuation 43 (12.9) 46 (14.5)
Leading to investigational product discontinuation 55 (16.5) 48 (15.1)
CTCAE Grade 3,4, or 5 187 (56.0) 165 (51.9)
Adverse events related to investigational product®
All 68 (20.4) 70 (22.0)
Serious 8(2.4) 7(2.2)
Fatal 0(0.0) 0(0.0)
Leading to study discontinuation 19 (5.7) 16 (5.0)
Leading to investigational product discontinuation 26 (7.8) 14 (4.4)
CTCAE Grade 3, 4, or 5 19 (5.7) 11 (3.5)
Page 1 of 1

N = Number of subjects who received at least one active dose of open-label denosumab
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

TRERIIE IR 2 £ 14-6.1 (5.3.5.4-1) 725511

X 27669 HEEZRNDEH (Safety Analysis Set for Open-Label Protocol 4B)
(20050136 Open-Label 4B Analysis Data)

Zoledronic Acid 4 mg Q4W/  Denosumab 120 mg Q4W/
Denosumab 120 mg Q4W Denosumab 120 mg Q4W
(N=31) (N =40)
n (%) n (%)
Adverse events regardless of relationship
All 28 (90.3) 36 (90.0)
Serious 13 (41.9) 13 (32.5)
Fatal 2(6.5) 3(7.5)
Leading to study discontinuation 5(16.1) 2(5.0)
Leading to investigational product discontinuation 6(19.4) 2 (5.0)
CTCAE Grade 3,4, or 5 17 (54.8) 17 (42.5)
Adverse events related to investigational product®
All 11 (35.5) 8(20.0)
Serious 2 (6.5) 0 (0.0)
Fatal 0(0.0) 0(0.0)
Leading to study discontinuation 4(12.9) 1(2.5)
Leading to investigational product discontinuation 5(16.1) 1(2.5)
CTCAE Grade 3, 4, or 5 1(3.2) 1(2.5)
Page 1 of 1

N = Number of subjects who received at least one active dose of open-label denosumab
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

TEERIR TG TR 253 Appendix 10 % 14-6.1 (5.3.5.4-1) 755/
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276 ERDHABROEELED
FI)RTT Y —YJKRTE 120 mg

6.2.5.2.2 EHEER

FEREGEINCBIM LIRS TIX, T/ AT /T 7 A~ TED 89.0% (283/318)

Rua g,/ 5 ) A< TEED 90.7% (303/334) [CHEFRSMREO L, ML A %W‘Jﬁ
FEHEL (T I)AYT /T I ARTE SV Rr g/ T ) A~ THEONR) 13, # D nausea (22.6%

[72/318], 23.1% [77/334]) | #55 fatigue (22.0% [70/318], 22.2% [74/334]) . Je OV HRY% back
pain (20.8% [66/318], 16.8% [56/334]) Th 7= (F 2.7.6.6-10), {GERIE L OBHMEN H 5
LHIESNTZHEERERIT, T /AT /T A THD 22.0% (70/318)., V'L Fa @/ 5
J A TEED 20.4% (68/334) 17O LTz, HEAI X < A ORI L OREM R & 5 &
HESNTEHEERERIT, ONI Tholz (T /AT /T 7 A~ TRE38% [12/318], V'L Knm
VRS T ) A TEES5.4% [18/334]), JV—R3LUEOHEERERT, T OANT T ) AV
THEED 51.9% (165/318), Y L Ka U,/ 7 ) A< T7HED 56.0% (187/334) IZ#B®H HLiv, Lk
LSRN b— R 3 L EOFFEFERIL, Al anaemia (8.2% [26/318], 5.7% [19/334]) .
IR ER B E neutropenia (7.2%[23/3181.3.6%[12/334]) , L ONMEU, K # dyspnoea (6.0%[ 19/318].
4.2% [14/334]) Th o7z,

KET L7 TRBR FEREFHEE O T CIRBRICBIM LT BRE Tk, T/ A~7 /T ) A~ THED
90.0% (36/40), Y L Ru g/ 7 ) A~ TFD 90.3% (28/31) IZHEHELENRBD LI, Hik
WELSAONTEREERER(T /AT /T /AT SV Ra v/ 7 7 A~ 7 FOIR) 1%
%09 back pain (35.0% [14/40], 41.9% [13/31]) , #.L» nausea (27.5% [11/40], 32. 3%[10/31])
F VT diarrhoea (22.5% [9/40], 32.3% [10/31]) THh o7z (3 2.7.6.6-11), JEERIE L ORE
BERD D EHEINTAERERIT, T /AT /T ) A TEED 20.0% (8/40), 'L Kn
WS T ) A TRED 35.5% (1131) IR b, 7 L— R3ILLEOFEFLIL, 7/ A~
7T ) A TRED 42.5% (17/40). YV K VBT ) A~ TRED 54.8% (17/31) 1238805
VB LS Ao 7 b— R 3 L EOFEFEFEZIL, BIMEKBAE leukopenia (7.5% [3/40].
3.2% [1731]), ¥&BYE back pain (5.0% [2/40]. 6.5% [2/31]). KRUOUFHERIHE neutropenia

(2.5% [1/40], 9.7% [3/31]) TH -7,
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276 BALRORBEDELEH

FJAIT

JUY—YKRTEFE 120 mg

£ 2.76.6-10 WINHLDHETHREENSUULTHH-FEER

(Safety Analysis Set for Open-Label Phase)

(20050136 Open-Label Analysis Data)

Zoledronic Acid 4 mg Q4W/
Denosumab 120 mg Q4W

Denosumab 120 mg Q4W/
Denosumab 120 mg Q4W

N = Number of subjects who received at least one active dose of open-label denosumab

n = Number of subjects reporting at least one adverse event

Includes only treatment-emergent adverse events

(N =1334) (N =318)
Preferred Term n (%) n (%)
Number of subjects reporting adverse events® 303 (90.7) 283 (89.0)
Nausea 77 (23.1) 72 (22.6)
Fatigue 74 (22.2) 70 (22.0)
Back pain 56 (16.8) 66 (20.8)
Arthralgia 61 (18.3) 57 (17.9)
Decreased appetite 57 (17.1) 55(17.3)
Anaemia 50 (15.0) 53 (16.7)
Dyspnoea 48 (14.4) 52 (16.4)
Vomiting 54 (16.2) 51 (16.0)
Diarrhoea 71 (21.3) 50 (15.7)
Constipation 38 (11.4) 45 (14.2)
Headache 50 (15.0) 44 (13.8)
Cough 47 (14.1) 41 (12.9)
Asthenia 48 (14.4) 40 (12.6)
Oedema peripheral 37 (11.1) 39 (12.3)
Pain in extremity 45 (13.5) 36 (11.3)
Pyrexia 27 (8.1) 35(11.0)
Bone pain 34 (10.2) 33 (10.4)
Dizziness 30 (9.0) 32 (10.1)
Abdominal pain 31(9.3) 31(9.7)
Musculoskeletal pain 28 (8.4) 29 (9.1)
Neutropenia 19 (5.7) 29 (9.1)
Insomnia 23 (6.9) 28 (8.8)
Chest pain 18 (5.4) 27 (8.5)
Alopecia 31(9.3) 26 (8.2)
Rash 21 (6.3) 26 (8.2)
Stomatitis 20 (6.0) 26 (8.2)
Nasopharyngitis 22 (6.6) 23(7.2)
Thrombocytopenia 12 (3.6) 23(7.2)
Myalgia 11 (3.3) 21 (6.6)
Depression 21(6.3) 20 (6.3)
Mucosal inflammation 13 (3.9) 20 (6.3)
Pleural effusion 24 (7.2) 20 (6.3)
Weight decreased 24(7.2) 20 (6.3)
Ascites 17 (5.1) 19 (6.0)
Pain in jaw 19 (5.7) 19 (6.0)
Urinary tract infection 23 (6.9) 19 (6.0)
Neck pain 19 (5.7) 18 (5.7)
Palmar-plantar erythrodysaesthesia syndrome 20 (6.0) 18 (5.7)
Anxiety 11 (3.3) 17 (5.3)
Neuropathy peripheral 20 (6.0) 17 (5.3)
Pain 17 (5.1) 17 (5.3)
Musculoskeletal chest pain 19 (5.7) 16 (5.0)
Abdominal pain upper 19 (5.7) 14 (4.4)
Osteonecrosis of jaw 18 (5.4) 14 (4.4)
Influenza 20 (6.0) 13 (4.1)
Metastases to central nervous system 20 (6.0) 10 (3.1)
Metastases to liver 17 (5.1) 9 (2.8)

Page 1 of 1

Preferred terms are sorted by descending order of frequency in the denosumab group and coded using MedDRA version 14.1.
* Includes all adverse events, not only those occurring with > 5% frequency

TEERIRIE IR # 14-6.3.17 (5.3.5.4-1) 755/
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

& 2766-11 LWINHODHTHEREN10%ULTH>E-AETER
(Safety Analysis Set for Open-Label Protocol 4B)
(20050136 Open-Label 4B Analysis Data)

Zoledronic Acid 4 mg Q4W/  Denosumab 120 mg Q4W/
Denosumab 120 mg Q4W Denosumab 120 mg Q4W

(N=31) (N =40)
Preferred Term n (%) n (%)
Number of subjects reporting adverse events® 28 (90.3) 36 (90.0)
Back pain 13 (41.9) 14 (35.0)
Nausea 10 (32.3) 11 (27.5)
Diarrhoea 10 (32.3) 9(22.5)
Fatigue 7 (22.6) 9(22.5)
Headache 7 (22.6) 9 (22.5)
Oedema peripheral 6(19.4) 9 (22.5)
Arthralgia 8 (25.8) 8(20.0)
Cough 7 (22.6) 8(20.0)
Nasopharyngitis 8(25.8) 8(20.0)
Alopecia 5(16.1) 7(17.5)
Dizziness 4(12.9) 7(17.5)
Pain in extremity 6(19.4) 7(17.5)
Pyrexia 2 (6.5) 7(17.5)
Vomiting 8(25.8) 7(17.5)
Rash 3(9.7) 6 (15.0)
Stomatitis 3(9.7) 6 (15.0)
Bone pain 13.2) 5(12.5)
Insomnia 4(12.9) 5(2.5)
Musculoskeletal pain 6(19.4) 5(2.5)
Myalgia 1(3.2) 5(12.5)
Abdominal pain 4(12.9) 4 (10.0)
Constipation 3(9.7) 4 (10.0)
Decreased appetite 4(12.9) 4 (10.0)
Depression 1(3.2) 4 (10.0)
Hypertension 4(12.9) 4(10.0)
Mucosal inflammation 0(0.0) 4 (10.0)
Neuropathy peripheral 309.7) 4 (10.0)
Oropharyngeal pain 2 (6.5) 4 (10.0)
Palmar-plantar erythrodysaesthesia syndrome 309.7) 4 (10.0)
Periodontitis 1(3.2) 4 (10.0)
Peripheral sensory neuropathy 1(3.2) 4 (10.0)
Toothache 6(19.4) 4 (10.0)
Abdominal pain upper 4(12.9) 2(5.0)
Dyspnoea 4(12.9) 2(5.0)
Influenza 6(19.4) 2(5.0)
Neutropenia 4(12.9) 2(5.0)
Urinary tract infection 4(12.9) 2(5.0)
Weight decreased 4(12.9) 1(2.5)

Page 1 of 1

N = Number of subjects who received at least one active dose of open-label denosumab

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 15.0.
* Includes all adverse events, not only those occurring with > 10% frequency

TR IR 27 3 Appendix 10 3 14-6.3.17 (5.3.5.4-1) 7>6 5[}

6.2.5.2.3 HEOPILICE--AEER
FERBEEINCSIMUTWRE TIX, T/ AT /T ) AT D 145% (46/318), V'L
Ru g/ 7 ) A< 7D 12.9% (43/334) ICRBROFILICE > TEHEFRAIRBO LN, &

BRRBOPILICESTEEERRII, T /AT /T ) A THD 6.6% (21/318), ¥ L Kn

159



276 BEcxOHBOE LD
T/ AT S5 UX—IKETiE 120 mg

VST AR TERED 6.0% (20/334) 1ZERD BT,

KET L7 TRBR FEREFTH R E O T CIRBRICBIM LT-RE Tk, T/ A~7 /T ) A~ THED
50% (2/40), YL Ra g/ T ) A= THED 16.1% (5/31) ICRBROTIEICE - - A EERN
R BT, BERMRBOPILICE ST HAEFRIL. 7T ) AT /T ) A~ THD 0% (0/40) |
YU Ravlg/ T ) A TRED 6.5% (2/31) IZERH LT,

6.2.52.4 BRBREOBRSDPIEICEAEER

FERBEGHNCSM LT BRE T, T/ AT /T ) A~ THO 15.1% (48/318), V'L
Ra g/ 7 ) A< TRED 16.5% (55/334) ITIEBREED R G HILICE > e A EFLNRO b,
WIS RONTER (T ) AT /T ) AT LV Ravig/ T ) A~ 7 HOIA) 1%,
ONJ (2.2% [7/318], 4.5% [15/334]) K OMREIEFLIE breast cancer metastatic (0.6% [2/318],
1.5% [5/334]) Tholz, BERIBBREORGPIICESTAERERIL, T /AT /T A
~THED 6.0% (19/318), Y L Ru g/ 7 ) A~ THED 7.8% (26/334) I1ZiRDH HiL, HEg
I RONTZIRBE L OBENENH 5 L HE SN EERIEREOR G HILICEST-HES
B (T I)ART /T )ASTEE, YL RaUlg/ 7 ) A~ 7HOIE) 1X. B breast
cancer metastatic (0.6% [2/318], 1.2% [4/334]) KU ONJ (0.6% [2/318], 1.2% [4/334]) T
HoTm,

KET L7 TRBR FEREFH R E O T CIRBRICBIM LT-BRE Tk, T/ A~7 /T ) A~ THED
5.0% (2/40), YL Ra Wt/ 7 ) A= TRHED 19.4% (6/31) ([TIRBREOF G-Ik E - A%E
FENBO LN, 24U LICROONTFG (T VAT /T ) ASTE, YV N/ 7
J A= TEEDIR) X, ONJ (2.5% [1/40], 6.5% [2/31]) Th-o7-, EERIAFIEOEKE LG H I
WCEBSTERERRI, T /AT /T ASTEHD 0% (040), V'V K @i,/ 5 /) A~ 7#
D 9.7% (3/31) T biT,

6.2.5.2.5 RICE->-HEER

FERBEGHNCSM U BRE T, T/ AT /T ) A~ THO 15.1% (48/318), V'L
Ke g/ 7 ) A~ 7RO 18.3%(61/334) IZHICE > T HEFRNRD L (F 2.7.6.6-12),
FICEST-HEFRDLL N, WADOHEITE OBLENH 5 FLTH Y | GBI & O BEMEN H
% EHE SN FERIIFBO DR oT2,

AT L7 IRBREM R EEO T CHRERICBIM LR E ClX, 7/ A~7 /T ) A~ THD
7.5% (3/40), YV RKa g/ T ) A~ THD 6.5% (2/31) IZHICEST-HEFLZIEO LN
oo TNODOHEL (T /AT /T AT, YV Nu it/ 7 ) A~ 7HOIR) 1%, T
% metastases to liver (2.5% [1/40], 0% [0/31]). MERA4 respiratory failure (2.5% [1/40].
0% [0/31]) . BRETHHFRFE 2 soft tissue disorder (2.5% [1/40]. 0%[0/31]) . #5f&M:FLJ# breast cancer
metastatic (0% [0/40], 3.2% [1/31]), K OWKIMSEMES =~ 2 septic shock (0% [0/40], 3.2%
[131]) Thotz, IRBRIE L OBENENH D L HE SN FRITRD bNRh o T,

160



276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

K 2766-12 RITE-FAESR
(Safety Analysis Set for Open-Label Phase)
(20050136 Open-Label Analysis Data)

Zoledronic Acid 4 mg Q4W/  Denosumab 120 mg Q4W/
Denosumab 120 mg Q4W Denosumab 120 mg Q4W
(N =1334) (N=318)
Preferred Term n (%) n (%)
Number of subjects with fatal adverse events 61 (18.3) 48 (15.1)
Hepatic failure 9(2.7) 6(1.9)
Breast cancer 3(0.9) 5(1.6)
Breast cancer metastatic 5(1.5) 5(1.6)
Sudden death 3(0.9) 4(1.3)
General physical health deterioration 5(1.5) 3(0.9)
Hepatic function abnormal 1(0.3) 2 (0.6)
Metastases to liver 5(1.5) 2 (0.6)
Multi-organ failure 0(0.0) 2 (0.6)
Respiratory failure 2 (0.6) 2 (0.6)
Brain oedema 0(0.0) 1(0.3)
Cardiac arrest 2 (0.6) 1(0.3)
Cardiac failure 0(0.0) 1(0.3)
Disease progression 0(0.0) 1(0.3)
Dyspnoea 0(0.0) 1(0.3)
Encephalopathy 0(0.0) 1(0.3)
Febrile neutropenia 1(0.3) 1(0.3)
Hyperbilirubinaemia 0(0.0) 1(0.3)
Hypotension 0(0.0) 1(0.3)
Jaundice 0(0.0) 1(0.3)
Metastases to central nervous system 6 (1.8) 1(0.3)
Metastases to meninges 2 (0.6) 1(0.3)
Metastases to peritoneum 0(0.0) 1(0.3)
Myocardial infarction 0(0.0) 1(0.3)
Post procedural haemorrhage 0(0.0) 1(0.3)
Sepsis 1(0.3) 1(0.3)
Vaginal haemorrhage 0(0.0) 1(0.3)
Acute respiratory failure 1(0.3) 0 (0.0)
Cachexia 1(0.3) 0 (0.0)
Cardiogenic shock 1(0.3) 0 (0.0)
Death 1(0.3) 0(0.0)
Gastric haemorrhage 1(0.3) 0(0.0)
Gastrointestinal carcinoma 1(0.3) 0(0.0)
Hepatic necrosis 1(0.3) 0(0.0)
Lymphadenopathy 1(0.3) 0(0.0)
Lymphangitis 1(0.3) 0 (0.0)
Metastases to lung 2 (0.6) 0 (0.0)
Metastatic neoplasm 1(0.3) 0 (0.0)
Performance status decreased 1(0.3) 0 (0.0)
Pleural effusion 1(0.3) 0(0.0)
Starvation 1(0.3) 0(0.0)
Systemic mycosis 1(0.3) 0 (0.0)

Page 1 of 1
N = Number of subjects who received at least one active dose of open-label denosumab
n = Number of subjects reporting at least one adverse event
Includes only treatment-emergent adverse events
All deaths due to disease progression may not be included.
Preferred terms are sorted by descending order of frequency in the denosumab group and coded using MedDRA version 14.1.

TEBRA T 2 2 14-6.3.7 (5.3.5.4-1) 705511

6.2.5.2.6 BEELEEER
HERBEGHNCSIN U ERE T, T/ A~ 7 /5 ) A< 7D 39.6% (126/318). V' L
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

Rua g/ 7 ) A< TEED 39.8% (133/334) ICHERAFFRBRO LI, ML D
NIEFR (T AT /T AT, YV Ra v,/ 7 ) A~ TEOIR) 13, FHAHRRER
% metastases to central nervous system (1.9% [6/318], 5.1% [17/334]). JHA4 hepatic failure

(2.5% [8/318], 3.3% [11/334]), K O/K pleural effusion (2.8% [9/318], 2.7% [9/334])

Th-oTo (& 2.7.6.6-13),

KET L7 TRBR FEREFHEE O T CIRBRICBIM LT-BRE Tk, T/ A~7 /T ) A~ THED
32.5% (13/40), 'V RKu g/ T ) A~ 7RO 41.9% (13/31) I[CHERAEFRIRD LI,
WL RONTRER (T ) A~T /T ) ATV Ra v/ 7 7 A~ 7 EOIR) %,
HAX X R #AFS metastases to central nervous system (5.0% [2/40], 0% [0/31]) . #LJ#& breast cancer

(2.5% [1/40], 3.2% [1/31])., #5L%% cellulitis (2.5% [1/40], 3.2% [1/31]), M/K pericardial
effusion (2.5% [1/40], 3.2% [1/31]), & OONJ (0% [0/40], 6.5% [2/31]) ToH -7,

& 276.6-13 WINIDETEREN 1% ULTH-EELGHEER
(Safety Analysis Set for Open-Label Phase)
(20050136 Open-Label Analysis Data)

Zoledronic Acid 4 mg Q4W/  Denosumab 120 mg Q4W/
Denosumab 120 mg Q4W Denosumab 120 mg Q4W
(N =334) (N=313)

Preferred Term n (%) n (%)

Number of subjects reporting serious adverse events® 133 (39.8) 126 (39.6)
Anaemia 6 (1.8) 11 (3.5)

Pleural effusion 9(2.7) 9(2.8)
Abdominal pain 4(1.2) 8(2.5)
Dyspnoea 5(1.5) 8(2.5)

Hepatic failure 11 (3.3) 8(2.5)
Vomiting 7(2.1) 8(2.5)

Breast cancer 4(1.2) 7(2.2)

Breast cancer metastatic 6(1.8) 7(2.2)
Dehydration 2(0.6) 6(1.9)
Metastases to central nervous system 17 (5.1) 6(1.9)

Nausea 5(1.5) 6(1.9)
Asthenia 3(0.9) 5(1.6)

Febrile neutropenia 4(1.2) 5(1.6)

General physical health deterioration 8(2.4) 5(1.6)
Hypokalaemia 0(0.0) 5(1.6)
Metastases to liver 7(2.1) 5(1.6)

Ascites 2 (0.6) 4(1.3)

Disease progression 1(0.3) 4(1.3)

Fatigue 3(0.9) 4(1.3)
Osteonecrosis of jaw 4(1.2) 4(1.3)
Respiratory failure 3(0.9) 4(1.3)

Sepsis 1(0.3) 4(1.3)

Sudden death 3(0.9) 4(1.3)

Page 1 of 1

N = Number of subjects who received at least one active dose of open-label denosumab

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 14.1.
* Includes all serious adverse events, not only those occurring with > 1% frequency

TBERIRIE IR # 14-6.3.2 (5.3.5.4-1) 72651
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276 BEcxOHBOE LD
T/ AT X —UKRTE 120 mg

6.2.5.2.7 TOMDEZELEESRER

AEFGO I B, KBV U AMSE, ONI, FEELUSNOFEE, BIE (APLIZE D R E R
YUiE & &te) . HTRES VMRS, REUE & BE T S rREME D H 2 A EFHG, B, KO
MEREOFEERIZONT, FHFNTED, HEBNZERH L,

6.2.5.2.7.1 EAHILD ™ LILAE

IFERBEGINCSM LI BRETIL, T/ AT /T ) A~ THO 3.8% (12/318), Y L K
a WS T ) A TRED 2.7% (9/334) [ZIEX AT AMIERTRO STz, Db 124 (5
JART ST ) AR THRAL Y VR g/ T ) A THAL) X BIOROFEB Th -7z,
TIART )T ) AR THOALK O V Ra g/ T ) A THO 2412V T AOFK
W& G- 03 Tz, EERIKANV T AIETT ) A~T /T ) A~ TRED 3 412580 b,
RBRPEICE SR N T AJEIXT ) A~T /T ) A< TEO 1 IR LIz, FEICE
STARTI NV T AMJEITERD Hi7e o7,

KR L7 TRBR EREFHEE O T CIRBRICBIM LR E Tk, 24 (T /AT /T I AT
14, Vv R ey / 7/ AT 1 4) IRV T AERS 1 BERD bz, 7/ A
YT T AT TRED 1 BT AN T DOFNRNE G DT, BERE LT T AMUSE
RO LT, WRBRPIICE S TZAK D V> T AMJE LB b o T,

6.2.5.2.7.2 ONJ

FERBGINCBM LR E I, T/ AT/ F 7 A~ T 63% (20/318), YL K
v kT ) A TRED 5.4% (18/334) MMNTHIEZRBERITE Y ONJ L HESNzZ, 209
L TIAST T I)AXTHO 9L LNV R Vg, T ) A~ 7O 16 41X, Pk, 0
e AR R, ROWAHEBOMEH, IIZoWnTrindbo, Zorb 164 (K 84) IX
Pt T o7z, ONI EHESNI-WRFED S B, 14 LIS FHARARECTH D | RIFIERE (D
PENBEG, FIAEMBEO®RE R E) MTbivic, SMHEREZZ T 72 24 H 2803, REZRIE
B (EERE, AlEYIFR, RORME) THh-o7=, ONJ & HIE S i g o HiE BB O g5k
FHIL, 7V —FR4aB 14, ZL—FR3IN8AN, FL—FR2n 164, ZL—K1MB 134T
bole, ZL—RN40fERE ( 123* ) 1T, 190t (Vv ke @/ 7 ZA~T7k)
THY, ONJ LHESINTZ 2 » ARIZIWRBOMEITIC L VIELE L7223, ONJIZ K D ABEiE7e <
JL— R4 ESEENTZHEBIISETE R o7, ONJ LHESNIWRED I B, T ) A~
T/ TI)ARTREHEO N LK Va7 ) A~ 7RO 15470 ONJIZ X D iR
Hahik Uiz, T/)AT /T ) ASTRO YLK NV Ra Uik T ) A~ 7D 3 41
RO R G Ak Lz, 2 =] A ARRT. T AT ST AR TRO 24 RO
VRavEg/ T ) A TR 5 40%, BIiE SHE SR,

KET L7 TRBR FEREFTH I E O T CIRBRICBIM LT-WBRE Tk, T/ A~7 /T ) A~ THED
2.5% (1/40), YV Ru g,/ 7 /) A< 7D 12.9% (4/31) 2MVESCHIERESICL Y ONJ &
HIE STz, ONJ EHIE ST 5 A RED, FEREBANHE, NEFERNR, LOHWFHELEE
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276 ERDHABROEELED
FI)RTT Y —YJKRTE 120 mg

DA, XITZOWTIrBREmSI, 20 b4 (VL Ravl/ 7/ AT 44) 1%
Pt CTdh o7z, ONJ LHESNIWRFED S B, 4 L IIHNFHERAZE CTH Y | RIFEHIEHE (D
FENTEE. SUAEMBEORERE) Thole, SMHERES T 14 (T /AT /T ) A=T
B 13, REMRARHEE (BERE) Thotz, ZL—R3ULOFERIFEDOLNT, /'L
—R2M24, ZJV—R1B34Thole, EEZRONI T 24ITHRDHN, ONJ LHIESH
= s BN iEREOg S 2 Ik L o0 ] A AR TS ARERREE TH - T,

6.2.5.2.7.3 HELUSND BRI
YV Ru /T AR TREO 14 (BERE 124% 0 WET LSRRI RN B E O T
BRICSIN L7 ing) (ERBOLAEDOFEILDRD b,

6.2.52.7.4 R

FERBEEINCBIM LI BRE TIX, T/ AT /T 7 A~ TEO 42.5% (135/318)

Na iR,/ T ) A~ TRED 40.4% (135/334) | TIREYSIE SR wgmtow&m;<ﬁ%mt$
%(7/1v7/7/xv7#\VVFD/M/T/XV7H®@)i\ﬁWQﬁ
nasopharyngitis (7.2% [23/318]. 6.6% [22/334]) | JR¥&IE&YY urinary tract infection (6.0% [19/318],
6.9% [23/334]). RO > 7L influenza (4.1% [13/318]. 6.0% [20/334]) Toh -7,
FBERBYIEIL, T AT /T ) A TEHD 6.9% (22/318), V'L Ku /5 ) A~ THE
D 3.6% (12/334) IZEEOHHIL, KB EXS AONIFER (T2 AT /T ) ASTHE, VL
Nua kT ) A~ TEEONE) 1. %mrswm(Jwame 0.3% [1/334]) K%
pneumonia (0.6% [2/318]. 0.6% [2/334]) Th o7z, KEREYIEX, T/ AT /T ) A~
TRED 2.8% (9/318), YL R it/ T ) A THED 2.4% (8/334) T3 b, HIE/R LG
BYYIEIL, T A~T /T ) A< TREED 09% (3/318), YL Ku g/ 5 ) A~ TRED 0.3%
(1/334) 1T BT,

KET L7 TRBR FEREFHEE O T CIRBRICBIM LT WBRE Tk, T/ A~7 /T ) A~ THED
52.5% (21/40), V'V Ra g/ 7 ) A~ THED 64.5% (20/31) (TJREYLE 35 b%ntom@
MESRONTEFER (T /AT /T ) ASTE, YV Ra Ui/ 7 ) A~ 7 HOIE) 1%
MHEEZ nasopharyngitis (20.0% [8/401. 25.8% [8/311), A > 7 /L= ¥ influenza (5.0% [2/40].
19.4% [6/31]). K OVREEIEYY urinary tract infection (5.0% [2/40]1. 12.9% [4/31]) ToH 7=,
FEERBYIEIL, T AT /T ) A THD 15% (3/40), YV ka5 ) A< T
6.5% (2/31) IZFBOHIL, TNOLDFER (T /) AT /T I AR TH, Vv Ravg/ 7/ A
~ 7REDNE) 1, K cellulitis (2.5% [1/40]. 3.2% [1/31]). FLFAEE; anal abscess (2.5%
WMJWMMH)%%pmmmmuwMMM(mﬂmﬂ)&w%mf@yayﬁwmc
shock (0% [0/40]., 3.2% [1/31]) Th o7z, RIGEIIEL, 7/ A~ T /T ) A~ THED 5.0%
(2/318), V'V Ru Uik /T ) A~ THED 12.9% (4/334) \ZF8® Hiv, HEEE 72 R WIYLE X
2%(?/zvf/?/xvjﬁl%\YVFmVM/?/xvfﬁl%)_mw%mt%%
2% cellulitis TH o 7=,
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276 BEcxOHBOE LD
T/ AT S5 UX—IKETiE 120 mg

6.2.5.2.7.5 HHRR R EMEES

IFEREGHICBIM L TEBRE T, T/ AT /T ) A~ THD 0.6% (2/318), YL R
vUBRS T AR TRED 03% (1/334) (SHHUSESMEMEEE B0 bz, T/ A~T /T
AR TEED 240%, 7 L— R 3 OB renal cancer (ffk¥E 125 ) KOV L—FK 1D
FZJEAMGMAZHEE squamous cell carcinoma of skin (#¢5rE  134* ) THO, YL Fr R/
T AR TRED 1 4137 L— R 3 OFRHEHE germ cell cancer (#52F%E 126 ) Tho7o,
1RBRIE & OBIHMEN D 5 L HIE SN FREICE - T FGUT R o T,

BGET L7 1RBR E R FHmZE O T TIRBRIC SN L 72953 Tk, Frllros e ISR 18 b i
ol

6.2.5.2.7.6 BBYELEET HAREMEDHLIEEER

FERBEGHNCSM LT BRE T, T/ AT /T ) A~ 7O 16.0% (51/318), V'L
Na Wi/ 7 ) A THD 16.8% (56/334) (TBHUE & BE 32 rIREMED & 5 A FEFRFRD
BT, HEZMREUE L BT S EM O H 5 A EFFLII 2 4RO b ERE  127*
(T A7 /7 A~78) X, 314 BH (BEDT ) A~ T7HENPH20H) IT7L—FK3
D FEFE 72 bronchospasm 72358 L. 5 HZIZRIE L7z, AEGUIIRERIE & o BNV X6 E Sz,
el 135% (Vv Ruarlg/ 7 A<T78) X, 20 HE (HEEDOT ) A~ T7EENS
20 H) 127 V— K 3 OEERIWEUE hypersensitivity (7 L /LX — & allergic reaction) 7235
BlU7, M ix, HE PRICRENREL L, FERELH R HIZEZ K UE O 7= ARt
L., FHRB%ESHBILZL— R 1 OFEG L7, KERT, FRE (T /7 A~7) KO
carbamazepine & DBEMED B 5 & E S, ABRAHFIE LT,

KET L7 TRBR FEREFH O T CIRBRICBIM LT-BRE Tk, T/ A~7 /T ) A~ THED
30.0% (12/40), V'V Ka g /7 ) A~ TEED 22.6% (7/31) (ZH@EUE & BES 2 ol gErE 0 &
LHEEZPRD NI, EERFL, BREORLGTILICE - FR ITRBREE & OBE
PN D LHE SN FRITEO b oT,

6.252.7.7 BTE2

IFERBEGINCSM LI BRETIL, T/ A~T /T ) A~ THO 3.8% (12/318), YL K
ayfES T ) A TRED 3.9% (13/334) 2B R0 bivlz, EEREGCIEREDO K G|
IEICESERGUIRD SN oTe, T/ A~T /T ) A~ THO 2 £ IZIRERIK & OB
b5 EHESNTZFRPFEO T,

T L7 IR EM G E O T CHRERICBIM LR E ClX, T/ A~7 /T ) A~ THD
10.0% (4/40), V'V Ka R/ T ) A~ TEED 9.7% (3/31) \ZIIB 05880 Hivi-, EERFS,
TRBRIED B G- IEICE o 7o FR | UTIRBRIE & OB B 5 & HE SN FRUTRD b
Moz,
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276 BEcxOHBOE LD
T/ AT X —UKRTE 120 mg

6.2.5.2.7.8 DI EEE

HEERBEGHNCSI LB Clid, s8BRIRGEEO [IEREE cardiac disorders| 1Z7%%
TOAEEFGROEERAERERIL, T /AT /T ) A TRHD 9.4% (30/318) & 112.8%
(9/318) . /v%m/&/f/xv7ﬁ®6wsumw)&olwawmw)_M@%mto
BRI TIEFEE vascular disorders) (234N T 5 A EFEHFL KR OEERAEFELIL
AT ST ) AR THED 192% (61/318) KN 1.6% (5318), YV Ku Vg 7 7 A~ T7#E
D 13.5% (45/334) KON 1.5% (5/334) T8 BT,

RT L7 TRBR FEREFHE O T CIRBRICSIN L7985 T, SRERIRED TigREE
cardiac disorders | |ZFX M T A2 EFGKROEERAEERGIL, 7/ AT /T ) A THO
10.0% (4/40) }U85.0% (2/40), V'V Ra B/ 7 ) A< 7D 6.5% (2/31) K13.2% (1/31)
RO BTz, B BIRSFEO &S vascular disorders) (ZRE4 T 2 HEFL KL ONEE
BEHBL, T AT T ) A TRED 22.5% (9/40) 0% (0/40), V'L Ko g/ 5
) AR TEED 22.6% (7/31) kr6.5% (2/31) IZRD BT,

6.253 BT/ A THREOHERERR

HERE GBI LB THLT /) A~ 7RO BREOF B A2 BT L7 630 4D H b,
e PURSIE 2 7” LT #BRE 13 3 40 PRIFURIGIE 2R L 72 RE 1TV e o 7o, RS HUA
BEPEA R LT #BRE 1Z, 2 0% OPERL TREIURRRIETH Y | 517/ A~ 7 HRDREIX

—WEDO LD THolz, TNHDOWRE BT, T/ AT ORENT 1 7 7 A MTKT 5
AR b o T,

T LB EM R E O T CIRBRICSIN L CHT / A~ 7 HiRO BB OF %
BEt L2 71 4D 5 6, fEGHURBMEZ R L7ogdBEid 14 (505 HH) T, stk 2
R LR RN dh o 7o, MR 13, £ OB ORERE R TREGIURRETH Y | #?/
A THUROREBUI—BEDO DO THY T ) A~ T OREM,ET 07 7 4 WMk 2 2L
O LRI,

6.2.5.4 GRRE(E

HERBGHNTSIN L 7R B Tl i 7 V7 X UAHIE V> T MER VY EOR
THRRD LI, MIET VT I UHIEI AT T MEDIR TITRE (RX—ZF A b DELHED
HREIE 2%LL ) Thotz, ZL—R3DMET VT I UHIEA LY T LMEOK TIEERD &
T, L= RA4DMET VT I UHEI N T MEDIK THRERED 1 4R D LR, 7L
— R3DV VMEDIKTIX, T/ AT /T ) A< THED 2% (7/318), YL K@/ 5 ) A
~ T HED 4% (12/334) 1T B, ZL— R4 DY AMEOIK TITREO b hnotz, 01
DEFRBRAEEIZ DOV T, W ORGHE T HInRER G L BE L R~ 2T80 bhikno 7o,

6.2.5.5 ECOG performance status
FEEREGINISIIN LR F M TIL, ~X—R T A VD ECOG performance status 73 0
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276 BEcxOHBOE LD
T/ AT X —UKRTE 120 mg

DWBRE DEIENL. T ) A~T /T ) AT EHT58.9%., Y L RKu g/ 7 ) A~ 7T 51.8%
ThHYH, X—RTF A D ECOG performance status 2% 1 O#ERF OEIE X, 7/ A~T /T /
A TRET37.5%, YV Ra g/ 7 ) A< TRET 42.9% Ch - 7=, ECOG performance status
DIRRMEDN—=ATA VLR L ThoTeREN I LA EThHST (T ) AT /T ) A~
THE802%, YL Ka g/ T ) A~ THE79.1%) , ECOG performance status O f BEAE 23— A
FGA UL U THoT-WRE DRI, T/ AT /T ) A TRET 59.0%, VL Fa g
ST A THET 58.5% CT&H Y . ECOG performance status DFEAENR— R T A VEEND 1 1
MUT=BE DB, T AT/ F ) A TRET269%., YL Ra g/ 7 ) A< THET
303% CTH o7z,

6.3 #Eim

AR OIEGE LG W B8 2 H T 2 TIEEFICT / A~ 7 120 mg Q4W TR T
Beh Lic b OB RG Ch oo, KRBROT /) A~ 7 O RFEEEHH (CHEEmEK
SR OIEERBZ G 25T IR TSETH-o, IFEREGWIR T, H-reaett ko
HRITRRD BN Do T BNV U MIEL, 7/ A~ T /T ) A~ THED 3.8% (12/318)
SV Rua ST ) AR TRED 2.7% (9/334) TR b, IEEREGHIC ONT LHIES
WREOEISE, T AT ST ) AR TEET63% (20318), YL Ru /T ) AT
BT 5.4% (18/334) Th v, ARBHIHT (CHEMBREH R OIFEREKEGHZET) TIX
TI)ART ST ) AT THET 4.7% (48/1020), V' LV Ku kT ) A~ T7FT 3.8% (38/1013)
Tholz, TNHLOHEFEFLOREIEIGIT, —HEREGHICRE ST TOWIBRIE (7 2
~ 7 IV Ra @) b b, FEELL e, ARBRBIRT (CHEERE S RO
BB EED) OREFHML, T/ AT ST ATRES VR VBR T ) AT
BECHLIL Tue,

N4 (TIART /T I ASTHAL, YV Rusig/ T 7 A< T3 4) 52 EMO
HERWZET L &G L7 IR EM G EED T CIRBRICSIN L., T/ A~ TG 2k LT,
ZORFT ) AT OEFMEIIMRRL TH Y Fic e Lt EOMLITRRD b d o7,
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276 BALRORBEDELEH
=,225 S UX—YETE 120 mg

7. &BR 20050103 (EIFR¥#£REE Il AR, BAZEF G . FEREREHY (B
FEM)
BEBEZAT 2HRNVE L ARNISHEORNIEERE 2R E LT /) AT OV L Fa Ui
(Zometa®) f FRMEVEZ (L — 5 B IR 26 Jit 3R] L sk B
............................................................................ f@fﬂ%‘é% 5.3.5.4-2

71 HEAEOBME
711 REEXEED

B

7.1.2 RERENEEEKLE
I . . 155 fiz (52 5 %)

7.1.3 FEREMA

2] = A | B CEERB S IR OPHE AN ST H) ~2012 42 A B Ok
B OWERE OIFERZ W T H)

AikBR D " HERKR G ORRIX, T ~—2 SRE ([CMT 2 HEEEHIR LT,

714 BFEOI7I—X
& 11 AH

715 H®

7.1.5.1 FHWM
BB A AT 5HR/E O ARIREO RIS B 2 xt5 & LC, #E SRE (RIIET, &
~OTSFFRIRE DR PERAAROMER b & te], BICkT 25BALE, I3AFHT8)
KRFETCOMBIZONWT, T/ AT DY L R U @Bloxtd LML REIET 5,

7152  EIXRE®
#)la] SRE HEH £ TOMRIZOWT, V'L Ra U BBICHT DT ) A~ 7 OEENE &2 HREE
T2,
AR OWIIEILARE OO SRE J8BLE CTOMIM (ZEA X MEHT) 220 T, YL Fry
BRIZxt3 2T 7 A~ 7 OEBEZRGET 5,
YU RarUigEMRE LT, T AT OREER OBEEEZ MG 5,

FOMo B, T 2 —/ 53542 (JRBRIGHRESE) (TRT,
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276 BEcxOHBOE LD
T/ AT S5 UX—IKETiE 120 mg

71.6 RERAE
ARETIE, BEBEHTHHRNVE L RSEORN M EERE Z G LT, T /AT VL
Ko Ufgz e 5, F I, BEAL, “EER, EEGHE, EREFRRBROIEERES
WORERZFLHT 5, HFERBRLGH T, T _XTOWRENT ) A~TOR5%2% 7 (&
BEREGHTIE, BRTICTHEBRE LN T OREREO W TILITEERIZE 0 17 b)),
Q4W T, 7T/ A7 120mg DE FHELG ROV L Ra U BOT 72 ROEIRNE S %217
I (T ATERD)
Q4W T, T/ AR T DT T ERDETHEE/R R L R U fEdmg (N—ZXF 1D
CrCL 7% 60 mL/min BA F O#ERFE TlL, xticd 5 CrCL fiiiE&R G- &) OFFIRNIR G- 217
IEE (VU Fu )

ARERIART . BRI E LY T AE (T VT R AHIEITE VY T AME > 2.9 mmol/L
X% > 11.5mg/dL, HDHVIH LS T AA F B > 1.5 mmol/L) HAFRD HIRWVERY | Ly
75 500mg LLEKRONE X I D400IU PLEEHHRMAT D Z & 2m < HELE L 7=,

B RO FEMNT T, L Ra UBRICKT 57 ) A~ 7 OEBMEN R ST/,
Z D% QAW TORM Z ki th DT N TORERE 1L, 2 FEMUTT / A~T R Efidahbd £ T
DWTNNRNWEEEET, EEMRTICTT / A~ 7 120mg % (4W TR F&EEE2ZITbh 5
Tl L, EEEROTF = a EEE R T O EMEERER T, ARG 5 I
(20050103) (T T EMBEGWNEN STz, KEKROTF = aLMETII, BHRYROZEEIC
E 0 IRBREREHEE (20080540) & MW TIFEMRBEGWIN Eli STz, IEERFEG N
A SN2 DN T BRE I Z DOV T, B T COIRBRIE DRI 55 2 M OBI AR
VINESY TR 4V

e G, TRBRIEM T T L2 E I 22 MR ©, A EHAR, IIKMAEM, SRE
(RBRERERNIC X 28H5E) . SRR3R GUEEOEH A2 ETe) . Hi7 / A~ 7HEDREE, kO
PRO (BPI-SF) Z&¥ii L7z,

R TV A &K 2.7.6.7-1 1R,
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276 BEcxOHBOE LD
T/ AT X —UKRTE 120 mg

X 2.76.7-1 RETHqI 2

denosumab 120 mg SC
+
E placebo IV over 15 minutes 7
™ Q4w | 4

S N 2 5 Yes "2 | denosumab End of

c R (n=935) t 120 mg SC |—» Study

R (0] h Q4w

E L —

E L L N Benefit:Risk

N M “ positive?

I E placebo SC E End of 2-Year

g ¥ & N I—» Study |—» Follow-up

Zoledronic acid 4 mg IV T No
over 15 minutes I
Q4w
(n=935)
Open-label Treatment Phase OR
Screening Blinded Treatment Phase Survival Follow-up
< 4 weeks ‘ < 8 days l / L ¢ ‘ l l l l // l ‘
| | Study Week Week Week Blinded Primary Blinded | // I

ifotined Randonilzaticn Day 1 Q4W  Analysis Q4W  endof denosumab Q4W or 2-year follow-up
Cansent Data Blinded
Signed Q4W Cut-off P

Date *

1. End of Blinded Investigational Product: If positive benefit:risk confirmed, all subject will be offered open-label
denosumab until subjects have access to commercially available product or for up to 2 years, which ever comes first.
If positive benefit:risk is not positive, all subjects will be followed for survival for 2 years

2. Subjects not consenting to the open-label treatment phase will be followed for survival for 2 years

3. Primary Analysis Data Cut-off Date: data cut-off date for the primary efficacy analysis in anticipation of 745 subjects
having experienced an on-study SRE

TRBR E SR (5.3.5.4-2) D55 H

717 HEREH
FHEIRE: 1870 4 (&-Hf 935 44)
FH IR ANFUIRE:
o CHEMREGW: 19014 (T A TEEISOL, VL Ru R 951 44)
o HFEMREGH: 2814 (CEHEMBRGHICT VAT E2REINER [T AT
ST A TR 1534, —HEREBRGHICY L ke UEgE R SR [V LR
g g/ T ) A~ TRE] 128 4)

718 PWMRUVELGHAANELE

o MERRTFEICHRE CRIGHERINL R CTh 2 & 22l vz 18 kB o>

o BUESUILIETICHEGARA T | HETL LOFEEREO 6L Z &

«  ECOG ® performance status 73 2 LA R ChH D Z &

o RS T TH DLk

o THREINLEMFMIMN 6y HHU ETHD Z &

o BUESOILIRNC B A 7 4 27 4 % — A OFARN &G SUTB IR O 12 Ot 1
BRI 4 AT 43— MUBIOBR G 2% T -2 L372nZ
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

719 RERE. HERUEREAZE
FERBEEINFAAAN DN T X TOWRE L, 7/ A~ 7 120 mg Q4W D T h-4 %
J7ee 7/ A= 71E, pHS5.2 10 mM FFliE, 5%/ VB N —/L & Gl kiR 2 AT
70 mg/mL D7 /) A~ ZIH#E L, HMEHER O 3.0 mL 7 AL 7 A Ao T, RA7A
HERMMOEF AR (1.7mL) & L THREE L,

7.1.10 #5HAM
ARROIEEHRE G T, R 2HFEMT 7 A~ T RGPSz, Lizn>T, “#HE
B GHeE, 7 AT ORKREEGHFITN 5.6 F£L 725,

7411 FHMEEE
RGO I Bt 5 ORI EE (Addendum 2, (B 2] = A F) CHUE
UM A % B F i i 5.

71111 REHFHEEE
BEFROFEHLR
BRI R A D 21
ECOG performance status D21k,
7 A= T7HE A HUR R OTRGUER) OFRBIR

71112 FHHHEFMIER
AL T

71113 PRO
BPI-SF & [l D A 27
PUREEA 27

7.1.12 #REHFE

IERBEEINNE LT — & O FIEZ BT 5,

LRMEDOFANEBIL, FFEERBEGHOLEMEMTREN eGP s b1
7 ) A~ 7 %G SIVIHRE) 2 AV TN LT, B A FFRORBBLRIT BRI,
FEAGE, EIER, EER, KOVEBRIE L OREMERIICRICR LT, AFFRDOHI B, KL
¥ AIMAE, ONJ, FHEH LS OEHEI, BGWE (ABRICE D RFRYGIE L S de) . BRI MR
PERESS; . BT & BES D TRt D b 2 FEFS, B, KOLMEEEDOHEEFLL, ik
2R LT,

BERRRAEEIL, SRt EL N 7 h T — T v &E W TERN L7z, F72. ECOG performance
status A 27 M OFEEMRBEG DO R—2F 1 06 OBbZEK) Lz, H17 7 A~ THuRE %
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276 BEcxOHBOE LD
T/ AT S5 UX—IKETiE 120 mg

WU BRE OE& L HE L L,

ARERHIE R OFRIE T, FAS (KRR CIEAEA BN SN T X TOMERE) 2 HWTERN
U, MEZBIG SV 8E D ST LT, 24 7RI Kaplan-Meier % W CRENT L 7=,

BPI-SF Z W o fg b O E WA D A a7 L OIEERE G ON—2F 1 6 OZICE
T HFL R & X, PRO FEMTEER (ARBROIEEMRE GHNHAAN GV, IEERBEGHT
@ PRO 23072 < & 1 [HIGHE SN Bae) ZHWTHRREZ SR L, o, O EWVE
HDAAT PN2RA 2 ML BN L 72 RE OEIG K O b O EVIFAD A AT N4 A 2 b
X TR OFIE 2 KPE Z L IR L, FEERBEEHORX—A T 4 VIFOA A A KD
AN 2N UIFTNA E A A ROFEHANSIRNA A A R~ 7 b LI BRE OEIS % Kbt
TEIZER LT,

72 HROER
721 #HEREBEBDOMANER

WERE OWNR L OIEE &G coRBP IEOEE 2% 2.7.6.7-1 LOF# 2.7.6.7-2 ([Z5T,

At 1901 4 OWBRE 2 ARBRICTH I AL, 950 L4 08F /) A~ THEC, 951 48 L Ro Vg
FRICIEERIZEI TN, 209 B 3234 (T /7 A~TE1I5 4, VL Re Ui 148
) N_HEBMRGHAZTET L,

KRBROIFERBE G AHAAN S NTERE L 281 4 (T A~ T /T ) A~ TR 153
&, SV Ra g T ) AT 1284) Tholo, 2EMOIEEREEGME T LI-BRE
X684 (T /AT /T IARTRRL, YV Ra i/ 7 ) A~ T7#204) THY ., 213
(T I)ART /T IASTEN L, YV Ra g/ 7 A~ TR 1024) DIEEHRES
ik U7, EPIbmiE, BT (25.3%), FERE (14.2%). WEOET (103%). K&
OFEFRSR (103%) Thol,
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276 BALRORBEDELEH

T/AIT ST —7KRTE 120 mg
* 2.7.6.7-1 #HEEDOMAR (Full Analysis Set)
(20050103 Double-Blinded and Open-Label Phases)
Zoledronic Acid Denosumab
4 mg Q4W/ 120 mg Q4W/
Denosumab Denosumab
120 mg Q4W 120 mg Q4W All
(N=0951) (N'=950) (N =1901)
n (%) n (%) n (%)
Randomized 951 950 1901
Entered to survival follow-up period® 334 (35.1) 311 (32.7) 645 (33.9)
Ongoing in survival follow-up at the 55(5.8) 36 (3.8) 91 (4.8)
end of DBE"
Entered after completing DBE® 25(2.6) 25 (2.6) 50 (2.6)
Enrolled OLE 128 (13.5) 153 (16.1) 281 (14.8)
Page 1 of 1

DBE = Double blinded extension; OLE = Open label extension
Percentages based on number of subjects randomized

* Includes subjects who were contacted at least once for survival follow-up status after ending the study.

® Includes subjects who entered in survival follow-up period and were still on-going at the DBE cut-off date of] - ., 2(..

¢ Includes subjects who entered the survival follow-up period after- ., 2(.
IERAR G E K 14-1.1.1 (5.3.54-2) 7551/

F* 2.7.6.7-2 HEEHIEDIER (Full Analysis Set)

(20050103 Open-Label Analysis Data)

DBE = Double blinded extension; OLE = Open label extension
Percentages based on number of subjects randomized and enrolled to open-label phase

TREBR TR K 14-1.1 (5.3.5.4-2) 72651

722 WEREER

IEERB G HNTSIN L TR OPBRE S 52 & 2.7.6.7-3 1TR 7,

173

Zoledronic Acid Denosumab
4 mg Q4W/ 120 mg Q4W/
Denosumab Denosumab
120 mg Q4W 120 mg Q4W All
(N=0951) (N'=950) (N=1901)
n (%) n (%) n (%)
Randomized 951 950 1901
Subjects completed DBE 148 175 323
Enrolled to OLE 128 153 281
Completed OLE 26 (20.3) 42 (27.5) 68 (24.2)
Discontinued OLE prior to 2 years of 102 (79.7) 111 (72.5) 213 (75.8)
open label treatment phase
Death 35(27.3) 36 (23.5) 71 (25.3)
Disease progression 9(7.0) 20 (13.1) 29 (10.3)
Adverse event 10 (7.8) 19 (12.4) 29 (10.3)
Consent withdrawn 23 (18.0) 17 (11.1) 40 (14.2)
Subject request 15 (11.7) 9(5.9) 24 (8.5)
Other 6(4.7) 4(2.6) 10 (3.6)
Administrative decision 0(0.0) 3(2.0) 3(1.1)
Protocol deviation 1(0.8) 2(1.3) 3(1.1)
Lost to follow-up 2 (1.6) 1(0.7) 3(1.1)
Noncompliance 1(0.8) 0 (0.0) 1(0.4)
Page 1 of 1




276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

FERBEGHICSM LA IZE2E BT, ERAMITAAN 875%) THY ., FHFEHE
X705 TH -T2,

x 2.76.7-3 #ERELEH® (Open-Label Subjects Set)
(20050103 Open-Label Analysis Data)

Zoledronic Acid Denosumab
4 mg Q4W/ 120 mg Q4W/
Denosumab Denosumab
120 mg Q4W 120 mg Q4W All
(N =128) (N =153) (N =281)
Sex - n (%)
Male 128 (100.0) 153 (100.0) 281 (100.0)
Ethnic group/race - n (%)
White or Caucasian 109 (85.2) 137 (89.5) 246 (87.5)
Black or African American 5(3.9) 6(3.9) 11 (3.9)
Hispanic or Latino 9(7.0) 3(2.0) 12 (4.3)
Asian 1(0.8) 3(2.0) 4(1.4)
Other 4(3.1) 4(2.6) 8(2.8)
Age (years)
n 128 153 281
Mean 70.1 70.8 70.4
SD 7.4 7.9 7.6
Median 71.0 70.0 71.0
Q1,Q3 66.0,75.5 66.0, 77.0 66.0, 76.0
Min, Max 38, 89 46, 88 38, 89
Age group - n (%)
<50 years 1(0.8) 2(1.3) 3(1.1)
> 50 years 127 (99.2) 151 (98.7) 278 (98.9)
Geriatric age group - n (%)
> 65 years 98 (76.6) 121 (79.1) 219 (77.9)
> 75 years 41 (32.0) 52 (34.0) 93 (33.1)

Page 1 of 1
N = Number of subjects randomized and enrolled to open-label phase
Age was calculated at the date of randomization

TEBRIRIT IR A K 14-2.1 (5.3.5.4-2) 76 51H

723 FAWMEOHER

7.2.3.1 A FHIM

ARERIR T (CEERKR SN OIERR G 25 Te) ORI SRR THEEIL T
BY, EFELTCWEEBREORIGITT ) AT /T ) A~ THET 35.9% (341/950), V'L Kr
VBT ) A~ TRET 39.1% (372/951) T otz, AAEFMO Kaplan-Meier HE7E {0 ik
il (95%CD 1%, 7/ A~T /T 7 A T7HTS590 H (543.0~638.0), V'L Ku /7 /A
~7HET 586 H (549.0~628.0) Th-o7o (WL B 19 % A),

7.24 PRO

7.2.4.1 BPI-SF ZAAW\V=RH VD EVNVEHADROT
FEREGIOR—ATA VDR BV LVEAOA 2T OFIE EERE) 13, 7/ %
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276 BEcxOHBOE LD
T/ AT S5 UX—IKETiE 120 mg

~7/F ) A= TRET3.04 271) KO L Ra g/ 7 ) A~ 7T 3.18 (2.79) ThoT-,
D%, b OEVIFADZ AT OFHEIIIFERKEGHZE L T—ETH Y | &EHEHTHE
BLL Tz,

KB CORRKRMICEROH D HE (R DO EVWRAD A AT INN—RAT A N5 2 R A
v RELESEIN) RO bNTERE ORI T AT ST ) A THET 13.7%~29.2%.
SV RaUlg ST ) A TRET 11.1%~363%CTh o7, PEHEEIIEEOR L O EWVFEA (4
AL PEBADEBOEVFEADA DT ) 8588 LAV HERE 1L, W& G- 39%A T &
ST, BERINZEROH DM AOEE (KB OEVHAD AT INNR—AT A NG 2 HRA
ML EJD) D3ERD ST ERE OEIG X, T AT ST ) AR TRET 7.3%~17.8%. Y L
Ke v/ 7 ) A< 7T 10.1%~22.6% Th - 7=,

7242  HEHEEXQT
HERBEGHON—2T ( VIFOHFIFIEA 27 OFHE FRERZE) X, 7/ A7 /7
A2 T7HET10 (1.9 KO v Ravig/ 7/ A< 7 ET1.0 20) Thote, X—RAT7A
RFDFERFEA 7 73 0 UKD 7o R D3I E B G-I Iz WA v 4 A FOEHIC
7 N LTIERE ORISITIER IR T (T AT /T ) A~ TR 0.0%~53%, Y L FB
YRS T ) A TEE0.0%~6.7%)

725 REMDHER

7.2.5.1 BRI
IERBEINZSIN LIRS CORREORFE RN ZE 2.7.6.7-4 1T7-7,
FEREGEINZBIMUIEBRED S B, 2654 (T /AT /T 7 A TEE14T 4, VLR
a g/ T ) A TR L) T ) A~T & 1AL ERG ST, EFERKBSHOT ) A~
TIEBEHH OB (Ql, Q3) X, T /AT /T ATEETI20 5 A (53, 22.1),
LRuevEk/ T AT EETI120 # H (5.5, 20.5) ThHholz,
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

xR 2.76.7-4 BREEOBRIERR (Subjects Exposed to Open-Label Denosumab)

(20050103 Open-Label Analysis Data)
Zoledronic Acid 4 mg Q4W/ Denosumab 120 mg Q4W/

Denosumab 120 mg Q4W Denosumab 120 mg Q4W
SC SC
Number of subjects receiving > 1 dose of Denosumab 118 147
Number of months on study®
n 118 147
Mean 13.15 13.28
SD 7.73 8.12
Median 12.27 12.22
Q1,Q3 5.55,21.45 5.59,22.80
Min, Max 04,233 0.1,23.6
Number of Denosumab doses received
Total number of doses 1566 1935
n 118 147
Mean 13.3 13.2
SD 8.2 8.5
Median 13.0 12.0
Q1,Q3 6.0,21.0 5.0,22.0
Min, Max 1,25 1,25
Number of Denosumab doses received - n (%)
1-3 18 (15.3) 22 (15.0)
4-6 19 (16.1) 26 (17.7)
7-9 7(5.9) 14 (9.5)
>10 74 (62.7) 85 (57.8)
Cumulative investigational product exposure (months)®
n 118 147
Mean 12.64 12.72
SD 7.77 8.18
Median 11.96 11.99
Q1,Q3 5.52,20.50 5.32,22.14
Min, Max 0.4,23.3 0.1,23.3
Page 1 of 1

Zoledronic Acid 4 mg Q4W / Denosumab 120 mg Q4W = Zoledronic Acid 4 mg Q4W in the blinded treatment phase and Denosumab
120 mg Q4W in the open label phase; Denosumab 120 mg Q4W / Denosumab 120 mg Q4W = Denosumab 120 mg Q4 W in the blinded
treatment phase and Denosumab 120 mg Q4W in the open label phase

* Defined as the time period from the first dose of open-label denosumab to the end of study date

® Exposure is defined as the time from the first open-label denosumab dose to the last open-label denosumab dose and adding 28 days.

VBRI IE R 2 K 14-5.1 (5.3.5.4-2) 725511

7.2.52 5EER
7.2.5.2.1 FEEZRDEHN
FEERBEGHNSM U T-BRE TOFEFRZOENEZ £ 2.7.6.7-5 TR,
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

%k 2.76.7-5 BEEZRNDEH (Safety Analysis Set for Open-Label Phase)
(20050103 Open-Label Analysis Data)

Zoledronic Acid 4 mg Q4W/  Denosumab 120 mg Q4W/
Denosumab 120 mg Q4W Denosumab 120 mg Q4W
(N=118) (N =147)
n (%) n (%)
Adverse events regardless of relationship
All 105 (89.0) 138 (93.9)
Serious 63 (53.4) 78 (53.1)
Fatal 29 (24.6) 29 (19.7)
Leading to study discontinuation 10 (8.5) 20 (13.6)
Leading to investigational product discontinuation 11 (9.3) 24 (16.3)
CTCAE Grade 3,4, or 5 76 (64.4) 87 (59.2)
Adverse events related to investigational product®
All 19 (16.1) 33(22.4)
Serious 434 5.4
Fatal 0(0.0) 0(0.0)
Leading to study discontinuation 5@4.2) 7 (4.8)
Leading to investigational product discontinuation 5(4.2) 7 (4.8)
CTCAE Grade 3, 4, or 5 6(5.1) 9 (6.1)
Page 1 of 1

N = Number of subjects who received at least one active dose of open-label denosumab

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

TRERIIE IR 2 £ 14-6.1 (5.3.5.4-2) 726511

72522 EHEER

BERRT, T /AT /T A< TRHD 93.9% (138/147), V'L Kua g/ 7 ) A~ Tt
? 89.0% (105/118) IZ@ED HIL, WIS AoNTHEER (T /AT /T 7 A< THE,
VL Ra g/ T ) A~ TEEOIE) 1L, &Il anaemia (23.1% [34/147], 22.0% [26/118]). ¥
#BJ back pain (19.7% [29/147], 16.1% [19/118]), #EJJJE asthenia (19.7% [29/147]. 9.3%

[11/118]) . M ONUMEIfE pain in extremity (17.7% [26/147], 14.4% [17/118]) Toh 7= (FE
2.7.6.7-6), 1RBRE L OBIEMENRH D EHESNIZEEFGIL, T/ AT /T ) A THD
22.4% (33/147), YV Ru W/ 7T ) A~ 7D 16.1% (19/118) IZ78® billz, g kL <
RN IRBRIEL ORHEMERH D EHESNTAERLL, ONI ThoTe (T /AT /T )
A TRETS% [11/147], YV Ru g/ 7 ) A~ TR#E42% [5/118]), ZL—R3LEOf
EHRBI T AT ST ) A TRED 59.2%(87/147) .V v Ka Vg /T ) A~ TREED 64.4%

(76/118) IZ@BO B, LI AN/ L —R3ULOFESRG (T /) AT /T A
~ 7RV Ravlg /T ) A~ TREDIE) 13, &M anaemia (10.9%[16/147],11.0%[13/118]) .
D EHEEIRAEIX T general physical health deterioration (6.1% [9/147], 3.4% [4/118]), KUY
#9F back pain (3.4% [5/147], 5.1% [6/118]) Tdh-7=,
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

K 27676 LWINHODETHEBERASWULTHHEER
(Safety Analysis Set for Open-Label Phase)
(20050103 Open-Label Analysis Data)

Zoledronic Acid 4 mg Q4W/  Denosumab 120 mg Q4W/
Denosumab 120 mg Q4W Denosumab 120 mg Q4W

(N=118) (N =147)
Preferred Term n (%) n (%)
Number of subjects reporting adverse events® 105 (89.0) 138 (93.9)
Anaemia 26 (22.0) 34(23.1)
Asthenia 11 (9.3) 29 (19.7)
Back pain 19 (16.1) 29 (19.7)
Pain in extremity 17 (14.4) 26 (17.7)
Arthralgia 17 (14.4) 25 (17.0)
Fatigue 15 (12.7) 23 (15.6)
Weight decreased 13 (11.0) 23 (15.6)
Decreased appetite 17 (14.4) 22 (15.0)
Urinary tract infection 9 (7.6) 21 (14.3)
Nausea 16 (13.6) 20 (13.6)
Diarrhoea 6(5.1) 19 (12.9)
Oedema peripheral 15 (12.7) 18 (12.2)
Bone pain 10 (8.5) 17 (11.6)
Dyspnoea 9(7.6) 15 (10.2)
Constipation 8 (6.8) 14 (9.5)
Musculoskeletal pain 11 (9.3) 14 (9.5)
Haematuria 6(5.1) 12 (8.2)
Osteonecrosis of jaw 5@4.2) 12 (8.2)
Pyrexia 4(3.4) 10 (6.8)
Thrombocytopenia 1(0.8) 10 (6.8)
General physical health deterioration 434 9(6.1)
Headache 8 (6.8) 9 (6.1)
Pain 5(4.2) 9(6.1)
Urinary retention 8 (6.8) 9(6.1)
Cough 6(5.1) 8(5.4)
Dizziness 434 8(5.4)
Hypocalcaemia 434 8(5.4)
Renal failure 3(2.5) 8(5.4)
Insomnia 6(5.1) 6(4.1)
Vomiting 9 (7.6) 6(4.1)
Blood alkaline phosphatase increased 6(5.1) 4(2.7)
Hydronephrosis 7(5.9) 3(2.0)
Oedema 6(5.1) 3(2.0)
Depression 6(5.1) 1(0.7)
Hyponatraemia 6(5.1) 1(0.7)

Page 1 of 1

N = Number of subjects who received at least one active dose of open-label denosumab

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 14.1.
* Includes all adverse events, not only those occurring with > 5% frequency

TEER RG22 14-6.3.17 (5.3.5.4-2) 726511

72523 HEOPILICE--AEER
RBOPILICEST-HERRIT, T/ AT /T 7 ATED 13.6% (20/147), V'L K=
VBT ) A TRED 8.5% (10/118) IZFE® bz, HEERRBROP ILIZE > - AEFEERIL,
TIART ST ) AT THD 6.8% (10/147), V'V K g/ 7 ) A~ T7HD 2.5% (3/118)
WZRRO b,
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

72524 BRBREORSHIEICE-AEER

BREDO G P ILICEST-AERRIL, T/ AT /T ) A THD 163% (24/147),
Ve 7 ) A THED 93% (11/118) ICRD b, LIS Ron/zES (7 A~
7T AT SV Ra v/ T ) A~ TREONA) 1L, ONT (4.1% [6/147], 2.5% [3/118]) |
D EEEIRAEIX T general physical health deterioration (2.0% [3/147]. 0% [0/118]). X OVEH#
& osteomyelitis (1.4% [2/147], 0% [0/118]) Th o7, HERIBRIEOEGHILIZEST2H
ERGI, T AYT ST ) A TRED 102% (15/147), V'V Ka Vg /T ) A~ TEED 2.5%
(3/118) ZFE® H AL, A L < A HATIRBRIE L OBRLEMEN & 5 & HE S - HE 2R
ORGP ILCESTEGEFR (T /AT /T I AT YV R/ 7 ) A THO
IE) 1%, 2B EEEIRAEIXT general physical health deterioration (2.0% [3/147], 0% [0/118]) &
VB osteomyelitis (1.4% [2/147], 0% [0/118]) ToH o7,

72525 RIZE--HEEZR

WILEBSTHEER T, T AT/ F ) ATED 19.7% (29/147), V'L R g/ 5
J AR THED 24.6% (29/118) [T B AL (£ 2.7.6.7-7), FHIZESTHEREZDL N,
B OHEAT & OBHENH 5 FLTH D JRRIE L OBIENERH 5 & HE SN FLITRO b
o,
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

K 27677 RIZE--HEEZR
(Safety Analysis Set for Open-Label Phase)
(20050103 Open-Label Analysis Data)

Zoledronic Acid 4 mg Q4W/  Denosumab 120 mg Q4W/
Denosumab 120 mg Q4W Denosumab 120 mg Q4W
(N=118) (N =147)
Preferred Term n (%) n (%)
Number of subjects with fatal adverse events 29 (24.6) 29 (19.7)
General physical health deterioration 2(1.7) 6(4.1)
Prostate cancer 2(1.7) 3(2.0)
Cardiac failure 2(1.7) 2(1.4)
Cardiopulmonary failure 0(0.0) 2(1.4)
Sepsis 0(0.0) 2(1.4)
Acute respiratory failure 0(0.0) 1(0.7)
Appendicitis 0(0.0) 1(0.7)
Cerebrovascular accident 0(0.0) 1(0.7)
Dyspnoea 0(0.0) 1(0.7)
Gastrointestinal haemorrhage 0(0.0) 1(0.7)
[lium fracture 0(0.0) 1(0.7)
Injury 0(0.0) 1(0.7)
Interstitial lung disease 0(0.0) 1(0.7)
Metastases to central nervous system 0(0.0) 1(0.7)
Metastases to lung 0(0.0) 1(0.7)
Prostate cancer metastatic 54.2) 1(0.7)
Renal failure 2(1.7) 1(0.7)
Respiratory failure 1(0.8) 1(0.7)
Septic shock 0(0.0) 1(0.7)
Staphylococcal sepsis 0(0.0) 1(0.7)
Acute myocardial infarction 1(0.8) 0 (0.0)
Brain oedema 1(0.8) 0(0.0)
Cerebral ischaemia 1(0.8) 0(0.0)
Disease progression 2(1.7) 0(0.0)
Haemorrhagic stroke 1(0.8) 0(0.0)
Hyperkalaemia 1(0.8) 0 (0.0)
Intra-abdominal haemorrhage 1(0.8) 0 (0.0)
Meningeal neoplasm 1(0.8) 0 (0.0)
Metastases to bone 1(0.8) 0 (0.0)
Multi-organ failure 2(1.7) 0 (0.0)
Pneumonia 1(0.8) 0(0.0)
Pulmonary oedema 1(0.8) 0(0.0)
Sudden death 1(0.8) 0(0.0)
Page 1 of 1

N = Number of subjects who received at least one active dose of open-label denosumab

n = Number of subjects reporting at least one adverse event

Includes only treatment-emergent adverse events

All deaths due to disease progression may not be included.

Preferred terms are sorted by descending order of frequency in the denosumab group and coded using MedDRA version 14.1.

TEBRARIT I A 6 14-6.3.7 (5.3.5.4-2) 72651

7.25.2.6 EEGEETER

HERAERGL, T/ AT /T ) ASTEHD 53.1% (18147), YL Ra L@/ 7 /) A
~ THED 53.4% (63/118) 1RO LAV, WL b FR (7 /) A~T /7 ) A~ T,
YU Ru g/ T ) A< TREOIR) (X, &l anaemia (5.4% [8/147], 7.6% [9/118]) K4
By fEFERBE(L T general physical health deterioration (4.8% [7/147]1, 2.5% [3/118]) ThH 7= (F
2.7.6.7-8)
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

& 27678 LWINHDBETHRREEN1%ULTHH-EELHEER
(Safety Analysis Set for Open-Label Phase)
(20050103 Open-Label Analysis Data)

Zoledronic Acid 4 mg Q4W/  Denosumab 120 mg Q4W/
Denosumab 120 mg Q4W Denosumab 120 mg Q4W
(N=118) (N =147)
Preferred Term n (%) n (%)
Number of subjects reporting serious adverse events® 63 (53.4) 78 (53.1)
Anaemia 9(7.6) 8(5.4)
General physical health deterioration 3(2.5) 7 (4.8)
Dyspnoea 0(0.0) 5.4
Haematuria 3(2.5) 4(2.7)
Pneumonia 3(2.5) 4(2.7)
Prostate cancer 2(1.7) 42.7)
Renal failure 2(1.7) 4(2.7)
Sepsis 0(0.0) 4(2.7)
Urinary retention 3(2.5) 42.7)
Urinary tract infection 1(0.8) 4(2.7)
Acute respiratory failure 0(0.0) 3(2.0)
Cardiac failure 2(1.7) 3(2.0)
Osteomyelitis 0(0.0) 3(2.0)
Osteonecrosis of jaw 1(0.8) 3(2.0)
Spinal cord compression 4(3.4) 3(2.0)
Appendicitis 0(0.0) 2(1.4)
Asthenia 0(0.0) 2(1.4)
Back pain 3(2.5) 2(1.4)
Bronchopneumonia 0(0.0) 2(1.4)
Cardiopulmonary failure 0(0.0) 2(1.4)
Cerebrovascular accident 1(0.8) 2(1.4)
Device related infection 0(0.0) 2(1.4)
Gastrointestinal haemorrhage 0(0.0) 2(1.4)
Hydronephrosis 2(1.7) 2(1.4)
Hypoxia 1(0.8) 2(1.4)
Metastases to central nervous system 1(0.8) 2(1.4)
Prostate cancer metastatic 5@4.2) 2(1.4)
Pulmonary embolism 1(0.8) 2(1.4)
Pulmonary oedema 1(0.8) 2(1.4)
Renal failure acute 1(0.8) 2(1.4)
Thrombocytopenia 0(0.0) 2(1.4)
Urosepsis 0(0.0) 2(1.4)
Cerebral ischaemia 3(2.5) 1(0.7)
Dehydration 2(1.7) 1(0.7)
Pain 2(1.7) 1(0.7)
Pyrexia 2(1.7) 1(0.7)
Vomiting 2(1.7) 1(0.7)
Brain oedema 2(1.7) 0 (0.0)
Disease progression 2(1.7) 0(0.0)
Hyponatraemia 2(1.7) 0(0.0)
Metastases to bone 2(1.7) 0(0.0)
Multi-organ failure 2(1.7) 0(0.0)

Page 1 of 1
N = Number of subjects who received at least one active dose of open-label denosumab
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 14.1.
* Includes all serious adverse events, not only those occurring with > 1% frequency

TEBRA T 2 2 14-6.3.2 (5.3.5.4-2) 7551

72527 TOMDEELEEER
HEHGO I G, KAV D AGE, ONJ, FHELUSNOEEESE, BIE (AL E 2 R

]
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276 BEcxOHBOE LD
T/ AT X —UKRTE 120 mg

YUE A G de) . HT R MRV, REUE & BET S ARt H D HEEREL, BB, KO
MEREOFERFRIIOWT, FFNZED, EHANZER LT,

7.25.2.7.1 EAHILD ™ LILAE

AN T AMIEL, T/ AT /T A THED 54% (8/147). YV Ka L@t/ 5 A
~ 7D 42% (5/118) IZ@BO LNz, T/ AT /T ) ASTHO 24 KN L Ra Ui/
T ) AR TRED 2 02T T AOFRIRNE G- Tz, EERMK VY U AMEIXT / A
Y7/ T ASTRHEO 1 4 (P 128% )&wvamV@/%/xvjﬁwlx(%
B 129% ) IO LN, WTNOFR G ERENETH o 7=, 1EBREOKE G HIEIC

TAR A 2D IAE TR RIS R S 7K v > o A E! m%%ﬂﬁlﬁ_ﬁotﬁﬁw
U AE HERD H RN o T,

7.25.27.2 ONJ

MSZHEZBRITEY ONI LHESNTEBREORIGIX, 7/ AT /T ) A THD
82% (12/147), YV Ru @,/ 7 ) A~ 7D 59% (7/118) Thotlz, ZDHH, T/ A~
TS TI)ARTRED 24ROV Ra LT ) A THEO 6 4%, Hhlg, AERAERR,
FOWBHEEOMER, XIZZOWTIhRHY ., 20536104 (T /AT /T ) A< T
T4, SV Ru Ul T ) A TRE3 ) ITEREBIANK 21T o Tz, ONJ EHIES
TR D OB 9 HIISEHERAE TH 0 | RAFHNENR (DENBES. SUEMEOKR L2 L)
DTN, AFHERZZTT2 104D 9B 9 41X, BREMZIVENER (EEFrE. Almbkk,
LOMER) Thole, YO 14 (HERE  130% ) 13, A LB OMSUIRE &R
VETh o7, ONJ LHE SNT-HBRE O BEIEEROPHREEIT, 7LV —F4n 14 (VLR
R ST ) ARTRE), TV R34 (T IAYT ST I ARTEEI A, YL e g
ST IARTHNL), JV—R2B39% (T /AT /T IASTRS A, YV ke i/
TIARTEAL), TJL—R1IB64 (T /AT /T IASTRHS AL, YV Ravig/ 7
AT L) Tholz, ZL—F408ERE ( 131 ) X, 70@oB M (VL kv
fe,/ 7 ) A< T7HE) TV, ONJ LHESNDETICHEERBEGHIZIET V A~T 05 %

ZF W, IRREEEMIIAFREZ 7 L— R4 OFZH & L THE S, ONT I X5 ARt
7203572, ONJ EHIESNIWBRE DI b, T /AT /T ) A< THO 6 4K L K v
[t/ 7 ) A< THED 4478 ONJIC L 0 a0 2 ik Uiz, 2] 5] Al pssc. 7
J)ART ST ) A TRED 4 440%, [BIE L HE S,

725273 B LN DOBIRE
FH LA OFESLITR D b7z,

7.2527.4 % E
RYEIX, T A~ T /T ) A TRED 39.5% (58/147). YL Ka L/ T ) A~ 7D
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276 ERDHABROEELED
FI)RTT Y —YJKRTE 120 mg

28.0% (33/118) LD LTz, WIS RonlcFEg (T /) AT /T /) A TH, VL
Na g T ) A~ TEEONE) 1 X, PREIEYY urinary tract infection (14.3%[21/147].,7.6%[9/118]) .

FIFEEZ nasopharyngitis (4.1% [6/147], 0.8% [1/118]), X UiliZk pneumonia (3.4% [5/147],

2.5% [3/118]) Th oiz, HERFEIIEIX, 7/ AT /T ) A THD 163% (24/147) |

LV Rag/ 7 A THED 5.1% (6/118) IZRD b, IS RoncFsg (7 A~

7T A TR, SV R UEg ST ) AT EEOIAR) X, Mg pneumonia (2.7% [4/147],

2.5% [3/118]) . JR#E&IEY: urinary tract infection (2.7% [4/147], 0.8% [1/118]) . X OBRIMIE sepsis
(2.7% [4/147]. 0% [0/118]) Th o7z, REEIYEIX, 7/ AT /T 7 A< THD 3.4%
(5147), YV Ra v/ 7 ) A< TRHEO 25% (3/118) (258D LA, HEELR R ERGEIX

O LRI,

725275 R REEERES
PRSI, 7 ) A~ T /T ) A< TREO 1 4 (s 132% ) 12O i,
7' L— R 1 OEE bladder cancer T o7z, ARHFHSRIL, 1B5REK & OB EMEII G E Sz,

7.25.2.7.6 BHESEEYT SRREDHIFEER

EUE & B S DO H D AERFRRIL, T/ AT ST AR THD 3.4% (5/147),
YU RNu RS T A THED 42% (5/118) (ZRB0 bive, EEZMBHEUE & B 5 AREE
DHLAEFEFRIBOONT, WIFNOFEROREITFLThHoTe, T/ AT /T /A
~ 7 HETIX, I rash 23 4 44, $KIB drug eruption, ZEFRIS urticaria, & ONEBUE hypersensitivity
DG 14RO BV, 2D 9 BIEIE rash O 1 ARBRIKE OFEMRH D LHES N,
LV Ra g/ 7 ) A~ THETIE, 3892 rash K OFESEHIE scrotal edema 7345 2 4, ALBEMERZ
erythematous rash & OVAHENE facial swelling 2345 1 £ (2380 AL, 1REREE L ORIHEMERH D
LHIE SN FRIT e h o T,

725277 Pk
2T b oz,

7.25.27.8 DI EEE

BRI D TLEREE cardiac disorders| (2344 T 28 EFE K OEHE L EHFRIT
TI)ASXT ST ) AR THD 12.2% (18/147) Kk 4.1% (6/147), YV Ra g/ 7 ) A~7
BED 6.8% (8/118) K1r2.5% (3/118) IZBO LI, ZDH 6, YL Ruv@g/ 7/ A~T
FED 1 212D BT ORRHELE myocardial fibrosis & OMEIEHRERE S diastolic dysfunction /&
TRERIE L OBEMEN H 5 & HE S,

ZFEBIRFED [MAEFESE vascular disorders| (Zi5MU T 5 A EFH L OEELRAEFLIL
TI)ASXT ST ) AR THD 15.0% (22/147) Kk 2.7% (4/147), Y v Ra g/ 7 ) A~7
HED 11.0% (13/118) KTN2.5% (3/118) IZ§8 bz, ZD 5L, YL RKu g/ 7/ A~
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276 BEcxOHBOE LD
T/ AT X —UKRTE 120 mg

TRED 1 Z4IZRO BN EREN M intra-abdominal haemorrhage [Z5EICE > T2 HEH R TH -
T3, IRBREE & OBEMII S E ST,

7253 BT/ AR THRAOFEEE
T ) A THURORBOA|ERT L1256 4 (T /) A~ 7 /T ) A~ TR 1434, /'L
e g/ T AR TREBA) OO b, fEATUREIEZ R LICgRE T ah o7z,

7254  ERIK#EEE

MyFET7 VT I RIET VT DMEKR N AEDOAR T 235580 B AL, g7 V7 X AAHEA VY
U LMMEOIR TITRE (X=X T 1 b OELROFIAEIL 2%LLT) ThH Y, BRI 4
LCEE#HENTH 7, ZL— R3DMET VT I UMHEI LT T MEDIK TR, 7/ A=
TST AR THD 2% B3147), YV Ra BT ) A= THED 2% (2/118) 1T L,
T —=R3DVAMEDIKTIL, T/ AT /T ) AR THD 7% (11/147), V' v a8/ T
AR TEED 11% (13/118) IZ@EOH B, ZL— K40 AMEDIKTIXRD bNenroT-, <
DM DEFRIFEAENZ DUV T, WO ERGHE T HIRRER 5 & B2 =T 2ITEE o Hae)s

277,

7.2.5.5 ECOG performance status

N— R F A IO ECOG performance status 2% 0 D#ERF OEIGIX. T ) A~T /T ) A~T
BET39.6%. Y L kU Eg /T ) A~ TEET388% Th VD  ~_—RZ T A KD ECOG performance
status 7% 1 DPEREZ OEISIE, T/ AT /T ) A THETA9.6%. YV Ra v/ 7 ) A~
TRET 49.1% T o 7=, ECOG performance status D BAENX—RF A VLA U Th o 72 8%
%%ﬁikhg?%OK(?/XVj/?/X?7ﬁ7ﬂm\YVFHV@/?/X??#
69.8%), ECOG performance status DFEENRX— R T A VLR U Th - 724z oHE
TIART /T ) ASTRETS547%, YV o,/ 7 ) A THET528% TH D . ECOG
performance status DFHAEN— 2 T A VNG 1IN L2 #BRE OEIGIX, 7/ A~ 7 /7
AT TRET320%, YL R/ 7 ) A< THT264% Th o7z,

7.3 #Em

ARBROIEERBELGHM T, BB E2HT R U RSO RINREERE LT ) A~ T
120 mg Q4W TR T L7z & 2 O AFMITMA BRI Ch o7z, KRBROT /) A~ 7 D BAFHIR
T (CHEEREGROFEREGHZEGT) ZRKTS6HFETHY, IFERKEGHOT
J A~ TIgEBBWORREIL, 125 HThotz kK23 % H), KAV D AMJER, T/
AT ST ) AR TEED 54% (8/147), YV Ka v,/ T ) A~ 7D 42% (5/118) 12588
BTz IEERE G-I ONJ LHIE SN E ORIGIX. T ) A~ T /T ) A= THED 8.2%
(12/147), YV Ka v/ 7 ) A~ 7D 5.9% (7/118) Tho7-, RBWYIHT (CEHEEMRE
MR OIFERKE G M2 ET) OREFNMIT, 7/ A7 /T ) A TRE Y LV Ru Ui/

184



276 BALRORBEDELEH
=,225 S UX—YETE 120 mg
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276 BALRORBEDELEH
=,225 S UX—YETE 120 mg

8. ER 20050147 (EFRARS Il 1HEER. BARZEFELLY) @ EREHRERSH
(BEEH)
HRIVE CAEED BRI EE 255 & LTT /) A~ 7 OEFIEBAFYH OLER %
A3 2 EAE A b —EE M YT B AR MR L RS 1 AHRRER
............................................................................ GEHRE 5.3.5.4-3

8.1 HEAEOHE
8.1.1 AREREXEEN

B 5

8.12 AEREMEEMRMLE
L SRR CINE e AN U N BN

—ZALTVT, ma—U—=T R, KA F)

8.1.3 HERHMA

2006 £ 2 A | B GewowgsE omaAnR) ~ 2 =] AP EERTT—2 0% >
N7 H)

EEHTT — 5 OB v M AT BUROEREGS GEREREGH) ORI, 58 HIci
W95, HFEmEGHIT, M.

814 FHENII—X
& 11 AH

8.15 H®B

8.1.5.1 FHWM
NR—= 2T A VRREEEB TR B WRLE ARG (FEBEETE) O B PERT SRR
BEEXNGLE LT T/ AT EEIC LD WEEB AR E 7 7 AR L ik
T 5,

8.1.52 EIxB#®
MR FEEFER E TOMM GECZ2R<) ROREFHMIZRIT 27 ) A~ 7 Oinkka)
R MNCT ) AT OREROEENZ T T 2R & HRT 5,

FOMo B, TP 2 —/1 53543 (JRBRIGTHRESE) (TRT,

8.1.6 FHERAGE
ARRERT, BV CASHE (EBEHUE) ORINIEEE 2SR L Lo, EEREE, 5
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2.7.6 EROFHBEDEEH

I, WfEA(L, —HER, 77 ERHERBRTH D, HBREICT ) A~ 7 120mg & Q4W T
ﬁT&%?éHXi77ﬁ$%QMVT&T&5?5H_rl@%TEW%L 107,
VEZ BT, BiSZRRF B UM (prostate-specific antigen: PSA) fEIZ X 2 40 AL E (PSA E 8.0 ng/mL
ML&OMA%Mﬁ%mowﬁ%?®%ﬁ%ﬁtbfwéﬁxﬂ)&Uﬁj%ﬁiﬁTém
FRE ANERSUTBUAR) OFEIZ L @I L TITo 7, K 660 44 OHERE 1T B D%
BOUIFE D338 B AL, ARIE R OO FEMAT A T35 £ T, IBRIEEZ Q4w TG
T2, T7T7EREH L, T/ ARTORXT 4 v 8 VAT a7 7 A NVRRIFTHD EH
Wrsh7-%Ha. 4 2 L Ol Ak T OT X TOBRE L, BEEIEBT 5 E T, AR
Bt G B E N T ) A 7T OHREEFEH TE 2 F T, IHKK 3 FEHOWT IR WERERE T,
FEMTICTT VAT 120mg DR TG EZZ T oD Z L& L, ZEROTF = a3mE
Z R < T RTOEHREFHER T, AIBBRFEMEHEE (20050147) & TGRS FEhi S
iz, REKROTF = adfETIE, #HEROEREIC LY | 1RBREMGHEE (20080585) # ]
WCIHEMRB G I S 7z, B F CORBIEOREK 5% 3 FM. 6 » H 2L kP X
(TEEREAE I LBV EFRE DT —# IR T S, BRI T, S ToBREIC LY
5 500mg UL EKXONE S 2 D400 1IU UL Eaf AR 2 2 & 2 < HESE L7z,

BT A %X 2.7.68-1 1Z7-7T,

X 2.7.6.8-1 REBETHq >

E denosumab 120 mg SC
™ Q4w 6
S N 6 Yes 2 | denosumab End of
C R 0 120 mg SC  |—» Study
E{ o} t | Q4w
L
h F—
E L, L | N || BenefitRisk
N M positive?
E
' = v | End of 3-Year
g ? E Study — Follow-up
Ll placebo SC ][N ha
Q4w T

Open-label Treatment Phase OR
Screening Blinded Treatment Phase Survival Follow-up

swillx/iilllllli//ll

= B weeks
| Study  Week Week Week // Blinded Primary Blinded |
Informed  Randomization 02! R QW A':;'i@'s Q4W  Engof  denosumab QW or 3-year lﬂllﬂw-up
* e Blinded
bcol Q4w Cut-off P
Date *

Note: |P = investigational product; Q4W = every 4 weeks; SC = subcutaneous

' End of blinded investigational product: during the open-label phase, all subjects have been offered open-label denosumab until either they develop a bone
metastasis, obtain access to commercially available product in this setting, or for up to 3 years, whichever comes first.
2 For subjects ending study participation before the open-label treatment phase or ending treatment during the open-label treatment phase, follow up survival
data was collected by clinic visit or telephone contact every 8 months for up to 3 years after the last dose of blinded investigational product.

3 Primary analysis data cutoff date: data cut-off date for the primary efficacy analysis (ie, when 660 subjects developed bone metastasis or died and the primary
efficacy and safety analyses were completed).

TEBRIRIE A X 7-1 (5.3.5.4-3) 7265

8.1.7 MWEREH
SEEIE: 1400 44 (58 700 44)

i
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

AN 14354 (5 A~ TRETI8 4. T RARRETIT4)

IREREEZ BRI 2 e Bm MR SN R0 125G, £ OBBRE % 3 X TOMRHT
RGN OERNT D Z L%, BREERNCRE LT, 2SRV T ) AR THO 24 K ONT F &R
BEO 1A ST, LiE-> T, ARBROMITREMT, 14324 (5 A~ TR 716
%, TTRREETIOH) Tholo,

8.1.8 EHWIRUELHEAANELE

o Pl 18 UL Lo Bk

o RVEUARIGHE (EBREIME) ORNAMESHBRFNRE RS TS 2k
o ALFMEBUINBNESREZ T TN D T L

o IMIERT A M AT B RN 50 ng/dL (1.72 nmol/L) K TH D Z &

o HEEBRBLO U AT BNEWZ & (RT3 5 H LN O PSA B2 8.0 ng/mL P X

1% PSA f5INREf2% 10 % A LATF)

«  ECOG performance status 730 X% 1 ThHDHZ &

o RS TH DL

o BXIHLOREERA~OEB RN L (U 2 SH iR L)

«  BRTF ATt R— MNUBIOFIRNEZ G 2N &

8.1.9 BERE. HERUEREAZE

8.1.9.1  WHERE

WEREZT ) A~ 7 120mg & QAW TR &G LTz, 7/ A~ 713, EMILSNZA T A
PNA TN TG B T, R ORAFAIEIRIN ORI & U CHfle U7z, ARBHNIE, pH 5.2
® 10 mM FElE, 5%V VY b —/L &G AL REENR 2 T 60 mg/mL OF ) A~ TIZFREE L
77

8.1.9.2 pof:icE o
WERE\C T 78 RE QAW TR TG Lz, 778 RET /) A~7 LE—DOKFe:TRE L,
BT WEERSERET ) AT LE—& Lz,

8.1.10 &5 HAR

FHEEREGH 452 5 H

HER V2O FEEINT T, 7 ) A~ T OT 7RIk HEEMEN RS20 (B
IVER OV EMEOREROME 22 MR) | 0%k 458 2 L Ok H OBRE X, Bk
WREBT D E T, IARBRRRERENT ) A~ T OhilmE#EH &5 £ T, KK 3
FEHONWTNORWRERE T, FERTFICTT /AT 20mg DE TEEEZIT o5 &
L7,
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276 BEcxOHBOE LD
T/ AT S5 UX—IKETiE 120 mg

8.1.11 FHMmIER

8.1.11.1 A

811111 FEFEIER
I A (WIEFEEE DE G SO e ] S BUUISE T BER Z [ 7e]
F TOHIM)

8.1.11.1.2  ElIXREH@IEE
WIEI B GEGEME SOIMEERENE) BB E TOWIM GECIERL)
AT R

81112 =&k
BEFROFEHLR
R AR A E D Z1L
7 A~ THIR (FEGHURKRORREUTE) OB

FOMOFMEER T, TV 22—/ 5.3.54-3 JEBRAEREE) 17T,

8.1.12 #atFi%
TEEREGINIUE L7 — % O FlE 2 ET 5,

8.1.121 FERUBIXRFHHEIEHE

BHIMED B R ORIRGEARTE H 1%, FAS % UV CENT L 72, FAS IZEEEAEIMN SnT-4 T
OWERAE L Uiz BRERTICERI Sz 3 4 2 <),

BEREZMSIES L L, BIEHCHWER 2 &35 Cox il — RETF/LIZLY
FEFMIE H & BIKEENIE B (2 O\ CREGRER] O Lk 217\ Kaplan Meier #EE & R L7z,
B 72 fi8HT & LT, FAS R OMBIEA L S =B Z2tRIZBRIn 77 v 7 RE BT 72,

FEERAG S B K ORIREHAM S H OfRAT (IR 00k E FIE 2 S BRI B O E 133
BT H ORGSR S NGBS ORERT H 2 L & L, 2R TOE TR
A B KAET 2.5% (B BEAKEET 5.0%) ([ZfR27-0, EEFMHEE Ch 5 g i AL
WA OMENTCTIE, W RIMENTIRE O A B K HEE 0.135% (1A EAKHET 0.27%) . Hef& T
DR B YEE 2.44% (WA EKAET 4.88%) ICRRE LT, WEEBAFHMICONTT
7 BRIk D EBERREE S N5 A BIRGHEE B T 2 PRI EEB R E £ TO M O
& A EAKEET 2.5% (WA EKHETS.0%) CTEiTHZEE L, & LICHEFIEBR
BLE TOHBNZOWT T 7 B ARITKRHT 2 EEPEDSRGE S 5613, 2AFHBRIC S W T oMk
E % A EKHET 2.5% (BT EOKHET 5.0%) FEid 252 & & L.
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

8.1.122 =R&MH

LEVEOFHEE B X, MM RERN (D &b 1 EIEEELA & IR T XTOR
VEAEIT SNIHBRE) Z TR LT, Z O SEM OWERE X, 5 L&y DI
BRI C D& | BRI L7c, AFFLO L, KA Ly 7 AE, BYYE (ABICE
% P ISYIE 2 & e) . OND, HTBUFCRVEENERES,, 1192, MRS, EEE & B 2 "]
FEMHOHHHEFEER, KOHNEOREELRE, BIREH L,

8.2 HRODEHR
8.21 MWEREDMWER

PBRE OWNRE OB OB 2% 2.7.68-1 LOE 2.7.6.8-2 1217,

IEZ L SN 1435 B OWHRE S B, 14324 (T /7 A~ TETI6 4, 77 EREET16 44)
2 FAS IZE £, IRREEZ ES CHU LB DMER SN 27234 (T /7 A~ THE2 4,
TIRAREE L) BRI ESNT, BRF 1425 ZITIRBRIEN DR L 1 EEE S (T A~
THETI6 4. T T EARRET9 4)  FEENT T — X OBy AT HETIZ T S AT TRHED 76.8%
K ONT T R REED 76 4% RIS 2 1k Uiz, 1GBRFEMGHmEICHE Lz R (B e
FHLUIFEL) 1L o> TRERZ P IE LR E OB, 7/ AT TR3I%L VT 78R
BETA89% TH -7,

* 2.7.6.8-1 #WEREDMAER (Full Analysis Set)
(20050147 for Primary Analysis)

Denosumab
Placebo 120 mg Q4W All
n (%) n (%) n (%)

Randomized 716 716 1432
On study through primary data analysis cutoff date 164 (22.9) 174 (24.3) 338 (23.6)
Discontinued prior to primary data analysis cutoftf date 552(77.1) 542 (75.7) 1094 (76.4)
Received IP 709 (99.0) 716 (100.0) 1425 (99.5)

Received IP through primary data analysis cutoff 162 (22.6) 166 (23.2) 328 (22.9)

date

Discontinued IP prior to primary data analysis 547 (76.4) 550 (76.8) 1097 (76.6)

cutoff date
Never received [P 7 (1.0) 0 (0.0) 7 (0.5)

Page 1 of 1
IP = investigational product
Percentages based on number of subjects randomized

TEBRRIT I A 2 8-1 (5.3.5.4-3) 7651
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

% 2.7.6.8-2 HE&HIEDIERH (Full Analysis Set)
(20050147 for Primary Analysis)

Denosumab
Placebo 120 mg Q4W All
n (%) n (%) n (%)
Randomized 716 716 1432
On study through primary data analysis cutoff date 164 (22.9) 174 (24.3) 338 (23.6)
Discontinued prior to primary data analysis cutoft date 552(77.1) 542 (75.7) 1094 (76.4)
Protocol-specified criteria® 297 (41.5) 247 (34.5) 544 (38.0)
Consent withdrawn 92 (12.8) 100 (14.0) 192 (13.4)
Death 53(7.4) 56 (7.8) 109 (7.6)
Adverse event 25(3.5) 36 (5.0) 61 (4.3)
Disease progression” 22 (3.1) 36 (5.0) 58 (4.1)
Other 24 (3.4) 32 (4.5) 56 (3.9)
Administrative decision 20 (2.8) 20 (2.8) 40 (2.8)
Noncompliance 8(1.1) 6 (0.8) 14 (1.0)
Lost to follow-up 9(1.3) 4(0.6) 13 (0.9)
Protocol deviation 1(0.1) 3(0.4) 4(0.3)
Ineligibility determined 1(0.1) 2(0.3) 3(0.2)

Page 1 of 1
Percentages based on number of subjects randomized
* Protocol specified criteria includes bone metastasis confirmed by central reader
® Disease progression excluding bone metastasis

TEBRAR TR & % 8-3 (5.3.5.4-3) 7255/

822 WEREER

PWEBREY FE K 27683177,

ARBRITHA AN DN TEBRE 1T RE BT, ERAMIIAAN (84.5%) THY | VI Fim
X3 CThoT,
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

* 2.7.6.8-3 #HEELE= (Full Analysis Set)
(20050147 for Primary Analysis)

Denosumab
Placebo 120 mg Q4W All
(N=1716) (N=1716) (N =1432)
Sex - n (%)
Male 716 (100.0) 716 (100.0) 1432 (100.0)
Ethnic group / race - n (%)
White or Caucasian 604 (84.4) 606 (84.6) 1210 (84.5)
Black or African American 35(4.9) 41 (5.7) 76 (5.3)
Hispanic or Latino 37(5.2) 32 (4.5) 69 (4.8)
Asian 18 (2.5) 17 (2.4) 35(24)
Japanese 2(0.3) 0(0.0) 2(0.1)
American Indian or Alaska Native 2(0.3) 0(0.0) 2(0.1)
Native Hawaiian or Other Pacific Islander 1(0.1) 0(0.0) 1(<0.1)
Other 17 (2.4) 18 (2.5) 35(2.4)
Unknown 0(0.0) 2(0.3) 2(0.1)
Age (years)
n 716 716 1432
Mean 73.2 73.2 73.2
SD 8.3 8.8 8.6
Median 74.0 74.0 74.0
Q1,Q3 67.5, 80.0 67.0, 80.0 67.0, 80.0
Min, Max 49,94 44,97 44,97
Geriatric age group - n (%)
> 65 years 600 (83.8) 598 (83.5) 1198 (83.7)
> 75 years 324 (45.3) 332 (46.4) 656 (45.8)
Page 1 of 1
N = Number of subjects randomized
IEHRRIE R & K85 (5.3.54-3) 255
8.23 HYUMEDHER
AIED TR EHK 2.7.6.8-4 (TRT,
F* 2.76.8-4 BHUHOEEHER (20050147 for Primary Analysis)
Denosumab vs Placebo
(Hazard Ratio)®
Endpoint Pt Est (95% CI) p-value
Bone metastasis-free survival time 0.85 (0.73, 0.98) 0.0284
Time to first bone metastasis (either symptomatic or 0.84 (0.71, 0.98) 0.0317
asymptomatic), excluding deaths
Overall survival 1.01 (0.85, 1.20) 0.9125
Time to overall prostate cancer disease progression 0.90 (0.78, 1.03) 0.1287°
Prostate cancer progression-free survival 0.89 (0.78, 1.02) 0.0931°
Page 1 of 1

Full Analysis Set used for all endpoints
* Hazard ratio or rate ratio < 1 favors denosumab
® p-values are adjusted for covariates

TR R & £ 9-1 (5.3.5.4-3) 765/

8.231  IEFMEER: HEGRBLEGFIMN
7 ) A T RECIT RS AN AT BIER L. (O F— R [95%CI] £ 0.85 [0.73
~0.98], P=0.0284), EEEREGHIMBICHEEZ BB I LIRE L, 7/ A~
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276 ERDHABROEELED
FI)RTT Y —YJKRTE 120 mg

THET 3354 (46.8%) MO T BAREET3I704 (51.7%) Tholz, BHFIBAFIHR O F
JfEIL, T BRI TT ) A~ TRET42 y HE -2 (T8 REE2523 5 H. 7/
A~ 782947 5 H).

8232 EIRFHMEIEE: ¥IEIEEHBHREE TOHM

T AR TRETIE, T EARREL L U CHIRIFEEHEY 27 RERIIRT Lz (O~ —
R [95% CIJ :0.84 [0.71~0.98], P=0.0317), FEEMRESHFOBEEORIL, T/
A< TRED 286 4 (39.9%) KONT T BAREED 3194 (44.6%) (2580 Hiviz, FRIE %R
RECOHBOFRAEIL, 7T BRI TT ) A~TRET3T » ARD o7z (77 R
2947 B A, T/ ATRES3A8 w1 A),

8.2.33 EIRFHMEIER: £4FLM

AR, 78R HET VAT HTREBE ChHo7= (NYF— K [95% CI] :1.01
[0.85~1.20], P=0.9125), ®/EFHROTREIL, 7/ A~ THETA39 v H, 77 bR
T449 p HThoTo, BRMIBIF O TIZ, 7/ A~ T8O 2514 (35.1%) kO 7 2R
D 2504 (34.9%) IZFH BT,

8.24 ZHEMHOHER
THEER&EGIICBIT DL 2MRHMEIA B 13, eI REM 1425 4 (7 7 A~ THE 720
&, TTRREETOS 4) A HWCRME LT,

8.2.4.1 BREIKIR

IR DIRE IR A R 2.7.6.8-5 1277,

AR OPRAE (Q1, Q3) 1E, T/ A~ THET202 » A (102, 31.3), 77 AREET 19.0
#H 92, 304) Thotle, HEEEOPIME FEERZE) X, 7/ A~ 7T 20.0 B (10.0,
32.0), 77 EBAREETI19.0E (9.0, 32.0) ThHholz, | FHOIRHRIEES (13 B EOES)
BT TR E OEIRIL, T A TED 612% M T T REED 63.8%TH V., 2HEMDIA
B G (25 BIPL oY) 22T TBRE ORISR, 7T/ A THO 408% & N T AR
D 38.9% TH V., IFEMOIBERIEEL 37 BILLEOEE) 22 - REOEIEIX, 7/ A~
THD 17.6% K% N7 T vREED 179% Th oz, £i-, REBEZHIMOPIME Q1. Q3) I
T)ASTHTI93 5 H (93, 304), 7T EHRHETI84 v H (85, 304) Thol,
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276 BALRORBEDELEH

JUY—YKRTEFE 120 mg

% 2.7.6.8-5

(20050147 for Primary Analysis)

BEREOEREKR (Full Analysis Set)

Placebo Denosumab 120 mg Q4W
SC SC
Number of subjects randomized 716 716
Number of months on study®
n 716 716
Mean 20.33 21.21
SD 12.61 12.28
Median 19.01 20.17
Q1,Q3 9.23,30.44 10.15,31.34
Min, Max 0.0, 50.5 1.0,49.4
Number of subjects receiving > 1 dose of 709 716
investigational product
Number of doses received
n 709 716
Mean 21.2 21.8
SD 13.6 13.1
Median 19.0 20.0
Q1,Q3 9.0,32.0 10.0, 32.0
Min, Max 1,55 1,53
Number of doses received - n (%)
1-6 114 (16.1) 85 (11.9)
7-12 143 (20.2) 150 (20.9)
13-18 89 (12.6) 96 (13.4)
19 -24 87 (12.3) 93 (13.0)
25-30 78 (11.0) 85 (11.9)
31-36 71 (10.0) 81 (11.3)
37-42 71 (10.0) 77 (10.8)
43 -48 44 (6.2) 36 (5.0)
>49 12 (1.7) 13 (1.8)
Percent of doses received®
n 709 716
Mean 93.2 93.1
SD 10.7 10.2
Median 97.6 96.9
Q1,Q3 90.7, 100.0 89.7,100.0
Min, Max 17,100 33,100
Cumulative investigational product exposure (months)®
n 709 716
Mean 19.90 20.50
SD 12.75 12.28
Median 18.37 19.33
Q1,Q3 8.51,30.39 9.31,30.37
Min, Max 0.6, 50.5 1.0,49.4

Page 1 of 1

* Defined as the time period from the first 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 from the first dose to the last dose of investigational product and adding 28 days.

TRBRARIT R & K 11-2 (5.3.5.4-3) 7265
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

8.2.4.2 HEE%
8.2.4.2.1 HEEZRDOEH
HEFZOEK Z K 2.7.6.8-6 (T/RT,

& 27686 HEEZRDEH (Safety Analysis Set)
(20050147 for Primary Analysis)

Denosumab
Placebo 120 mg Q4W
(N =1705) (N =1720)
n (%) n (%)
Adverse events regardless of relationship
All 655 (92.9) 676 (93.9)
Serious 323 (45.8) 329 (45.7)
Fatal 67 (9.5) 73 (10.1)
Leading to study discontinuation 67 (9.5) 79 (11.0)
Leading to investigational product discontinuation 74 (10.5) 90 (12.5)
CTCAE Grade 3,4, or 5 353 (50.1) 381 (52.9)
Adverse events related to investigational product®
All 161 (22.8) 190 (26.4)
Serious 11 (1.6) 33 (4.6)
Fatal 1(0.1) 0(0.0)
Leading to study discontinuation 2(0.3) 13 (1.8)
Leading to investigational product discontinuation 6(0.9) 23 (3.2)
CTCAE Grade 3, 4, or 5 17 (2.4) 38 (5.3)
Page 1 of 1

N = Number of subjects who received > 1 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

TRERFRIT IR 2 £ 11-1 (5.3.5.4-3) 72551

82422 EHEER

BERRIT, T/ A~ THED 93.9% (676/720) . 77 B REED 92.9% (655/705) T3R8 B,
HBH IS ROoNTAEFES (T AT 77 B AREEOIR) 1%, 355 back pain (23.3%

[168/720], 22.1% [156/705]). & constipation (17.6% [127/720]. 16.9% [119/705]). B4
HiJ arthralgia (17.1% [123/720]. 15.9% [112/705]). T#i diarrhoea (15.4% [111/720], 14.5%

[102/705]) . JREEIEYE urinary tract infection (15.0% [108/720], 13.6% [96/7051). Ki§METF
fi oedema peripheral (14.7%[106/720], 13.3%[94/705]) . /K urinary retention (14.4%/[104/720]
11.2%[79/7051) . L OMfLJR haematuria (13.8%[99/720] . 14.2%[100/705]) T&H - 7= (£ 2.7.6.8-7),
1RBREE L ORTEED B D & HIE SN2 EFELRIL. 7/ A THD 26.4% (190/720), 77+
IHED 22.8% (161/705) 1ZFRDH bz, HERH) K < A ORI L OBENEN & 5 & fE
ENTHAHFEFR (T A~ TR, 77 8FRHOIA) 1%, ONJ (3.2% [23/720], 0.0% [0/705]) .
B2 97 fatigue (3.1% [22/720]. 3.1% [22/705]) . 4% constipation (2.9% [21/720]. 1.3% [9/705])
#EJ)JE asthenia (2.6%[19/720].1.7%[12/705]) . BA%iJf arthralgia (1.8%[13/720].,1.6%[11/705]) .
il A muscle spasms (1.7%[12/7201, 1.3%[9/705]) . &AKIHIE decreased appetite (1.5%[11/720],
0.4% [3/705]) . A% myalgia (1.5% [11/720]. 0.4% [3/705]) . (> nausea (1.4% [10/720],
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

3.3% [23/705]), K OVEJE headache (1.3% [9/720]. 1.3% [9/705]) ToH-7=, 7L — K3 LL
FORERERRT, T A THOD 52.9% (381/720), 77 EREED 50.1% (353/705) (ZRD 5
, B L Ron=Z Lb— 3L EORERSR (7 AT, 77 8REOIR) 1, K
PA urinary retention (7.6% [55/720], 4.7% [33/705]). MJ&k haematuria (3.6% [26/720]. 2.8%
[20/705]) . &l anaemia (3.6% [26/720]. 2.0% [14/705]). ‘B #5f% metastases to bone (3.2%
[23/720], 3.4% [24/705]). RiSLHRFE prostate cancer (2.1% [15/720]. 3.0% [21/705]). KON
JKREJE hydronephrosis (1.8% [13/720], 2.4% [17/705]) T -7z,
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

& 27687 WINIDOBHTREENS%ULTH I-HEER (Safety Analysis Set)
(20050147 for Primary Analysis)

Denosumab
Placebo 120 mg Q4W

(N =705) (N =720)
Preferred Term n (%) n (%)
Number of subjects reporting adverse events® 655 (92.9) 676 (93.9)
Back pain 156 (22.1) 168 (23.3)
Constipation 119 (16.9) 127 (17.6)
Arthralgia 112 (15.9) 123 (17.1)
Diarrhoea 102 (14.5) 111 (15.4)
Urinary tract infection 96 (13.6) 108 (15.0)
Oedema peripheral 94 (13.3) 106 (14.7)
Urinary retention 79 (11.2) 104 (14.4)
Haematuria 100 (14.2) 99 (13.8)
Fatigue 79 (11.2) 97 (13.5)
Nausea 96 (13.6) 96 (13.3)
Asthenia 94 (13.3) 94 (13.1)
Pain in extremity 88 (12.5) 94 (13.1)
Anaemia 80 (11.3) 94 (13.1)
Dysuria 65(9.2) 71(9.9)
Nasopharyngitis 70 (9.9) 67 (9.3)
Headache 54 (7.7) 66 (9.2)
Metastases to bone 62 (8.8) 64 (8.9)
Dyspnoea 58 (8.2) 64 (8.9)
Dizziness 54 (7.7) 64 (8.9)
Decreased appetite 59 (8.4) 62 (8.6)
Musculoskeletal pain 60 (8.5) 60 (8.3)
Abdominal pain 49 (7.0) 60 (8.3)
Pollakiuria 49 (7.0) 60 (8.3)
Vomiting 55(7.8) 55(7.6)
Hypertension 50 (7.1) 55 (7.6)
Cough 58 (8.2) 53(7.4)
Influenza 38 (5.4) 47 (6.5)
Insomnia 42 (6.0) 45 (6.3)
Upper respiratory tract infection 22 (3.1) 45 (6.3)
Muscle spasms 28 (4.0) 44 (6.1)
Fall 43 (6.1) 41 (5.7)
Bone pain 25(3.5) 41 (5.7)
Bronchitis 32 (4.5) 40 (5.6)
Weight decreased 40 (5.7) 39 (5.4)
Pyrexia 32 (4.5) 38(5.3)
Hot flush 30 (4.3) 38(5.3)
Rash 32 (4.5) 37(5.1)
Nocturia 25 (3.5) 37(5.1)

Page 1 of 1

N = Number of subjects who received > 1 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 incidence in denosumab group.
Coded using MedDRA version 13.1

* Includes all adverse events, not only those occurring with > 5% frequency

TEBRRIE IR 3 £ 14-6.2.1 (5.3.5.4-3) 765/

8.2.4.2.3 HEOPILICE--AEER

REBOPIEICE S TEHEFEFRIT. T/ AT THED 11.0%(79/720) . 7 7 REED 9.5% (67/705)
RO B, B L RbNT-FE (T A~ TR, 77 B REEDNE) 1%, BHsf% metastases
to bone (3.8% [27/720]. 3.4% [24/705]) . ONJ (0.8% [6/720]. 0.0% [0/705]) . HiSZARHE prostate
cancer (0.6% [4/720], 0.9% [6/705]). K OMLJR haematuria (0.6% [4/720], 0.0% [0/705])
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

ThoT=,

82424 BRBREORSHIEICE-AEER

BRI F G I ICE > A EERIL. T/ A~ THED 12.5%(90/720) . 75 B REED 10.5%
(74/705) 1Z@BD B, KL Ao FR (T A7 #., 77 8RBEOIR) 1%, Bis
& metastases to bone (3.8% [27/720]. 4.7% [33/705]) } ¥ ONJ (1.4% [10/720]. 0.0% [0/705])
ThHol,

8.24.25 RICES-HEER
WAZEST-HERGIL, 7/ A~ THD 101% (73/720), 77 BHREED 9.5% (67/705) I

RBOLNTE (R 2.7.68-8), FHICESTAFFEFROL LN, HEBOEITE ORENHHFLT
BV, T A TRETITIRBRIE L OBEER S 5 L HE SN FRITRO bhienotz,

® 27688 2ZULICRBELIZEIZE--HEER (Safety Analysis Set)
(20050147 for Primary Analysis)

Denosumab
Placebo 120 mg Q4W
(N =1705) (N =1720)
Preferred Term n (%) n (%)
Number of subjects with fatal adverse events 67 (9.5) 73 (10.1)
Prostate cancer 11 (1.6) 8 (1.1)
Renal failure 2(0.3) 6(0.8)
Myocardial infarction 1(0.1) 6(0.8)
Sepsis 3(0.4) 4(0.6)
Death 4 (0.6) 3(0.4)
Metastases to lymph nodes 2(0.3) 3(0.4)
Metastases to bone 1(0.1) 3(0.4)
Cardiopulmonary failure 0(0.0) 3(0.4)
Cerebrovascular accident 2(0.3) 2(0.3)
Multi-organ failure 2(0.3) 2(0.3)
Prostate cancer metastatic 1(0.1) 2(0.3)
Cardiac failure 0(0.0) 2(0.3)
Renal failure acute 3(0.4) 1(0.1)
Metastases to liver 2(0.3) 1(0.1)
Ascites 1(0.1) 1(0.1)
Cardiac arrest 1(0.1) 1(0.1)
Completed suicide 1(0.1) 1(0.1)
Metastases to central nervous system 1(0.1) 1(0.1)
Pulmonary embolism 1(0.1) 1(0.1)
Sudden death 1(0.1) 1(0.1)
Pneumonia 5(0.7) 0 (0.0)
Cachexia 2(0.3) 0 (0.0)
Respiratory failure 2(0.3) 0 (0.0)
Page 1 of 1

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

n = Number of subjects with fatal adverse events

Includes only treatment-emergent adverse events

Preferred terms are sorted by descending order of frequency in the denosumab group.
Coded using MedDRA version 13.1

BTG IR & E K 11-3 (5.3.5.4-3) 22551
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

82426 EEGEEER

EERAERGUL, 7/ A THED 457% (329/720), 77 B ARBED 45.8% (323/705) 1258
Do, MBI Ao FER (57 A~ T8, 778 RHOIE) X, JRPA urinary retention
(7.5% [54/720]. 4.4% [31/705]), MJR haematuria (4.9% [35/720], 3.4% [24/705]). KO\
A fi. anaemia (3.1% [22/720]. 1.7% [12/705]) ToH -7z (F 2.7.6.8-9),

® 27689 WINHIhDETHREEN1%ULTH > -EELHESEZR (Safety Analysis Set)
(20050147 for Primary Analysis)

Denosumab
Placebo 120 mg Q4W
(N =705) (N =720)
Preferred Term n (%) n (%)
Number of subjects reporting serious adverse events 323 (45.8) 329 (45.7)
Urinary retention 31(4.4) 54 (7.5)
Haematuria 24 (3.4) 35(4.9)
Anaemia 12 (1.7) 22 (3.1)
Renal failure 8(1.1) 16 (2.2)
Prostate cancer 21 (3.0) 15(2.1)
Urinary tract infection 14 (2.0) 15(2.1)
Hydronephrosis 11 (1.6) 13 (1.8)
Pneumonia 15 (2.1) 12 (1.7)
Myocardial infarction 8 (1.1) 12 (1.7)
Osteonecrosis of jaw 0(0.0) 11 (1.5)
Renal failure acute 15(2.1) 10 (1.4)
Dyspnoea 6(0.9) 10 (1.4)
Metastases to bone 5(0.7) 10 (1.4)
Pyrexia 5(0.7) 10 (1.4)
Asthenia 9(1.3) 9(1.3)
Back pain 7 (1.0) 9(1.3)
Pulmonary embolism 8 (1.1) 8 (1.1)
Deep vein thrombosis 6(0.9) 8 (1.1)
Syncope 3(0.4) 8(1.1)
Cerebrovascular accident 9(1.3) 7 (1.0)
Dysuria 3(0.4) 7 (1.0)
Osteoarthritis 3(0.4) 7 (1.0)
Bladder cancer 2(0.3) 7 (1.0)
Atrial fibrillation 12 (1.7) 6 (0.8)
Cardiac failure congestive 7 (1.0) 6 (0.8)
Sepsis 7 (1.0) 6 (0.8)
Urinary tract obstruction 12 (1.7) 5(0.7)
Dehydration 8 (1.1) 5(0.7)
Femur fracture 7 (1.0) 1(0.1)
Page 1 of 1

N = Number of subjects who received > > 1 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 denosumab group.
Coded using MedDRA version 13.1

TEER T2 # 11-5 (5.3.5.4-3) 7265/

82427 TOMDEELREERER

BEFRGOIH, KA AMIE, BYE (AT E D KEFEYEA &) . ONJ, Hikl
JRRE PRI W, O R WEBUE & BT S RREME O H 2 A E RS, KOANED
HEHEGIZOWT, FANTED, ERNZER L,
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276 BEcxOHBOE LD
T/ AT X —UKRTE 120 mg

8.2.4.271 KAL) LIMSE

BANY T MJEX, T/ A~T D 1.7% (12/720). 77 B REED 0.3% (2/705) TR 5
N, TUHDOEZOEL (T /7 ATE104, T BREE24) X, BEIPEEOF
LTHY, 1BIOLOFEE (77 A~THIL, TTvRH24) Thole, 7/ AR THD
1 ZBAIEEIEDIR I V> T AJE (PR leg cramps) 3388 HiLTZ, S#iE X, F4
BRI AN T AROEH IV D OHiFEEZIT CWRdole, 7/ A~ TEOD 8 41T

J A= T ONEE G 6 5 HUPWIZAK AV T AIENBB Lz, 13E A EOFSRN, AE7
LXIEAN Y AOROEFEGIZE-CRE L (T A~TREN 4, 778 RBE24), T/
AR THED 2200, WINPT LOFEIRNE G252 T 1o, BEERIERA LT LAEITZT ) A~ T
HTiIRobonT, 77RO 14 BEHRE 133* ) IZRBDLNTL, T/ AV THOMK
B C ORI OB G IEICE S 72K L o0 A E S ERER A IR IZFE » 72K D v o 7 A USE
IR NIRRT, XR—=RA T A VIO VT F =27 )T T 2 AN 30 mL/min K Tdh - 7~
184 DHIRE (7 / A~ THES A4, T BEAREE104) I[IRA LY U AMIEITRD biveino
77

8.2.4.2.7.2 ONJ

MSTHEZBRITE Y ONI LHIESNTAEFEFRIT. 7/ A THD 4.6% (33/720), 77
TAREED 0.0% (0/705) THh-7-, ONJ DBFEFHEEIGIL, 1EH T 1.1%, 240 T29%, 3
FHTA42%TH Y, BEEEETHIE L7Z ONJ O RFERBLHIT, 1 F£H T 1.3 F4 7100 -4, 2
FEHT20HFL 100 A, 34HT245F5,100 N-ETH o7z, ONJ &HIEINTZ 33 4
DHIL, TL— R4 XI5 OFGIITRDLNT, FL—FR3IN104, JL—FR2HB 164, 7
L— 1B T4 Tholo, £72, ONJ LHESNTZ 334D 5 6 31 41X, JRFTOAKEY 27 K]
THBA LTV (kth, NEFEAERR, ROWREEOMER, Itoninrndo7),

HLHEBRIT ) A~ T O % | B EZT T2 BRE N 194, 7/ A~ T O¥5-% 4 [HILL
ERGTAIRAED 11 4 TH -T2, ONJ LHE SN AHERED 30 413, T—F Ty AT HE
TIZT /) AT OG- ZPIE LTz, ONJ &HESNTHWRED 5 H, 10 ZITSFHERARZET
Y| 21 LITRERRARHER (EEERE, Almbkk, RORIE) 2MTbhivic, 7Y D24
X BOBROFMALECTH -7, 2 FE A FREAT, 13 43R L HE SR,

824273 R

YR, 7/ A THED 50.0% (360/720), 77 B REED 44.8% (316/705) (258D bz,
TITRARBELARTT ) A~ TR CTORBLENE o TEYE O FGIL, FFEE O _EXGERY:
upper respiratory tract infection (FEHTIZR D7 3.2%) K ONFHDEHEAR osteomyelitis (FEBLZED 7
1.7%) To o7, BEEREYYEIL, 7/ A~ THED 9.0% (65/720) . 77 £ REED 8.2% (58/705)
IZRBD B, FEICE S T EYHEIL, 7/ A~ TEED 1.0% (7/720), 77 2 REED 1.3% (9/705)
R DTz, EEREERYYEIX, 7/ A~ TEED 0.7% (5/720) . 77 B REED 0.6% (4/705)
WZRRO BTz,
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

8.2427.4 HHREREREELIES
PR MM L, T A~ TRED 53% (38/720). 77 B AREED 4.5% (32/705) 1238
OO, FFEDONRAFRIAR - T-EAEER D 7o T,

8.24.2.75 k23
BIBIL, T/ A TEED2.5% (18/720). 77 BHREED 2.8% (20/705) 12388 b,

824276 DMERES

BRI D TIMEREE cardiac disorders| (2344 T 28 EFR K OEHE LR HEHRITL.

T ) A TEED 14.6% (105/720) KT 7.8% (56/720), 77 2 AREED 11.6% (82/705) KT 7.0%
(49/705) 1258 BTz, BEZ LI myocardial ischaemia 13, 7/ A~ 7 HED 0.8% (6/720) .
7 ZBARHED 0.0% (0/705) (27O HiLlc, BEEZRLHEM myocardial ischaemia & F 8 L 72 6
22BN DL EOUHEMICET S Y 27/ (EE, BERFE., @mifEOREFEREE &)
A LTz, BGHA AR DR M OBEEREZ A L Wi 13, 77 8 R L0 7
) AR THTEL (F ) A THET5%, 7B REES5.0%) . £7-. TENRE RO E LA
LTCWEBRE b E otz (57 A~ TRE222%, 77 v REE20.7%),

BRI O TiEEE vascular disorders | (Zi% 4T 52 EFHR M OEE LA EFRIT.
T ) A TEED 24.7% (178/720) F X 4.0% (29/720), 77 B REED 19.7% (139/705) K& TN 3.8%
(27/705) (2388 B AT IRERFFRIMASAE deep vein thrombosis (£, 7 ./ A~ THED 2.1%(15/720) .
7T/ ARED 0.9% (6/705) IZFRDH LV, HEEHERHIRIMARE deep vein thrombosis Z 78 L 7 4%
Bt D% < PNEBIRGUEO RIS BB ICIN 2, 1 DU EOMAEICET 5 U 27 RT- (R
MARSE, OFHFEZE, REEAR, 5 - MPEOARE, EEINREER, L OKEE B OBEEEE, i [70
] #Ete) AL TCWe, EEREHFFIRMARAE deep vein thrombosis DFELIL, i 5
BEMTHEL LW (57 2~ T7RE1.1% [8/720], 77 B AREE 0.9% [6/705]),

824277 BBYELEET HAREMEDHLIEEER

WEUE & BhE T D TRk B DA FFRIT, 7/ AV THED 3.5% (25/720), 7T B AREED
3.1% (22/705) 12RO LTz, #RE DL < PR UIFEEDOFEL ThH -7z, WHEUE & BE
THHRMEOLIFEFRERIALIWERED I B, T/ A~THD 204 (80%) KNS
TARHED 194 (86%) (X1 BIOALDOHBETHY | FREBEL HIRREOR G 2k L. 15K
AR L > THIEITRD o7z, WEUE & BET 5 rlRetED b 2 BE A FHGIL,
BERHDO 24 ITRO BT,

8.2427.8 BN E
ANREIL, 7/ A~ 7D 1.9% (14/720) . 7T BREED 3.0% (21/705) 1288 Hiviz,
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

8.24.3 T/ AT THREDORIRE
T ) A~ THERORBOFELE G LIcgBrs (57 A~ TR 704 4, 77 2AREE 691
£) Db, FEETUREME 2R Lol 1 W o 7=,

8.24.4 GRIREE. NM ALY A Y, RULRLEICEAT L ZOMMDOFRRE

T AR TEGICE T MEA VT MEDIKR T 258D b AL, M7 V7 I UHIER VY
7 MMED 8 mg/dL LA ETH o 7o gRE OEIGIL, 7/ A TH T 95% (684/720) K O7' T &
AHET99% (696/705) Th-olz, FT7BARRETIE, 7L — 3 XX 4 DMET7 V7 I UHHIE
TN MEDIK T IZRDHNT, 7/ A~ THETIE, 7 L—F3DETFIX 1% (8/720), 7
L— N4 DIETIX0.1% (1/720) IZ@BO LNz, ZHHOMIEN AT U MEDKT & BEE L7
JEFNEDOFEGIIRD Do Te, XR—=ATA VIO LT F =227 U T Z 2 A7) 30 mL/min
K THo1eT ) A THDOIAD I B 14T L — N4DMET VT I HIEI L T IME
DIRTRRBO LN, T/ AT EEICL ST, M) AMEOIKTREH HiL, ZL—K3
DYV UMEDIK T, 7/ A~ 7D 5.8% (42/720) . 77 2 REED 1.8% (13/705) 1278 i,
T —R4D) AMEOK FIZRO Loz, 2D OIfiE Y AEO T & B U 7= e feltt:
DHRERZTBO NIRRT, EOMOEERREN, A Z VA KOECOG performance
status (ZDOWT, WO G THIRBRIER G- L BE 2 R~ 2 idElo b it o 7o,

8.3 #&Him

EBARHED BRI R ICT /) A= 7 120 mg QAW TR F#H 5 L7 & & OAAEMIX
BIFCTHY ., 7 /) AV TEEIL L > T, BHEEBAFMMPARIER L, BB U X7 O
VRO BT,
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

9. B% 20050147 (EIFR£REIZE I BEER. BAZEF L) . £258E5H (B
EEM)
TIVE U ARBED BRI B RE 255 L LT /) A~ 7 OMFB AR OMER %
AT D R A L T EE MR YT & AR R itk [R5 11 AR ERER
............................................................................ B 5.3.5.4-4

9.1 HEBRAELZDHE
ABRIE, 55 8 IHORER 20050147 D EFEERBE SN O DIERKE G THH 720, RS
HEOWMEIISE 81 HASRD Z &

9.1.1  HERHR

2006 452 A B GwogsEomaAnR) ~2fE=] AR EREREGHOT—
DIy AT H)

FEE BB G, Ak,

9.1.2 IxG5HARM

MR LRV ED FHIRNTINFE T T HETT J AT IS 78R EZEMR T CTHE LT,
EERKGH (FEERE G AR ER&EGH) <o RFEREYF O PR E (Q1, Q3) i,
T ATTRET193 (93,33.2) » A (P UEHERZ] (216 [13.6] » H), 7T ®FRHET
18.4 (8.5,32.8) » A (P [HEHEFZE] :21.0 [141] » A) Thotz, AIMEROLEMED
FEFT T, 7T AT OT TR T 2EEIES RSN, 4 W D & OFEAL 2 fikfe
HORF L, BEBEARERT 2 £ T, ARBXIGBEENT /) A~ 7 OMRkm AT 5%
T, XIFTHRKR3IFEROWT NV E T, FEMRFICTT / A7 120mg D F 5%
S AP N (I R O

9.1.3 #ETFE

FEERKEGINCE R U7zttt (5 8.1.12 1) 1%, BRI & & O T N TIER ER&E 5]
DR TRFICHEFER L7z, ZOMITITEEREGHOT -2 2R L Lic, RERKGHKT
RF DA RMEDIRHTHERIT, FEMTOREREZMET 27200 b D TH S0, ZEMEOFIEIT
1Th7inol,

9.2 HROEHN
SEMREGH (FEERESHEEESHREGH]) OfERZUTICRET 5, FEEHRKE
HEHIO#ERITE 8.2 THICHH LT,

9.21 HWEREDAIR
AR R A 2.7.6.9-1 (2T,

203



276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

EEERMOT—% 5y NATHETIZ, T/ A TEED 83.5% & VT 7 B AREED 81.4%M°
RREREEZPIEL, 7 A THD 828% K VT 7 EARRED 81.6%M R4 1k L7z, BB
SR ENZ IR E U 7 FEYE (B s & BB TIE ) 12 L » TRBR &2 W Ik L 7= o EI 51,
T ) AR TEET 46.6% % VT 7 EHREET51.0% Th o7,

#* 2.7.6.9-1 HE&dIEDIERH (Full Analysis Set)
(20050147 Blinded Treatment Analysis)

Denosumab
Placebo 120 mg Q4W All
n (%) n (%) n (%)
Randomized 716 716 1432
On study through blinded treatment cutoff date 132 (18.4) 123 (17.2) 255(17.8)
Discontinued prior to blinded treatment cutoff date 584 (81.6) 593 (82.8) 1177 (82.2)
Protocol-specified criteria® 307 (42.9) 269 (37.6) 576 (40.2)
Consent withdrawn 103 (14.4) 113 (15.8) 216 (15.1)
Death 58 (8.1) 65 (9.1) 123 (8.6)
Adverse event 28 (3.9) 40 (5.6) 68 (4.7)
Disease progression” 22 (3.1) 35(4.9) 57 (4.0)
Other 25(3.5) 33 (4.6) 58 (4.1)
Administrative decision 20 (2.8) 21 (2.9) 41 (2.9)
Noncompliance 8(1.1) 8(1.1) 16 (1.1)
Lost to follow-up 11 (1.5) 4(0.6) 15 (1.0)
Protocol deviation 1(0.1) 3(0.4) 4(0.3)
Ineligibility determined 1(0.1) 2(0.3) 3(0.2)
Page 1 of 1
Percentages based on number of subjects randomized
* Protocol specified criteria includes bone metastasis confirmed by central reader
® Disease progression excluding bone metastasis
TRIRRA TR # 14-1.1 (5.3.5.4-4) D 5H
922 AMEDHER
EERBEHOAIED T2 RERER 2.7.69-2 177,
% 2.7.6.92 BHMHEOEEFER (20050147 Blinded Treatment Analysis)
Denosumab vs Placebo
(Hazard Ratio)*
(Extended Blinded Treatment Phase Analysis Results)”
Endpoint Pt Est (95% CI) p-value
Bone metastasis-free survival time 0.88 (0.76, 1.01) 0.0704
Time to first bone metastasis (either symptomatic or 0.86 (0.73, 1.00) 0.0517
asymptomatic), excluding deaths
Overall survival 1.06 (0.90, 1.24) 0.5199
Time to overall prostate cancer disease progression 0.91 (0.79, 1.05) 0.1846°
Prostate cancer progression-free survival 0.90 (0.79, 1.03) 0.1308°
Page 1 of 1

Full Analysis Set used for all endpoints

* Hazard ratio or rate ratio < 1 favors denosumab

® Exploratory analyses from entire blinded treatment analysis through. - 2(.
¢ p-values are adjusted for covariates

TRBRARIT RS E K1 (5.3.54-4) 72551
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

9.2.2.1 FEFEIEE: BEEGEBEFHM

T ) AR TR CIIEFIRB AR L (O — R [95% CTD : 0.88 [0.76~1.01],
P=0.0704), JEESMREGHK TRICEEB A UIRLE LIoEBREIL. 7/ A~ T7#HT
36240 (50.6%) KONT T REET 3884 (54.2%) Thoiz, HFHBATELIR O Py fEiX,
TFIERBCHARTT ) A THT42 y HEI T,

9222  EIRFHEIER: #EIBFEBFERE TOHME

T)ASTRETIX, 7B ARBEL L CHIEE B X7 MR T L (A= Rk
[95% CI] :0.86 [0.73~1.00], P=0.0517), JEREMHEGHK TROFEEORIUL, T/
A= TRED 304 4 (42.5%) KONT T BREED 3324 (46.4%) (23880 Bz, HIEIE 8%
RECTOHMOFRMEIL, 7T R TT ) A~ THET3.6 » ARN -T2,

9223 EIREFHMEIEER: £4FLM

AR, 78R HET VAT HTHREBE Ch o7 (N — K [95% CI] :1.06
[0.90~1.24], P=0.5199), ®AFHIMOTIMEIL, 7/ A~T T35 v H, 77 REE
TA451 n AThoT, EEERBEGHKE TIRFECORLEIE, 7/ A~ THD 2924 (40.8%)
KOT 7 vRHED 2794 (39.0%) IZRD b,

923 REMDHER

BEBREGEINCR T 2 2RV HEE B IX, RV G 14254 (77 A~ 7 #1720
. TTRARETOS &) ERWTEHE L., RERKREMICE T LT ) AT 0T r 7
7, FEEREREMEFEKRTH -T2,

9.2.3.1 PR ER IR

TRBREEOIRT R A F 2.7.6.9-3 1TRT,

AREIR O YRE (Q1, Q3) 1X, T/ A~THET202 » A (102, 33.5), 77 2AHREET 19.0
#H 92, 33.1) Thote, HEEEOPIME FEERZ) X, 7/ A~ 7T 20.0 B (10.0,
35.0), 77 EAREETI19.0E (9.0, 350) Tholz, /-, BHEEZMMOTIIE Q1. Q3)
X, T/ A TEET193 5 A (93, 332), 7 EAREETI84 5 H (85, 328) Thoiz,
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FJAIT

276 BALRORBEDELEH

JUY—YKRTEFE 120 mg

% 2.7.6.9-3

(20050147 Blinded Treatment Analysis)

BEREOEREKR (Full Analysis Set)

Placebo Denosumab 120 mg Q4W
SC SC
Number of subjects randomized 716 716
Number of months on study®
n 716 716
Mean 21.48 22.33
SD 14.05 13.62
Median 19.01 20.17
Q1,Q3 9.23,33.08 10.15, 33.54
Min, Max 0.0,55.9 1.0, 54.7
Number of subjects receiving > 1 dose of 709 716
investigational product
Number of doses received
n 709 716
Mean 22.3 229
SD 15.1 144
Median 19.0 20.0
Q1,Q3 9.0,35.0 10.0, 35.0
Min, Max 1, 60 1,59
Number of doses received - n (%)
1-6 114 (16.1) 85 (11.9)
7-12 143 (20.2) 150 (20.9)
13-18 89 (12.6) 96 (13.4)
>19 363 (51.2) 385 (53.8)
Percent of doses received”
n 709 716
Mean 92.9 92.9
SD 10.8 10.2
Median 97.2 96.3
Q1,Q3 90.0, 100.0 89.1, 100.0
Min, Max 17,100 33,100
Cumulative investigational product exposure (months)®
n 709 716
Mean 20.99 21.55
SD 14.14 13.58
Median 18.37 19.33
Q1,Q3 8.51,32.76 9.31,33.15
Min, Max 0.6, 55.9 1.0, 54.7

Page 1 of 1

* Defined as the time period from the first 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 from the first dose to the last dose of investigational product and adding 28 days.

TBBRIR TR 2 K 14-5.1 (5.3.5.4-4) 725511

FEER
FEZERDERN

9.23.2
9.2.3.2.1

HEFZOEK R 2.7.6.9-4 (TRT,
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

xR 2769-4 BHEEZRDOEH (Safety Analysis Set)
(20050147 Blinded Treatment Analysis)

Denosumab
Placebo 120 mg Q4W
(N =1705) (N =1720)
n (%) n (%)

Adverse events regardless of relationship

All 656 (93.0) 677 (94.0)

Serious 331 (47.0) 340 (47.2)

Fatal 72 (10.2) 82 (11.4)

Leading to study discontinuation 72 (10.2) 86 (11.9)

Leading to investigational product discontinuation 79 (11.2) 95 (13.2)

CTCAE Grade 3,4, or 5 365 (51.8) 393 (54.6)
Adverse events related to investigational product®

All 161 (22.8) 198 (27.5)

Serious 11 (1.6) 34 (4.7)

Fatal 1(0.1) 0(0.0)

Leading to study discontinuation 2(0.3) 16 (2.2)

Leading to investigational product discontinuation 6(0.9) 27 (3.8)

CTCAE Grade 3, 4, or 5 17 (2.4) 40 (5.6)

Page 1 of 1

N = Number of subjects who received > 1 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

TEBRRIE IR 3 £ 14-6.1.0 (5.3.5.4-4) 7265/

92322 EHEER

BERRIT, T/ A~ THED 94.0% (677/720) . 77 B REED 93.0% (656/705) T3R8 B,
HBH IS RoNTAERES (57 AT, 77 B REEOIR) 1%, 155 back pain (23.6%
[170/720], 22.6% [159/705]). & constipation (18.1% [130/720]. 17.3% [122/705]). B4
i arthralgia (17.1% [123/720]. 16.5% [116/705]). JREIEYY urinary tract infection (15.7%
[113/720]. 14.3% [101/705]). T#i diarrhoea (15.6% [112/720], 14.6% [103/705]), AAEME:
7#ME oedema peripheral (14.9% [107/720]. 13.8% [97/705]). JRFA urinary retention (14.9%
[107/720]. 11.8% [83/705]). K OMLJR haematuria (14.2% [102/720], 14.6% [103/705]) T
Hotz (£ 27.69-5), IR LOBENERSH D LHESN-AEFGIL, 7/ A~ THOD
27.5% (198/720), 77 BAREED 22.8% (161/705) 1T LT, X < A7 RBREK
EORENN D D LHESNICAERS (7 A~ THE, 77 EAREOIE) 1%, ONJ (3.9%
[28/720], 0.0% [0/705]). %% fatigue (3.1% [22/720]. 3.1% [22/705]). f#f¥ constipation
(2.9% [21/720]. 1.4% [10/705]), #EJJE asthenia (2.6% [19/720], 1.7% [12/705]). BE&f
Ji arthralgia (1.8% [13/720], 1.6% [11/705]). fJ&HE muscle spasms (1.7% [12/720], 1.3%
[9/705]) . 5P myalgia (1.7% [12/720]. 0.4% [3/705]) . ®AKEGE decreased appetite (1.5%
[11/720], 0.4% [3/705]), H.L» nausea (1.4% [10/720], 3.3% [23/705]). J% O'BEJ§ headache
(1.3%[9/720]. 1.3% [9/705]) TH 7=, 7L — R 3L LEOFEFRIT, T/ A~ TRHED 54.6%
(393/720) . 77 BAHREED 51.8% (365/705) (28 biL, ML Ao/ L —RF3LE
DHERG (7 A~T7#E, 778 AREEOIR) (X, JREA urinary retention (7.9% [57/720], 4.8%
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276 BALRORBEDELEH
=,225 SUY—YKRTiFE 120 mg

[34/705]) . IMJR haematuria (3.9% [28/720]. 2.8% [20/705]). & fl. anaemia (3.9% [28/720].
2.0%[14/705]) . ‘& #5% metastases to bone (3.2%[23/720]. 3.4%[24/705]) . L ORISR prostate
cancer (2.2% [16/720]. 3.0% [21/705]) Toh -7~

£ 27695 WINHIOBHTREENS%ULTH I-HEER (Safety Analysis Set)
(20050147 Blinded Treatment Analysis)

Denosumab

Placebo 120 mg Q4W

(N =1705) (N =1720)
Preferred Term n (%) n (%)
Number of subjects reporting adverse events® 656 (93.0) 677 (94.0)
Back pain 159 (22.6) 170 (23.6)
Constipation 122 (17.3) 130 (18.1)
Arthralgia 116 (16.5) 123 (17.1)
Urinary tract infection 101 (14.3) 113 (15.7)
Diarrhoea 103 (14.6) 112 (15.6)
Oedema peripheral 97 (13.8) 107 (14.9)
Urinary retention 83 (11.8) 107 (14.9)
Haematuria 103 (14.6) 102 (14.2)
Pain in extremity 89 (12.6) 100 (13.9)
Fatigue 81 (11.5) 99 (13.8)
Nausea 96 (13.6) 98 (13.6)
Anaemia 81 (11.5) 98 (13.6)
Asthenia 96 (13.6) 95 (13.2)
Dysuria 68 (9.6) 75 (10.4)
Nasopharyngitis 71 (10.1) 68 (9.4)
Dyspnoea 61 (8.7) 67 (9.3)
Headache 54 (7.7) 67 (9.3)
Dizziness 55(7.8) 66 (9.2)
Metastases to bone 63 (8.9) 65 (9.0)
Decreased appetite 61(8.7) 64 (8.9)
Pollakiuria 49 (7.0) 63 (8.8)
Abdominal pain 52(7.4) 61 (8.5)
Musculoskeletal pain 61 (8.7) 60 (8.3)
Hypertension 52(7.4) 60 (8.3)
Vomiting 57 (8.1) 59(8.2)
Cough 61 (8.7) 54 (7.5)
Influenza 38 (5.4) 49 (6.8)
Insomnia 44 (6.2) 46 (6.4)
Muscle spasms 28 (4.0) 46 (6.4)
Upper respiratory tract infection 24 (3.4) 46 (6.4)
Bone pain 27 (3.8) 42 (5.8)
Fall 43 (6.1) 41 (5.7)
Bronchitis 35(5.0) 41 (5.7)
Hot flush 32 (4.5) 41 (5.7)
Weight decreased 42 (6.0) 40 (5.6)
Pyrexia 34 (4.8) 39(5.4)
Nocturia 26 (3.7) 39 (5.4)
Rash 32 (4.5) 37(5.1)
Hydronephrosis 35(5.0) 36 (5.0)
Chest pain 21 (3.0) 36 (5.0)

Page 1 of 1

N = Number of subjects who received > 1 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 incidence in denosumab group.
Coded using MedDRA version 13.1

* Includes all adverse events, not only those occurring with > 5% frequency

TEBRRIE IR 3 £ 14-6.2.1 (5.3.5.4-4) 765/
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

9.2.3.2.3 RERDOPILICE--FEER

REDOPILICE S T-GERHRIL, T/ A~ TEHO 11.9% (86/720), 77 HHREED 10.2%
(72/705) IZ@RDH B, WL o= F% (77 A~ TR, 77 2RO 1%, Big
& metastases to bone (3.9% [28/720], 3.4% [24/705]). ONJ (1.0% [7/720]. 0.0% [0/705]).
ASZRIE prostate cancer (0.7% [5/720], 0.9% [6/705]), K UOMLJR haematuria (0.6% [4/720],
0.0% [0/705]) ToH -7,

92324 BRBREOBRSDPIEICEAEER
BBRIEDOF G IRICE > A EERIL. T ) A~ TEED 13.2%(95/720) . 7T B REED 11.2%
(79/705) 1Z@BDH B, KL RO FR (T A~ T7#., 77 8RBEOIR) 1%, Bz
% metastases to bone (3.8% [27/720], 4.7% [33/705]) } O ONJ (1.7% [12/720]. 0.0% [0/705])
ThHol,

9.2325 RIZE--HEEZR

WALEST-HERGIL, 7/ A TEO 11.4% (82/720), 7 Z7BHREED 10.2% (72/705) 12
RO (R 2.7.6.9-6), FHIZESTEHEFEFROL N, JRBOET UIFURD L BEE L
AOHEOESRTHY | T /) A~ T EETIIIERIE & OBEMENH 5 L HE SN FRITR D L
o,
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

® 27696 2ZULICRBELIZEIZE--HEER (Safety Analysis Set)
(20050147 Blinded Treatment Analysis)

Denosumab
Placebo 120 mg Q4W
(N =705) (N =720)
Preferred Term n (%) n (%)
Number of subjects with fatal adverse events 72 (10.2) 82 (11.4)
Prostate cancer 11 (1.6) 8(1.1)
Myocardial infarction 3(0.4) 7 (1.0)
Renal failure 2(0.3) 6(0.8)
Death 4 (0.6) 4(0.6)
Sepsis 3(0.4) 4 (0.6)
Cerebrovascular accident 2(0.3) 3(0.4)
Metastases to lymph nodes 2(0.3) 3(0.4)
Metastases to bone 1(0.1) 3(0.4)
Cardiac failure 0(0.0) 3(0.4)
Cardiopulmonary failure 0(0.0) 3(0.4)
Renal failure acute 3(0.4) 2(0.3)
Multi-organ failure 2(0.3) 2(0.3)
Prostate cancer metastatic 1(0.1) 2(0.3)
Pulmonary embolism 1(0.1) 2(0.3)
Cardiac arrest 2(0.3) 1(0.1)
Metastases to liver 2(0.3) 1(0.1)
Ascites 1(0.1) 1(0.1)
Completed suicide 1(0.1) 1(0.1)
Dyspnoea 1(0.1) 1(0.1)
Metastases to central nervous system 1(0.1) 1(0.1)
Sudden death 1(0.1) 1(0.1)
Urosepsis 1(0.1) 1(0.1)
Pneumonia 5(0.7) 0 (0.0)
Respiratory failure 3(0.4) 0 (0.0)
Cachexia 2 (0.3) 0(0.0)
Page 1 of 1

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

n = Number of subjects with fatal adverse events

Includes only treatment-emergent adverse events

Preferred terms are sorted by descending order of frequency in the denosumab group.
Coded using MedDRA version 13.1

VBRI T A dE £ 14-6.1.6 (5.3.5.4-4) D55

92326 EEGEEER
HERAERGIL, 7/ A TEOD 472% (340/720) . 77 BHREED 47.0% (331/705) 1273
Do, BRI ARoNTEFER (577 A~ T8, 77 8RHOIE) X, JRPA urinary retention
(7.8%1[56/720]. 4.5%[32/705]) . Ifil. /R haematuria (5.1% [37/720]. 3.4%[24/705]) . # Ifi. anaemia
(3.3% [24/720]. 1.7% [12/705]) . J ONRiSZJRE prostate cancer (2.1% [15/720]. 3.0% [21/705])
Thote (F 2.7.69-7),
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276 BEcxOHBOE LD
FI)ATT X —UKRTE 120 mg

£ 27697 WIFNHhDETHREEN1%ULTH > -EELHESEZR (Safety Analysis Set)
(20050147 Blinded Treatment Analysis)

Denosumab
Placebo 120 mg Q4W
(N =705) (N =720)
Preferred Term n (%) n (%)
Number of subjects reporting serious adverse events 331 (47.0) 340 (47.2)
Urinary retention 32 (4.5) 56 (7.8)
Haematuria 24 (3.4) 37(5.1)
Anaemia 12 (1.7) 24 (3.3)
Renal failure 9(1.3) 16 (2.2)
Prostate cancer 21 (3.0) 15(2.1)
Urinary tract infection 14 (2.0) 15(2.1)
Hydronephrosis 11 (1.6) 15(2.1)
Pneumonia 16 (2.3) 13 (1.8)
Myocardial infarction 10 (1.4) 13 (1.8)
Osteonecrosis of jaw 0(0.0) 12 (1.7)
Renal failure acute 16 (2.3) 11 (1.5)
Dyspnoea 7(1.0) 10 (1.4)
Metastases to bone 5(0.7) 10 (1.4)
Pyrexia 5(0.7) 10 (1.4)
Asthenia 10 (1.4) 9(1.3)
Pulmonary embolism 8(1.1) 9(1.3)
Back pain 7 (1.0) 9(1.3)
Cerebrovascular accident 10 (1.4) 8 (1.1)
Deep vein thrombosis 6(0.9) 8 (1.1)
Syncope 4 (0.6) 8(1.1)
Osteoarthritis 4 (0.6) 7 (1.0)
Dysuria 3(0.4) 7 (1.0)
Bladder cancer 2(0.3) 7 (1.0)
Atrial fibrillation 12 (1.7) 6(0.8)
Sepsis 8 (1.1) 6 (0.8)
Cardiac failure congestive 7 (1.0) 6 (0.8)
Urinary tract obstruction 12 (1.7) 5(0.7)
Dehydration 9(1.3) 5(0.7)
Femur fracture 8 (1.1) 1(0.1)
Page 1 of 1

N = Number of subjects who received > 1 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 denosumab group.
Coded using MedDRA version 13.1

TRERIIT IR 22 3K 14-6.1.4 (5.3.5.4-4) 72551/

9.23.2.7 TOMDEELFEERER

BEFRGOIH, KAV AMIE, BYE (AT E D RFEYE A &) . ONJ, Hikl
JRRE PRI MBI R, WEBUE & BT S RREME O H 2 A E RS, KOANED
HEHEGIZOWT, FANTED, ERNZER L,

9.2.3.2.7.1 EAHILD ™ LILAE

BANT T MJEIE, T/ A<T7 D 1.9% (14/720), 77 2REED 0.4% (3/705) (288D 5
Nico, ZNOOFEZFOELL (T /AT 4, 77 8RHE34) 1T, BEITEEZOF
ZLTHY, 1 EOHLOEBL (7 /) A THI04, T8R4 Thole, 7/ AT
D 1 LVIEBNEDR T Vv 0 AifE (TR leg cramps) 2358 DLz, UikgaE X, F
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276 BEcxOHBOE LD
T/ AT X —UKRTE 120 mg

GHBFNZH N T AR I D OMFTEEZT TWieholz, 77 A TEOD 8 41X

T ) AT OPEEEG% 6 5 HUPNITE S LS T AMJERTEH Lz, 1L A EOFERN, LE
LI IN YT AORABEIZL>TRIE L (T /AT 124, 778X #E24). 7
J AR TRED 2 41E, IV T AOFARNE G 2% T 1z, \EERRI VY T AMETT 7 A~
THTIROLNT, IR 14 (WA 133* ) @R bhi, T/ A THED
PeBRE T ABBRIEOE G IEIZE 5 72K D V¥ w7 A E XUTERER IR E - 72K L v w7 A
JEITZRO BN olz, R=AT A VO LT F =27 U T 7 2 A 30 mL/min Kiifi T&H -
18 L DWHRE (T /) A~TRHE8 4, 7T RARRE104) IZIEAD V> U AMIEITGRD Hiv/ah

277,

9.2.3.27.2 ONJ
MSPHEZBRITEY ONI EHESNTEAEERIZ. 7/ AV THD 54% (39/720), 7
TAREED 0.0% (0/705) THh-7-, ONJ DBFEFHEEIGIL, 1EH T 1.1%, 24HT29%, 3
FHTAT% TH Y, BEEEETHIE L7 ONJ O RFERBLHIT, 1 F£H T 1.3 F4 7100 -4, 2
FEHT20HFL 100 A, 34HT27H%R 100 A-ETH o7z, ONJ &HIEINTZ 394
DHIL, TL— R4 XI5 OFGIIRDLNT, JL—R3IN 124, JL—FR2HB 184, 7
L—R1IB94ThoTo, £72, ONJ LHESNTZ 394D 5 H 37 41X, JRFTOAKEY 27 K]
THA LT\ (kth, REFEAERR, ROWRZEEOMER, Itoninrndo7),
FHLHBRIT ) A~ T O % | B L2 T BRE N 24 4, 7 ) A~ T O 5-% 4 [HILL
LS TR 124 T T2, ONT LHESNIHRED 34 41%, 7—F v bATHE
TIZT /) AT OG- ZPIE LT-, ONJ &EHESNTHWRED 5B, 14 ZITHFHEFRARET
BHY | 23 TRERRAEHER (EEERE, Almblkk, RO 2MTbhivic, 7Y D24
X BOBROFESLETH s, 2 ]l PR T 13 AIFEE L HIES L,

9.23.2.73 R

YR, 7/ A THED 51.4% (370/720) . 77 B REED 45.8% (323/705) |Z5RD bz,
TTRARBLARTT ) A TR CTORBEN G- TEEOFLIL, EXGERY: upper
respiratory tract infection (FEELF D2 3.0%) K OVEHEZ osteomyelitis (14 44 13 A ITFAICHE
Bl) (BBLERDAE 1.9%) Tholo, EBEREIYEIL, 7/ A THD 9.6% (69/720), 77t
REED 8.7% (61/705) 1ZiRD BV, BICE S EYYEIL, T/ A~ 7D 1.1% (8/720)
T/ REED 1.3% (9/705) 1238 HivTe, FEEE 72 R ERRGE L, T/xv7ﬁ®owuwnw
7T BREED 0.6% (4/705) IZFRD LT,

923274 HEREEERES

PR TRV L, T A~ TRED 5.3% (38/720). 77 B AREED 4.7% (33/705) 1238
D HN. FHLENAREICOW Tl SR GEVIZ AR - T,
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

9.2.3.2.75 ik
WZIX, 7/ A THED 2.5% (18/720), 77 BAREED 2.8% (20/705) TR LT,

9.2.3.2.7.6 DMERES
BRI D TILMEREE cardiac disorders| (2344 T 28 EFR K OEHELRHEHRIL.
T ) A TEED 15.6% (112/720) &Y 8.3% (60/720) . 7 Z EREED 12.5% (88/705) KT 7.4%
(52/705) 1258 BTz, BEZ LRI myocardial ischaemia 13, 7/ A~ 7 HED 0.8% (6/720) .
7 ZBRHED 0.0% (0/705) (27O HiLlc, BEEZRLHME M myocardial ischaemia & # 8 L 72 6
ARBN 1 DU EOLTHEMICET2 Y A7 K1 (EiE 4410 #ERE (1 4], B
R [34], 7050 L [34], BYEREAY [44], =L AT7r—iE [24]) 2H L
Tz, BB AN OBEEREZ A L T BRE L, 7 7R ELV T /) A=
THETEL (T /AR TEETS5%, 77 8REES.0%) ., £z, wEElREEROBEEREEZA LT
TWBRE LS Nl (T A~ THE222%, 77 B AREE20.7%), HICEST-HFRIL, T/ A
~THED 184 (2.5%) KOT T EARHED 84 (1.1%) [T b, KRB I Ron-HF4
(7 A~ T8, 77 BARBEOIA) X, L% myocardial infarction (1.0% [7/720]. 0.4%
[3/705]) . .04 cardiac failure (0.4%[3/720], 0.0%[0/705]) . .0 itifs4: cardiopulmonary failure
(0.4% [3/720], 0.0% [0/705]), K ONMMEIE cardiac arrest (0.1% [1/720], 0.3% [2/705]) T
ol 20O, 7T AV THTIHIRBRE L OBIEMN B 5 & HE SN FHLRITFRO bR
Mol
BRI T FEE vascular disorders | (2344 T 52 EFHR M O EE LA EFRIT.
T ) A TEED 26.0% (187/720) KN 4.3% (31/720), 77 B AREED 20.1% (142/705) K O* 3.8%
(27/705) ITRD BT,

9.23.2.7.7 BBYELEET HAREMEDHLIEEER

WEUE & BhE T 2 TRk b D A FFRIT, 7/ AV THED 3.6% (26/720), 7T B AREED
3.1% (22/705) 12RO LTz, #RE DL < PR UIFEEDOFEL TH -7z, WHEUE & BE
TOMRMEOD DAEFZERILIEREDO O L, 7/ A~ THD 204 (76.9%) KO Z
TAREED 204 (90.9%) 11 BIOADRITHY | 1 4 %FRE EGRIIE% L IRBRIEO BG4k
fot L. TRBRERAKGHC X - THIEITRD SR - 72, @EUE & B 2 /it o & 5 BERA
FHLT, KRGO 24 IEO LT,

9.2.3.2.7.8 B NE
ANREIL, 7 A~ 7D 1.9% (14/720) . 7T BREED 3.1% (22/705) 1288 Hiviz,

9.2.3.3 T/ AT THREDORIRE

T ) A~ THERORBEOFEE G LIcgBrs (57 A~ TR 704 4, 77 2AREE 691
£) Db, FEETUREME 2R Lol 1\ o 7=,
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276 BEcxOHBOE LD
FI)ATT S5 UX—IKETiE 120 mg

9.2.3.4 GRIREE. NME2NLYA Y, RULRLHEIZEAT L ZOMMDOFRR

T AR TEGICE T MEA VT MEDIKR T 258D b AL, M7 V7 I UHIER vy
7 MBS 8 mg/dL LA EToh o 7o BRE OEIG X, 7/ AV THET 94% (679/720) kN7 T+
AT 99% (696/705) Th-olz, FT7BARRETIE, 7L — 3 XiF40MET7 V7 I U HHIE
TN MEDIK FIXBO LT, T/ A<T7RETIE, ZL—F3 DT 1.4% (10/720) .
7L —R4DIKTFIX0.1% (1/720) IZRBD BN, TNHOIMFEH LT T MEDIKT & B L
TIEEMEDFRITBO bR oTe, XR—=AFA VIO LT F=0 7 VT T RN
30 mL/min Kjili ChH o727 ) A THDO LD I H 1 I L— F4DMIET VT I UAHIED
N MEDIR TR O b, 7/ AT EEICE T, MY VEOKTFRED b, 7
L—R3DYMEADIKTIL, T/ A TED 6.1% (44/720), 77 B AREED 2.0% (14/705) (2
RBHBHN, ZL— K40 AMEDKTITRD SN2 ->72, ZbOMmiE Y SMEOKT & B
LT SEEME D FRITRBD R0 o To, £ OMOERIRIREME, A Z ¥ A 2 KONECOG
performance status (22T, W N OEERETHIniEER b & BdE 2R 2ITRE 0 b iein

@) fio
9.3 f&Eim

AFRERIT 1L, BEBRGUEO BYERISI IR EE 1432 4 A AN O, IEEERFE SR T
B COME, TEERBEEMOMELFETH-T-,
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