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Enrolled
252
h J Y
Randomized to Denosumab Randomized to Placebo
127 125
v o v v v , v
Completed Withdrew From Study Completed Withdrew From Study
On-treatment Peried 21(17%) On-treatment Period 26 (21%)
106 (83%) | I ) | 99 (79%)

Did not complete IP: 5
Completed IP: 101

Never received IP: 2
Did not complete IP: 18
Completed IP: 1

Never received IP: 1
Did not complete IP: 23
Completed IP: 2

Did not complete IP: 3
Completed IP: 96

Enrolled in Safety
» Follow-up Period

Enrolled in Safety
*  Follow-up Period

93 (73%) 93 (T4%)
A4 ; L J ) L 4 L 4
Completed Safety Withdrew From Study Completed Safety Withdrew From Study
Follow-up Period Follow-up Period
88 (95%) 5 (5%) 86 (93%) 7 (8%)

Consent withdrawn: 2 Consent withdrawn; 1
Lost to follow-up: 2 Lost to follow-up; 2
Other: 0 Other: 1
Death: 1 Death: 3

IP = investigational product (denosumab or placebo)
Subjects completed IP if they received all 4 planned doses of denosumab or placebo. Subjects could continue on study after
withdrawal from IP.
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®21-1 ANO#ETEMT—4 (20040135 Safety Follow-up Analysis)

Denosumab
Placebo 60 mg Q6M All
(N=93) (N=93) (N =186)

Sex - n (%)

Female 93 (100.0) 93 (100.0) 186 (100.0)
Ethnic group / race - n (%)

White or Caucasian 90 (96.8) 84 (90.3) 174 (93.5)

Black or African American 0 (0.0) 1(1.1) 1(0.5)

Hispanic or Latino 1(1.1) 4(4.3) 5(2.7)

Asian 0(0.0) 1(1.1) 1(0.5)

Japanese 1(1.1) 0(0.0) 1(0.5)

American Indian or Alaska Native 0(0.0) 1(1.1) 1(0.5)

Native Hawaiian or Other Pacific Islander 1(1.1) 0(0.0) 1(0.5)

Other 0(0.0) 2(2.2) 2(1.1)
Age (years)

N 93 93 186

Mean 60.3 59.3 59.8

SD 9.5 9.2 9.3

Median 59.0 58.0 58.5

Q1,Q3 54.0, 67.0 52.0, 65.0 53.0, 67.0

Min, Max 42,81 38, 84 38, 84
Age group - n (%)

35 - <45 years 1(1.1) 1(1.1) 2(1.1)

45 - < 55 years 29 (31.2) 29 (31.2) 58 (31.2)

55 - <65 years 32 (34.4) 37 (39.8) 69 (37.1)

65 - <75 years 22 (23.7) 20 (21.5) 42 (22.6)

> 75 years 9(9.7) 6(6.5) 15(8.1)
Geriatric age group - n (%)

> 65 years 31(33.3) 26 (28.0) 57 (30.6)

> 75 years 909.7) 6 (6.5) 15 (8.1)

Page 1 of 1
N = Number of subjects who had a visit in the safety follow-up phase
No investigational product was administered during the safety follow-up phase.
Baseline demography data is presented here only for subjects who had a visit in the safety follow-up phase, baseline
demography data is from the beginning of the treatment phase

TRERIIT IR 2 F 6-1 (5.3.5.1-10) 7255111
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£ 212 AEERNDEH (Safety Analysis Set) (20040135 Safety Follow-up Analysis)

Denosumab
Placebo 60 mg Q6M
(N=90) (N=96)
n (%) n (%)
Adverse events regardless of relationship
All 62 (68.9) 69 (71.9)
Serious 444 9(9.4)
Fatal 2(2.2) 2(2.1)
Leading to study discontinuation 0 (0.0) 0(0.0)
CTCAE Grade 3,4, or 5 9 (10.0) 16 (16.7)
Adverse events related to investigational product®
All 2(2.2) 5(5.2)
Serious 0(0.0) 0(0.0)
Fatal 0(0.0) 0(0.0)
Leading to study discontinuation 0 (0.0) 0(0.0)
CTCAE Grade 3,4, or 5 1 (1.1 0 (0.0)
Page 1 of 1

N = Number of subjects who had a visit in the safety follow-up phase

CTCAE version 3.0

n = Number of subjects reporting > 1 events in the safety follow-up phase

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

No investigational product was administered during the safety follow-up phase.

TRERFRIE I XK 8-1 (5.3.5.1-10) 7551

212322 HEBHLIKRLNDIEEER

WTNDORETREEDN 5% ETh o e AEFREE 213 17T,

HH L ROENTEAEFESE (WTNDLORETREIEN 5% L) (F/ AT, 77tk
AEEONA) 1%, B&IJ arthralgia (11.5%. 4.4%) . 1550 back pain (6.3%. 5.6%) . U/ pain
in extremity (6.3%. 4.4%) . (LA E dyspepsia (6.3%. 1.1%) . RHRJE insomnia (6.3%. 0.0%) .
Bl 758 sinusitis (5.2%. 3.3%). E%GEIEY: upper respiratory tract infection (5.2%. 2.2%) .
PRIZIEGY urinary tract infection (5.2%. 2.2%). "B #5J% musculoskeletal pain (5.2%. 1.1%) .
RAEMEVIE oedema peripheral (3.1%. 5.6%). BZBK cough (2.1%. 7.8%). M ONZFENWED F W
dizziness (1.0%. 6.7%) T o7,
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£21-3 WINHIDETREENSNULTH>I-HEFER (Safety Analysis Set)
(20040135 Safety Follow-up Analysis)

Denosumab
Placebo 60 mg Q6M
(N=90) (N=96)
Preferred Term n (%) n (%)
Number of Subjects Reporting Adverse Events 62 (68.9) 69 (71.9)
Arthralgia 4(44) 11 (11.5)
Back pain 5(5.6) 6(6.3)
Pain in extremity 444 6(6.3)
Dyspepsia 1(1.1) 6 (6.3)
Insomnia 0(0.0) 6 (6.3)
Sinusitis 33.3) 5(5.2)
Upper respiratory tract infection 2(2.2) 5(5.2)
Urinary tract infection 2(2.2) 5(5.2)
Musculoskeletal pain 1(1.1) 5(.2)
Oedema peripheral 5(5.6) 33.1D)
Cough 7(7.8) 2(2.1)
Dizziness 6 (6.7) 1(1.0)
Page 1 of 1

N = Number of subjects who had a visit in the safety follow-up phase

n = Number of subjects reporting > 1 event in the safety follow-up phase

Preferred terms are sorted by descending order of frequency in the denosumab group and coded using MedDRA version 12.0.
No investigational product was administered during the safety follow-up phase.
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1BBRT YA 22X 22-1 12, FHliA 7 ¥ 22—V A3 22-1 ITRT,

On-treatment Period Off-treatment Period
(36 months) (24 months)

Denosumab 60 mg every 6 months SC
(613 subjects planned)

Randomization strata:
1:1 * =70 years of age
. * <70 years of age

* < 6 months of androgen-deprivation therapy
*> 6 months of androgen-deprivation therapy

Placebo every 6 months SC
(613 subjects planned)

ZO——=4>»N—-—=Z200Z2>»2

Administration of ﬂ
Investigation

Product: T
~
AN

~
<
IS

4//%”76‘ — (::I
4//0% 7> — <::|
%% o —] C:

v ® <
$ $ $
¥ S S ¢
Planned Study Visita

SC = subcutaneous
@ BMD of the lumbar spine was assessed at screening and at all planned study visits except day 1 and month 18; the assessment obtained during screening
was used as the baseline assessment of lumbar spine BMD.

VBRI IE A E X 7-1 (5.3.5.1-11) 651 H
X 22-1 REBTHA
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*®22-1 BRSO a—I

Scr(e:e))ging Day Study Months — Treatment Phase FSailfety
- ollow-
Study Assessments | Days) | 1]13| 6 [12]15]18|24[30|36°| up®
Medical and y
medication history
Physical b
examination” X x| X x| X x| x| x| X
Vital signs X X | x x | x x| x| x| x
Concomitant
medications X X x| X Xopxpxpxx . X
égl\l/eecrtsignevent X X | X[ x | x| x| x| x| x| x X
Selggrc;;f;acture X | X[ x | x| x| x| x| x| x X
PRO Questionnaire X X X X | x | X X
Study drug X X X < | x| x
administration
IMAGING
DXA spine X X [ x| x X X X
DXA femoral neck
and total hip . x| X X X A
DXA distal radius X X X X
and total body®
DXA — VFA? 'S X
Lateral spine x-ray® x° x| x® x& x°
Bone scan X X
Page 1 of 2

iPTH = intact parathyroid hormone; DXA = dual x-ray absorptiometry; PRO = patient-reported outcomes

2 End-of-study procedures must have been completed + 2 weeks. The procedures listed here were also
to be performed at the early study termination visit. After the end of study or early termination, safety
data were collected by clinic visit or telephone contact approximately every 6 months for up to 2 years
from the month-36 visit.

® These assessments were not necessary if Day 1 was within 1 week of screening.

© DXA distal radius and total body measurements were only obtained if the subject was participating in
the DXA sub-study.

9 DXA — Vertebral Fracture Assessment (VFA) measurements were obtained only if the DXA facility had
the capability of performing a VFA.

© Lateral spine x-rays consisted of x-rays of the lateral thoracic and lumbar spine.
" Lateral spine x-rays were obtained only if the DXA facility was not performing a VFA.

9 Testosterone measurement reported both total and free (non-sex hormone-binding globulin-bound
fraction) testosterone.

" The 25 (OH) vitamin D test was performed only for subjects who had a screening concentration of 12 to
20 ng/mL.

TR TR A R 7-6 (5.3.5.1-11) 22551
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*®22-1 BRSO a—I

Screening Day Study Months — Treatment Phase Safety
(-35 1 S Follow-
Study A nents Days) 1 I 3 I 6 I 12 I 15 I 18 I 24 | o0 I & Upa
LABORATORY
Hematology b
(Table 7-7) X * . | o Ml el
Serum chemistry % N X X X X X X X
(Table 7-7)
Prostate-specific X x° X X X X | x | x X
antigen
Testosterone? X | X X | X X x| x] X
25(OH) vitamin D x X
iPTH X
Bone markers
(Table 7-7) X X il X "
Anti-denosumab X X x | x X | x| x| x
antibody assay
ISerum denosumab - x [x| x | x| x| x| x|x]| x
evel
Serum for
biomarker analysis x X X

Page 2 of 2

iPTH = intact parathyroid hormone; DXA = dual x-ray absorptiometry; PRO = patient-reported outcomes

2 End-of-study procedures must have been completed + 2 weeks. The procedures listed here were also
to be performed at the early study termination visit. After the end of study or early termination, safety
data were collected by clinic visit or telephone contact approximately every 6 months for up to 2 years
from the month-36 visit.

® These assessments were not necessary if Day 1 was within 1 week of screening.

© DXA distal radius and total body measurements were only obtained if the subject was participating in
the DXA sub-study.

9 DXA — Vertebral Fracture Assessment (VFA) measurements were obtained only if the DXA facility had
the capability of performing a VFA.

° Lateral spine x-rays consisted of x-rays of the lumbar spine and lateral thoracic.
" Lateral spine x-rays were obtained only if the DXA facility was not performing a VFA.

¢ Testosterone measurement reported both total and free (non-sex hormone-binding globulin-bound
fraction) testosterone.

" The 25 (OH) vitamin D test was performed only for subjects who had a screening concentration of 12 to
20 ng/mL.

TRBRIRIT IR R 7-6 (5.3.5.1-11) 2255/
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22.1.7 HEREH
FHEEE: 1226 4 (&Bf 613 44)
FLA AN 1468 & (T ) A~ THRET34 4 [50%]). 77 BR#E 7344 [50%))
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o MASEILER NI A2 52 T D L ST AR V| U AR VR AREEE A Ve T
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221125t F &
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TORBRESE T LI CEE L 72,
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TIVERL, BE R OE TR LTz,

S5 SESRAT DB 5, T R BERIE B ST 57 ) A~ T ORI EN 7 T 1 AR & ol LR
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M L7z, FEIFEAGATEA SNZGE . BIRGHIE B ORIz LT, A EKE0.05
TS BEEDOAT v 7T A XpiE 2 F i LTc, TN TOFEFAREE &K OEIKEEARE B (250
Tik, ZEMEAFHEL-HO p izt LTz,

BRI 2 FEFIE E & AIKEHGE B O@fr) e fEHTIZIE, LOCF B4 vy, &5
B, X=X T4 v OFEE, WEMKFE (Lunar £, Hologic 1), “X—A T A > OFEHEE L H
TERFEOZ HAEM, i (70 R, 70 sl ). ROT v R a7 AsilgiE o Eha ik (6
HALAT, 6 » Afd) 2EEE LSBT VAR Lic, &5 24 » AZDOIRED)
ROE (T AT =7 F8R) O/ 3 VE)O i HEEE K O O] 95% C 2 F H L
7

BHRAERICET HFHMIE B OTICIE, BIAEBKR R A LR L LI 2T ¢
v 7 ERET VERWE, TR RELER LIZGEDOT ) AT DA v RLOHEEM & Z D
W 95% CI, K ONRaTED pEx -~ Lic, £, #xt ) 27 0% (Flaok, 778K
—F ) A=T) FQRY AT (BE0k, T A~T /7 TRR) OEMEEM, NTER
D 95% CI IE, Mantel-Haenszel 5% HWTEI L, EHIEEIZOW TR Lz, BRET
A FE TOMMOMNTITIE, BEREAZMNEE L UERNESTRER] L7z E@H Cox Hfl ¥ —
RETNLERWZ, 77BRELEBLIEEEDT ) AT O Y — Kb EZO CL, LA =
TRRED pEEZR LT,

LAV B O, 165K A 1 [BIDL RS L2 2 2t L L, JIEAEIM &
NERETIER L, EBICEEG SNRBEIRICE SN T To 72, SR EFRRBHEREIFERIK
SFE M OBAGERNCRITR L, BAHIEZR B S THIE SN EE R LME RFROFEH £
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AYP— RETF V% H -, Kaplan-Meier IZ X 54 X2 NROT ) A THET T VAL D
N O D 95% C1 %, RERIA FAZ W CIEE L= i HonE L2 VW CE LT,

22.2 HEROER
%536 » % E TOWRBHOMREZLLTICRET D, 24 7 A OHRGH ORI
HHIZFLAN T Do

2221 HEEBREDAGR

WEERE DGR % [X] 22-2 12T,

AFRBRIZ 1468 DS AANINL B, T/ A~ TR 734 44, 77 B AREEC 734 4 3N BAEA IS
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TARRE 730 4) ITIRBRENDL R LS L EERE ST, 7/ AT THD 64% &k N7 7 2Rk
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466



276 BROFBDFT LD

T/ AT
Screened
2033 X
Excluded Prior
to Randomization
565
A
Enrolled i: Did not meet incl/excl: 435
1468 Met criteria but did not enroll: 130
v v
Randomized to Denosumab Randomized to Placebo
734 (100%) 734 (100%)
Y Y
Completed Study Completed Study
467 (64%) 445 (61%)
E Did not complete IP: 5 I: Did not complete IP: 3
Completed IP: 462 Completed IP: 442
Withdrawal From Study Withdrawal From Study
— 267 (36%) —> 289 (39%)
Never received IP: 8 Never received IP: 4
Did not complete IP: 233 Did not complete IP: 268

Completed IP: 26 Completed IP: 17

Source: Table 14-1.1.1, Table 14-1.1.16, and Listing 1-1.6.
IP = investigational product (denosumab or placebo)
Percentages based on number of subjects randomized.
Subjects could continue on study after withdrawal from IP.

IRBRRATH A5 (2] 8-1 (5.3.5.1-11) /551
X222 HEREDAR

2222 WHRELE=S
NEFEHFHT —F 24 22218, XR—=ATA VOFEET AT 2K 22-31Z7R7,
AN SN RE T T X TEMECTOEAFRIZ 75 R TH Y . ER AEIIAANTH T,
RS 70 A L T7 v R a7 o IfilIE O EE IS 6 » A 2B 2 5 8RE OFIE1E 63%
(77 A THE460 44 K OVT 7B AREE460 24) Tholz, 7 v Ka s AMfilHE o Ik
DHFRAEIL, T/ A~ THET20.8 » AR OT T BARRET 204 5 A Tholz, FREFBAL O
—ATA COFEET Aa7 OPRMEITHRGHMTRRBETH T,
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T/ART
& 222 ANDO#EFHNT—4
Denosumab
Placebo 60 mg Q6M All
(N=734) (N=734) (N =1468)
Sex - n (%)
Male 734 (100.0) 734 (100.0) 1468 (100.0)
Ethnic group / race - n (%)
White or Caucasian 609 (83.0) 615 (83.8) 1224 (83.4)
Black or African American 32 (44) 36 (4.9) 68 (4.6)
Hispanic or Latino 81 (11.0) 77 (10.5) 158 (10.8)
Asian 3(0.4) 5(0.7) 8(0.5)
Japanese 4(0.5) 1(0.1) 5(0.3)
American Indian or Alaska Native 2(0.3) 0(0.0) 2(0.1)
Other 3(0.4) 0(0.0) 3(0.2)
Age (years)
N 734 734 1468
Mean 75.5 753 75.4
SD 7.1 7.0 7.1
Median 76.0 76.0 76.0
Q1,Q3 71.0, 80.0 71.0, 80.0 71.0, 80.0
Min, Max 50,97 48,92 48,97
Age group - n (%)
<50 years 0 (0.0) 1(0.1) 1 (<0.1)
50 - 59 years 20 (2.7) 23 (3.1) 43(2.9)
60 - 69 years 103 (14.0) 100 (13.6) 203 (13.8)
70 - 79 years 396 (54.0) 405 (55.2) 801 (54.6)
80 - 89 years 205 (27.9) 197 (26.8) 402 (27.4)
> 90 years 10 (1.4) 8 (1.1) 18 (1.2)
Geriatric age group - n (%)
> 65 years 679 (92.5) 685 (93.3) 1364 (92.9)
> 75 years 424 (57.8) 415 (56.5) 839 (57.2)
Page 1 of 1
N = Number of subjects randomized
TR TR £ 8-3 (5.3.5.1-11) 725511
K23 R—RSAVOBEET AT
n Mean SD Min Ql Median Q3 Max
Lumbar spine
Placebo (N = 734) 729 -0.41 1.80 -4.8 -1.60  -0.60 0.60 7.6
Denosumab 60 mg Q6M (N =734) 727 -0.31 1.78 -6.8 -1.50  -0.50 0.70 7.3
All (N = 1468) 1456 -0.36 1.79 -6.8 -1.60  -0.50 0.70 7.6
Total hip
Placebo (N = 734) 718 -0.88 1.03 -3.6 -1.60  -095 -0.20 3.1
Denosumab 60 mg Q6M (N =734) 712 -0.87 1.00 -3.6 -1.50  -0.90  -0.30 33
All (N = 1468) 1430 -0.87 1.01 -3.6 -1.60  -0.90 -0.30 33
Femoral neck
Placebo (N = 734) 718 -1.42 0.91 -3.5 -2.00 -1.50  -0.90 1.9
Denosumab 60 mg Q6M (N =734) 712 -1.41 0.86 -3.8 -2.00 -1.50  -0.90 3.0
All (N = 1468) 1430 -1.42 0.89 -3.8 -2.00 -1.50  -0.90 3.0
Page 1 of 1

N = Number of subjects randomized

Lumbar spine includes L1 through L4.

Table displays data captured on the dual X-ray absorptiometry scan read by Synarc.
IR E IR E K 8-8 (5.3.5.1-11) 7225 51H
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2223 BAUHEDHER
SESAIR H R ORIV F Of R4 % 224 107

*& 22-4 TEMMIRE R UEIRTHMIEE DR

Denosumab
Placebo 60 mg Q6M
(N=734) (N=734) Adjusted
n n Estimate 95% CI p-value p-value®
BMD Endpoints
Lumbar spine BMD 716 714 6.7 (6.2,7.1) <.0001 <.0001
Percent change from
baseline at Month 24"
Femoral neck BMD 706 701 3.9 (3.5,4.4) <.0001 <.0001
Percent change from
baseline at Month 24*
Total hip BMD Percent 706 701 4.8 4.4,5.1) <.0001 <.0001
change from baseline at
Month 24°
Lumbar spine BMD 716 714 7.9 (7.4, 8.4) <.0001 <.0001

Percent change from

baseline at Month 36"

Femoral neck BMD 706 701 4.9 (4.4,5.4) <.0001 <.0001
Percent change from

baseline at Month 36"

Total hip BMD Percent 706 701 5.7 (54,6.1) <.0001 <.0001
change from baseline at

Month 36"

Fracture Endpoints
Subject incidence of any 734 734 0.70 (0.46, 1.08) 0.1048 0.1048
fracture through Month
36
Subject incidence of new 673 679 0.37 (0.18, 0.78) 0.0063 0.0125
vertebral fracture through
Month 36"
Time to first clinical 734 734 0.94 (0.57, 1.55) 0.7961 0.7961
fracture through Month 36
Subject incidence of any 734 734 0.70 (0.44,1.11) 0.1282 0.7961
fracture through Month 24°

Page 1 of 1
N = Number of subjects randomized.
* Difference from placebo based on ANCOVA model adjusting for age group, ADT duration at study entry, baseline value, machine
type, and baseline value-by -machine type interaction.
® Qdds ratio relative to placebo based on logistic regression model adjusting for the stratification variables of age group and ADT
duration at study entry.
¢ Hazard ratio relative to placebo based on Cox proportional hazards model stratified by the stratification variables of age group and
ADT duration at study entry.
¢ P-values for all endpoints are adjusted for multiplicity according to the prespecified sequential testing strategy.
¢ Only subjects with a nonmissing baseline and > 1 postbaseline assessment were included.

IEBRRIE R £ 9-1 (5.3.5.1-11) 7551

22231 BEE

T A TEETCIE, B 24 V36 5 AR ORERE, KERE AL, K OUKBRE SEH OB 4%
£ (DXA JE) M7 7 2ARE L bl U CREGHIICAEISHEM L 72 (p<0.0001 [FA%EH]),
#4524 » A OMHEEBE O (FEFHHEE) 13X, FEMICAETHY | BIRIZE
RDOH LB TH T (/Y 7T REE-1.0%, T/ A~ TRE5.6%. /T
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BJD7E [95%CI] 1 6.7% [6.2,7.1], p<0.0001 [FHHHE]D, £/o. T/ A~THTIEI T 7R
BEL LB L, KBBR8, B 13 (BT 22T 4—), ROy (h7 245 ¢
—) OBFBENEMLE (p<0.0001), #5 12, 24, k36 » ARIZBWT, T/ A~
HECHEHET B LD R—RA T A D OEALHEN 3% & B2 HHNEZ R LT 1, #h%
AL 63%., 75%. MONT8% Th oTo, ZDMOEALTHFERDOFER ThH -7,

22232 B

BORMEAR BT ORALREZK 22-3 1TRT,

T A THRETIE, %5 36 » HiE £ COFBMEREITORERPAHEIZ 2%E T Lz (M
®U A7 [95% CI] :0.38 [0.19,0.78], p = 0.0125 [FA%EH]), FBMEAE PTRAERDMER
EFERIC, 7/ A~ THETIE, HHHEARE 4 X OBEAAHER B T OO R AR S S8%IE T L
7o (FEXFY 22 [95% CI] :0.42 [0.21,0.84]. p=0.0114), F7=, 7/ A~V THTIIKE 36
% A 1% O EHE fiﬂﬁ®%$4%77ﬁTﬁiwﬁ<(T/zv7ﬁ5wa7?%%%
7.2%., FHXFYU A 27 O 28%) . EITHHMEAA ST oRAERITER L TEPRD BT,
HEM O ITHHCHEE TII o7 (p=0.1048), L L., T/ A~ THTII T 7R
EHHR LT, 8536 » A% E TICEEOBMEBRIEE IR LT RE 0BG 712% (7
A TEE0T%, 7T BREE2.5%) IKF L7z (FExFY A2 [95%CI] :0.28 [0.10,0.74],
p=0.0063), EEREIHAETOHMMIC, KEHMTEITRO LN >72 (p=0.7961 (7
D,

[l Placebo (N=673)" [ | Denosumab (N=679)

Month 12 Month 24 Month 36
RR 038
RR 031

= P=0.0063
g 6 RR 015 P=0.0044
E P=0.0033
3
b 4
&
B2-
£ ._1

0~

1.9% 0.3% 13% 1.0% 319% 1.5%
Subject incidence 13 2 22 T 26 10

2 N = Number of subjects with an evaluation during the time point of interest
TRBRIRIE R A & K 9-7 (5.3.5.1-11) 25511
22-3 #FMMAEBTORER

22233 E®HRHY—H—
T AR TRETIE T 8RB L LT, MiEHF @ CTX1, PINP, MO TRAP 5b 23BHE |
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R L, 30T, MORRICIR N Lz (%HFR T p<0.0001)

2224 EYHEOHER

51 5 A%IZBT 2 MG T ) A~ 7 HEOFLEE L ORI, 60 mg & QoM TH5-
L7cEDT ) A~ 7 OEARBROFRR IR bNTE L L L T, 7/ A7 Ol
HEH N7 7REOEHER O REL, &5 6~36 » At CRIBECThH-7=, /o, &5
3RS m Atk (GR35 H) OFEMEROTRETEHAEL L Tz, Zhb ORI,
T ) AT OIEMENRENIF & & HIZE L RN EEZRL TS,

2225 ZEHEOHER
AFRERIHAAN ST 1468 24D D b IGERIE (7 /) A~ T X7 78HR) 207l &b
1[5 X172 1456 44 (99.2%) % MR RSB & LT,

22251 BERKR

TBEBRIE D HR I &2 3£ 22-5 TR T,

T ) AR TRED 67% M O T T B REED 62%DPERE 1T E I 7= 6 BIOIERRIEN K H X
7=,

% 22-5 BRERECKREKR

Placebo Denosumab 60 mg Q6M
Number of subjects randomized 734 734
Number of subjects receiving > 1 dose of 725 731%
investigational product
Number of injections (denosumab or placebo)

1 54/725 (7.4%) 45/731 (6.2%)

2 44/725 (6.1%) 31/731 (4.2%)

3 43/725 (5.9%) 40/731 (5.5%)

4 99/725 (13.7%) 97/731 (13.3%)

5 35/725 (4.8%) 28/731 (3.8%)

6 450/725 (62.1%) 490/731 (67.0%)

Page 1 of 1

* Number of subjects receiving at least one dose of denosumab regardless of randomized treatment

TRBRFRIT IR £ 11-2 (5.3.5.1-11) 7>551H

22252 HEEZ
222521 HEREROEH

HBEELOENEE 22-6 1IT77,

BEEZTa 7 7 AL, T/ ASTHETTERBETHEL T\ e, AEFRT, 7/
A~ THED 87.3% (638/731) KON T B AREED 86.5% (627/725) 1588 Hiv, #GHEM TR
BRETH-T-,
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®226 HEEZRDEN

N = Number of subjects who received > 1 dose of investigational product
CTCAE version 3.0

Includes only treatment-emergent adverse events

Denosumab
Placebo 60 mg Q6M
(N=725) (N=731)
n (%) n (%)
Adverse events regardless of relationship
All 627 (86.5) 638 (87.3)
Serious 222 (30.6) 253 (34.6)
Fatal 46 (6.3) 44 (6.0)
Leading to study discontinuation 44 (6.1) 51(7.0)
Leading to investigational product discontinuation 47 (6.5) 49 (6.7)
CTCAE Grade 3,4, or 5 244 (33.7) 269 (36.8)
Adverse events related to investigational product®
All 65 (9.0) 62 (8.5)
Serious 4(0.6) 3(0.4)
Fatal 1(0.1) 0(0.0)
Leading to study discontinuation 1(0.1) 5(0.7)
Leading to investigational product discontinuation 2(0.3) 5(0.7)
CTCAE Grade 3,4, or 5 7(1.0) 7(1.0)
Page 1 of 1

*Includes only treatment-emergent adverse events for which the investigator indicated there was a reasonable possibility they may

have been caused by investigational product.

TRBRRIE IR K 11-1 (5.3.5.1-11) 2255

222522 HEBEHMIKREOND2EEEER
WD DRETHRILRN 5%LL ETH - TG EFR L 22-7 \TRT,

g L RONTAEFSE (WTUDOFF THRILEN 10%LL 1) (F /7 AT, 77
YARBEDONE) (X, BIEIE arthralgia (12.6%. 11.0%). 55 back pain (11.1%., 10.2%) . {#
F4 constipation (10.0%. 10.3%) ThH o7z, Hx ODHEFROFKIZEIL, AN cataracts &
br&, BEBEHMCRBE Th o7z QWL TDE), 3EMOANEE Coglzk, BEFoRN
fEOEAL, MOANER L Z &) OFRBRIT, 7/ AV THTAT%I DT T B REET
12%CTholz, ZNHLOFEROL L, BREOKREZ AT HHRFIHO LN (F /7 A
~ R334, ST ERAREE29), T/ AT HTHEFRL L L THNENRD b HERE
DOiEE (52.9% [18/34]) Tik., HWBEILRERBILA 1 FFLLNICRD b (T /7 A~ 7R
25%. T EAREE04%), T/ AV THOANEORBRN 2HE (7 A TH1.9%, 7
TEREE05%) KO3HEE (7 /7 A THE 1.0%, 77 8REE0.7%) (X TFLZZ &b,

T/ AT e REREG LTHOARNED U X713 ER L2 AR ST,
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&£ 22-7 LWINDDOHEHTREENSUULTHHEER
Denosumab

Placebo 60 mg Q6M

(N=725) (N=731)
Preferred Term n (%) n (%)
Number of subjects reporting adverse events® 627 (86.5) 638 (87.3)
Arthralgia 80 (11.0) 92 (12.6)
Back pain 74 (10.2) 81 (11.1)
Constipation 75 (10.3) 73 (10.0)
Pain in extremity 51(7.0) 66 (9.0)
Hypertension 51(7.0) 57 (7.8)
Oedema peripheral 48 (6.6) 53(7.3)
Nasopharyngitis 45 (6.2) 47 (6.4)
Fatigue 45 (6.2) 44 (6.0)
Dizziness 31 (4.3) 41 (5.6)
Musculoskeletal pain 26 (3.6) 41 (5.6)
Diarrhoea 39 (5.4) 40 (5.5)
Hot flush 32 (4.4) 38(5.2)
Urinary tract infection 32(44) 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 frequency in the denosumab group and coded using MedDRA version 11.0.
“Includes all adverse events, not only those occurring with > 5% frequency

TRBRIRIT IR £ 11-8 (5.3.5.1-11) 7>551H

222523 REBRELOBEENHDEHEINE-EEER
TREREE L ORHEMERH D EHESNT-AEFRIL. 7/ A TEHD 85% (62/731) KO
FEREED 9.0% (65/725) 1T Sz,

22.252.4 LA -

R T O IL, BHED 6% (7 A~ TRE44/731, 75 REE 46/725) ([ZRD B
77o WTNOBEHTYH, 1% B2 DICEST-HEFRII L) o7, BRI & O BEHE MR
HDEHESNEHICEST-HEREGT, 77RO 14 (LMEREE cardiovascular
disorder) (ZFRO BN, T/ A TRETIHTRO b -o T,

222525 HERIEICESFESRR

BRIEORGPILICE T AFERROREIE (T A~ TR 6.7% [49/731], 77 & E
6.5% [47/725]) K ORBROPILICE S TeHEFZORBIR (T A~ THE7.0% [51/731],
7T v AR 6.1% [44/725]) 1%, HEHMCHEE TH -T2,

222526 EELEESEZR

EERAEEGIL, 7/ A THOD 34.6% (253/731) KO 7 2HREED 30.6% (222/725)
RO LTz, TRBRIE L ORJENEN B 2 LHE SN HERAEFRIL, 7T/ A~V THOD 3
4 (04%) KOV ZE2ARBED 44 (0.6%) IO LN, WTHLOBRGHTH, [RREL O
BN 5 LHESNTEEERAEFZO I b, HEROWERE TR N FLIT Do

473




276 BELRDOEHBDE LD
FI)ART

776

222527 ZTOHMOEELGEESER

BN T MIEIL, T/ A THO 14 (0.1%) IZBO LI, 77 ERETITERD b
@ﬂoko@ﬁﬂﬁéééﬁi%@bm%%$%(Mmg%ﬁt\%ﬁﬁﬁﬁﬁ\Oomﬁ
ODARE, EOMOMERE, Mt/ —BYERME REE, RORER) &HE S H8 o
BRI, MBEHECRBE Tho7- (F 2 A~ 7 109%. IR 11.0%), £7-. &
RS MM O BRI, G TETROONRD o (T /AT S51%, 77
T AREE 4.6%) . Fc b A CHRBL U FB MRS X, BEDEEE bladder cancer (77 A
<~ TEE0.7%. 77 BREE0.6%) KOFERGEE colon cancer (77 / A~ T7RE0.7%., 7 7 BAREE
0.6%) Toh o7, 2BEBIRSED [ERYYER L OA BIE infection and infestation] (Z3%4 3
HHEERERII. 7/ ATTHD 352% L T T 2HREED 31.2%ICB D v, 7T EREELY
HT ) AT THTRIAROEWERIIFICRO bR Tz, BYYEOEE LA EERIT

T ) A TEED 59% K N7 T HREED 4.6%IZ58D bz, MAHEREE 2T ;Domk#
EINTEAEFRRT. WTNoORGHTLRO ONehole, AEFG L U CGHREBUENT /
A< THD 24 (03%) RO, TT7BRBETIIROONRhoT=, T/ ATHOD 1
% (0.1%) [ ZFRPYRBBEATRD & L7z, WUE & BT 5 AIREME D & 2 A HE FR OB
W GRECRIRE Ch otz (T A~ TH0.7%., 77 2AREE 1.1%), FEHEARE T OBIEIEE
XITBBEEIT, WITNOERERETHLRO behoTz, 3ADWHRE (T /) A~TRE2 4.
TIEREEL4) T BIOD 6 » HBROBINEBEORENAFH TH 7=,

22253 HRKRBREE
F ) A TETIE, B5 1 » ABICIED LS T MEOERE T @B T 23580 by
D, ZORTIEBEAMICEROH DO TERhoTe, ZL—R2LUEDT VT I UHIED
NV MEDIKTIL, 7/ A THD 34 (04%) KO TEREED 14 (0.1%) IZRDHH
Nl ZHHORERE TIL, AT AMEOMK FIZRE L CREBL L - BRI i
ﬂoﬁo\i@%%&ﬂ%’ T AT RICMIEF OV CORT (51 » A% TR 10%)
RO, T/ AYTHO AL TIEZL—FR3UEDOY D OEKTFRRD Lz, MiFH o
mA&UrszTm/howfi\&ﬁﬁﬁT% TR LNl

22254 SHTFHIM
BAEFHIRICOWTIE, T/ A THELE T T B RBETETRD bR - T, 536 5 H
% THAE L TR E OEIE K 0730 Kaplan-Meier HEEH X, WG58 CTR—TH -
7= (ZNEI 94% K% TN 93%)

22255 T/ AT IHMAOHKRE
T ) A TICT D HRPUR DS L g5 1338 oo Tz, FREO 14 (0.1%)
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(BB OREFRITIT ) R~ Z RGBS BT b, T hbORIKIZ L2
F ) AT OREMET B T 7 A L XA R 5 LR BT,

22.3 #Eim

7 ) A< T7IERANKL IZxt3 % & MUE ) 7 m—F PRk THY . 7 /7 A~ 7 1L RANKL
IZAE G LE DA TN 2 Z L IC K 0 BRINA IS UEREAHINSE5, 7o hes v
LT ORI IR BE 2R E LEARBRTIL, 7/ A~ T IXRIFRBREEZ R L, 1R
BRORER &GRS FEELESCHICEEE 1 v A%ND) (DD kRIS i,
Flo, KRBT, 7/ AT ORGICEVHERET ) A7 B 2%IKT L2 &b, 7/
A7V, 7 Ma g ol E R o BYERIIEE BE OFITIcx LT, 3EMIChIE S E
R e &R LTz,
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23. BER 20040138-60M (JEIRSHOHESR)
(PR DEMEICET 2 BMERR [BAE 1 HRR. 3E5EH]D
7R w S A O FEER RS RS RRE OB BLD (O RT S AMG 162 DR
% FEAl S S MR AL R 7 R o TR AR

231 RBRAEZOWME

FRERL, T el ommRETOFEBRIERT ERE 2 A5 L L, BEAL, =
HEK, 77 2RAdE, ik, BELFERETHLY | BSMEUIEESH (Zathau
) D2 RLIZEBETHSL (BREMOBRIITE 22 BICFHE), KB FEOEIIE 22
HABROI L,

36 # AOEREMAET L gERE 258, EREHMoZeERNRAE ~OBMORE %
Hifs Lz, Zetfifiil (k5 37~60 » Af2) 13, IEREOREEPIEL, 536 5 A
% (ERHEOKRT) e 2EfichiEY 6 » BiC 1 E, FEXZEFH L vEeE7T—4%%
I L/, TEHETHR, KSR RS ShERBREFER S,

2311 BERHIRE
200448 A2 B (FmoggaosAng) ) #f A REogEE o Rk
i H)

2312 RE5HME
60 % H (36 » ARG R T 24 » H O KR EH [ZatE BB )

23.1.3 #iFtFE

HREONR, ADFEFHFHT—F, RUZeET —FiL, LiFEE2TRLE, &
AL, FHE, FERE, pME, BRE, RORAETLRWAT H—ri-irg 8%
AW TESRAICERN Lin, EREDRNAT A—F EFEIEFES T IV IvTr—5) @
Bt FHEEUEERZCH LT, PREXRN - FAAEERALE, A48T
Y ANERT, HERVESERTRLE, $XTORESSOME, HE, BE8E. kU
EREL ORRBFAIZOVWTENL, BEERIIHTFIRSER OGEARFE (MedDRA ver.
13.0) BlCER TR LI,

232 BROEN
24 # AOIBEHB SN LRREUTICRT,

2321 WHEEDAR

WEEHE ONREZFE 23-1 1R,
RRBRT 1468 4 (7 A TR DAL, 7T LR 134 0) BREAFIN S, 7 2~
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THED 64% LT T RARBED 61%723 36 5 H OBGMZET Lic, IFEGMA~BAT L7l
HL8024 (F/ A~ TREAI 4, 7T ERREII4) Thole, ZDIH359%4 (F/ %
S TREISI A, T T UREE 178 4) ARG IIESET Ui, FERGHIESE T TE Dok
BED I BT ) A~ THED 168 4 (22.9%) KON T B AREED 143 4 (19.5%) 1., 588k 20080537
~OZIMO T DI IG5 M 2 h 1k L7z,

% 23-1 #HERAEDMWER (Study 20040138 Randomized Subjects)
(20040138 Safety Follow-up Analysis)

Denosumab
Placebo 60 mg Q6M All
(N=734) (N=734) (N=1468)
n (%) n (%) n (%)
Randomized 734 734 1468
Completed treatment phase (36 months) 445 467 912
Entered the safety follow-up phase 389 413 802
Completed the safety follow-up phase 178 (45.8) 181 (43.8) 359 (44.8)
Discontinued the safety follow-up phase 211 (54.2) 232 (56.2) 443 (55.2)
Rollover to open label study 143 (36.8) 168 (40.7) 311 (38.8)
Death 26 (6.7) 26 (6.3) 52 (6.5)
Lost to follow-up 13 (3.3) 12 (2.9) 25@3.1)
Other*® 6 (1.5) 9(2.2) 15(1.9)
Consent withdrawn 18 (4.6) 6 (1.5) 24 (3.0)
Administrative decision 5(1.3) 6(1.5) 11 (1.4)
Disease progression 0(0.0) 4(1.0) 4(0.5)
Adverse event 0(0.0) 1(0.2) 1(0.1)

Page 1 of 1
N = Number of subjects randomized

* Excludes enrollment to the open label study
Percentages based on the number of subjects who entered the safety follow-up phase.
Includes data of the safety follow-up phase.

VRERIIT IR 2 £ 14-1.1.1 (5.3.5.1-12) 72>6 5

2322 HEBRESE
NSRRI T — 2 25 23-2 ITRT,
FEBR G AAN TR O sid, & EREE TR I /2o T2,
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& 23-2 AO#fEEHT—4
(Study 20040138 Randomized Subjects Enrolled in Safety Follow-up)

Denosumab
Placebo 60 mg Q6M All
(N =389) (N=413) (N =2802)
Sex - n (%)
Male 389 (100.0) 413 (100.0) 802 (100.0)
Ethnic group / race - n (%)
White or Caucasian 318 (81.7) 347 (84.0) 665 (82.9)
Black or African American 13 (3.3) 18 (4.4) 31(3.9)
Hispanic or Latino 51(13.1) 47 (11.4) 98 (12.2)
Asian 0(0.0) 1(0.2) 1(0.1)
Japanese 3(0.8) 0(0.0) 3(0.4)
American Indian or Alaska Native 2(0.5) 0(0.0) 2(0.2)
Other 2(0.5) 0(0.0) 2(0.2)
Age (years)
N 389 413 802
Mean 74.1 74.4 74.3
SD 7.0 6.8 6.9
Median 74.0 75.0 75.0
Q1,Q3 71.0,79.0 71.0,79.0 71.0,79.0
Min, Max 52,90 48,92 48,92
Age group - n (%)
<50 years 0(0.0) 1(0.2) 1(0.1)
50 - 59 years 15 (3.9) 12 (2.9) 27 (3.4)
60 - 69 years 68 (17.5) 61 (14.8) 129 (16.1)
70 - 79 years 220 (56.6) 246 (59.6) 466 (58.1)
80 - 89 years 84 (21.6) 90 (21.8) 174 (21.7)
> 90 years 2(0.5) 3(0.7) 5(0.6)
Geriatric age group - n (%)
> 65 years 349 (89.7) 381 (92.3) 730 (91.0)
> 75 years 191 (49.1) 211 (51.1) 402 (50.1)

Page 1 of 1
N = Number of subjects who entered the safety follow-up phase.
Age is based on the initial enrollment at randomization.

IEERRIE R & £ 6-1 (5.3.5.1-12) 7551

2323 ZEHOHER
FEREHICHAAN ST 802 4 (T A~TREA1T 4. 7T 2REE3854) % IEE 51
DL EMFRNT X SGER & LTz,

23.2.3.1 54y S
FREHICIX, BB OB I TR o T,

23232 HE=EZR

232321 HEZEROEH

HEFROENE K 23-3 1277,

FEEHOFEEEL T a7 7 A M, T/ ATHLOT T RBEECHEL LW, HE
FRIL, T/ AT TRED 2224 (532%) LT 7 EARHED 188 41 (48.8%) IZ#RD b LTz,
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& 23-3 HFEERODEHN (Safety Analysis Set)
Denosumab
Placebo 60 mg Q6M
(N=385) (N=417)
n (%) n (%)
All 188 (48.8) 222 (53.2)
Serious 70 (18.2) 78 (18.7)
Fatal 26 (6.8) 26 (6.2)
Leading to study discontinuation 0 (0.0) 5(1.2)
CTCAE grade 3, 4, or 5 70 (18.2) 70 (16.8)
Page 1 of 1

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

TRERFRIE I K 8-1 (5.3.5.1-12) 7551

23.2322 HEMICRONIEEER
WP DORETHRERN 2%U L TH o - HEFL L 234 177,

HH X ROENTEAEFFLE (WTNLDORETRERN 3% L) (F /AT, 77t¢
AEEONR) 1%, BEJ arthralgia (5.0%. 3.6%) . JRIEEIEY: urinary tract infection (3.8%. 3.4%) .
Al anemia (3.1%. 3.1%). IfiLJR hematuria (3.1%. 2.9%) . {H# constipation (2.9%. 2.3%) .
TR back pain (2.9%. 2.1%) . F#I diarrhea (2.9%. 1.6%) . RiSZIREE prostate cancer (2.6%.
1.3%) . ffiZk pneumonia (2.6%. 0.8%). MUV IMLE hypertension (1.4%, 3.4%) Toh o7z,
ANBEL, 7/ A~ TREO 44 (1.0%) KOT 78RO 74 (1.8%) IZRO b,
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R 23-4 WIhHODETHERREN2%LULTH>I-HEEZR (Safety Analysis Set)

Denosumab
Placebo 60 mg Q6M
(N=385) (N=417)
Preferred Term n (%) n (%)
Number of subjects reporting adverse events 188 (48.8) 222 (53.2)
Arthralgia 14 (3.6) 21 (5.0)
Urinary tract infection 13(3.4) 16 (3.8)
Anaemia 12 (3.1) 13 (3.1)
Haematuria 11 (2.9) 13 (3.1)
Constipation 9(2.3) 12 (2.9)
Back pain 8(2.1) 12 (2.9)
Diarrhoea 6 (1.6) 12 (2.9)
Prostate cancer 5(1.3) 11 (2.6)
Pneumonia 3(0.8) 11 (2.6)
Nausea 7 (1.8) 10 (2.4)
Urinary retention 9(2.3) 9(2.2)
Musculoskeletal pain 6(1.6) 8(1.9)
Atrial fibrillation 6 (1.6) 7(1.7)
Fatigue 6 (1.6) 7(1.7)
Pain in extremity 5(1.3) 7 (1.7)
Dysuria 4 (1.0) 7(1.7)
'Vomiting 4(1.0) 7(1.7)
Hypertension 13 (3.4) 6(1.4)
Abdominal pain 6 (1.6) 6(1.4)
Dizziness 6 (1.6) 6(1.4)
Prostatic specific antigen increased 6 (1.6) 6(1.4)
Dyspnoea 7(1.8) 5(1.2)
Cataract 7 (1.8) 4(1.0)
Asthenia 9(2.3) 3(0.7)
Dyspepsia 6 (1.6) 3(0.7)
Bone pain 7 (1.8) 2(0.5)
Nocturia 7 (1.8) 1(0.2)
Page 1 of 1

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

n = Number of subjects reporting > 1 event in the safety follow-up phase

Preferred terms are sorted by descending order of frequency in the denosumab group and coded using
MedDRA version 13.0.

Includes data of the safety follow-up phase.

IR TR E % 8-7 (5.3.5.1-12) 7B 51

232323 B
FEREW DI L, T/ ATRED 2604 (62%) M OT T 2REED 26 4 (6.8%) 1272
DTN, WIS IRERIK & O BN XA E S v,

23.23.24 SHEBOPLEIZE-EFEEER
RERDOPILICEST-HEFRRIL, T/ ASTHOS L (12%) 2RO, 77 BRET
ITRRO LN o T, WTHOHERLIRERIE L OREMEII R E I,

232325 EELHEEZR

HERAEREGIL, 7/ ATHO 184 (18.7%) KOT 72RO 70 4 (182%) 1273
DO, I I RO EERAEFSIT, ST death (1.4%, 0.5%). A% pneumonia
(1.4%. 0.5%). IR hematuria (1.2%. 0.8%). RiSZJEJEE prostate cancer (1.2%., 0.8%). &
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UMM FE(E cerebrovascular accident (0.5%., 1.3%) ToHh-o7,

23233 &

I EHICERD DI RITIL, 7 A THO 11 4 (2.6%) ROV 72 REO 16 4 (4.2%)
Thol, EHEEFIIL, 7/ A-T7THO 104 24%) RO IERBEOD 124 (31%) 0
R HALTE (PR eees0lls UL HERE T & FEMEIRE oo SRR b iLTn) . B HERE
PEOIEHEEBITIL, 7/ A 7O T4 (1.7%) RUTZ72RBEO 114 2.9%) Kb b
hiz, HEEE, 7/ ATHO2AR T 7 ERBO4 4B ONE, 77 2RO
A AHEBRHENBRITTH -7,

23.3 &

FEREHOBZEE T Ty AT, T/ASTEHETTERBECEE L TWE, FEES
OFEIC RSB TR RE W T o,
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24. 5% 20080098

(PEEY HWEIECBT 2 HBAIEEER [EA% I SR, SEER])
BEREEOBELHRE LTT / AT OFMMERCZEEE 77 R L BT 5 Sk
SRS 2 L BB 7 7 2 R

241 HEBRAEOBME
2411 BREMLER

B o

2412 BREREEEERHRS
B i vz KE SR T TR,

B PP, FFY, BRIBAT o—FY)

24.1.3 HERHEAM

200049 A BWowEEOAs Y —=27H) ~011F6 A B (Ri&EmRED
B 12 5 HBOREER)

2] = D FE. ARBOEERBITHGT TH B,

2414 REODI7z—X
5 1148

2415 BB
24151 XH#®

EEEEOEME HRICT / Av 7 60mg & Q6M CHRE Lz L X 05 12 » B ONEH
BEEL 77 2R T 5,

24152 ElRBE#H
UTOBERIZANT AT /) AT OBRET 7R L ki 5,
512 » BEOIAIRERE ORI, REBFRTH, RRE ) ROHE =
frss OB
5 15 H#2 @ CTX]

EFERBE/ME, €TV 2—15351-13 (BBREEREE Fe8) R T,
2416 HEAE

AR, EEEEORMEAGELE Ui, ZhisdtF, ®{EE{, —EHEHm., 77 2R
BHEBTY, 22 AO_EEKREY 12 » HOESHBEO #0404, —EHERETIIH
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XL DOWEREET ) A~T 60mg XIT 7T ARE Q6M TR TG T HRED VLT MNIT 111
D TEAEAICEN O 1T, FEERMTITHAANTZT X TOWRETIZT ) A~v7 60mg %
Q6M TR T ET %, ARBROREAMNITRE 24 » A%BIZERT 5,

WIEF 5 HETD 35 BUWNIZHBRE 2 A7 V) —=2 7 LGl & 72> o iBRE o0 T 5
RIDR—RAF A4 v OREEATo Tz, WREET ) AT UIT TR E&5T HRHICEIES
(ZHEN fH T AR B BEHE SO IR S OB EE T A 27 OfIMi (€ -2.5.>-2.5)
ZREBK T LCEMm LI, TAa7B-25 L FOHBREZ D7 &b 116 A AN,
BRI, BT LT A (1gbllh) ROEZ 2D (80010 LA L) A4 HMHF
L7z, BRBRTYA 2 24-112, FHli AT Y 2—/V &% 24-1 ITRT, /2, BERY T X
BT — & LTR) 20 4 % RGBS OV RSO B iR 2 2 S0t L 7=,

AETIE, 12 HOZEERMOMERZ TN T 5, FERBIOKFRITERET 5,

ﬂ= interim study visit day month (m) 24m or early
termination
= interim study 15 day visit visit
[l 15d 6m 12m 18 m [L
] gl ! 1 1 @
¢ : >
R e denosumab 60mgSC  denosumab 60mgSC D
E QoM QM d
E F
1
N S
I ‘ T
. \%
N I U
G S D
I Y
v T placeboSC denosumab 60mgSC
1 QM QM d
S
I S
T ‘ Double-blind Phase Open Label Phase I
T
——— 0-35days > < 24 nonths —

|

Randomization 1:1

TEERR T2 (X 7-1 (5.3.5.1-13) 2265
X 24-1 REETHA
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*®24-1 BRSO a—I

Study Months

Day | Day 24
Procedure Screening 1 15 6 12 18 EOS
Informed consent x
Medical and medication history X
Physical examination x x X
Vital signs X X x X x X X
DXA (spine 2, hip °, forearm) x x x x
Lateral spine x-ray X x X
Bone biopsy ° X
Hematology x X x X x X
Serum chemistry x X x X X X
iPTH x
25(0OH) vitamin D level x
Bone turnover marker (CTX1) ¢ x x x X x x
Steroid sex hormones x © x
Antidenosumab antibody testing X x x
Concomitant medications x x x x x x
Clinical fracture recording X x x x x x
Adverse event recording x x x x x x
SC study drug administration x x X x

EOS = end of study; DXA = dual-energy x-ray absorptiometry; iPTH = intact parathyroid hormone;
CTX1 = Type 1 collagen C-telopeptide; SC = subcutaneous

Lumbar spine scans to include L1 through L4. It was required that all evaluable vertebrae be included
when determining the total lumbar spine BMD.

The left side, unless prohibited (eg, hip replacement/implant) was to be used for the hip DXA
assessments. [f it was necessary to use the right side, then it was required that the right side be used
consistently throughout the entire study.
®  Planned for approximately 20 subjects at select sites in the study; urine sample was to be obtained
during first or second cycle of tetracycline.

Blood samples were to be drawn before noon on fasted subjects prior to dose administration.
Serum total testosterone level.
Free testosterone, estradiol and sex-hormone-binding globulin.

e.
f.

TR & K 7-5 (5.3.5.1-13) 551

24.1.7 HEREH
HEiEE: 232 4
AN 242 4 (F 7 2~ TRE121 4. 7T BAREE 121 4)

24.1.8 TRV ELGHEAANELE
o 30~85 DT A RE 7R Bk
o EHESTRAEESEEOBEEE T Aa7RN-3.5<T Aa7 <20, BHEKEEEIT O
FERED & DA TIE-3.5<T Aa7 <-1.0

2419 BERE. HERUVEEAE
24191 #HERE
?/ZVﬂiﬁuz@mmMm%d%ywek~w%€@@ﬁ%@ﬁ%%mrmmym
(AR U7, R, B~ A, RAEAIERINO PFS A& L CTRRAE L 72,
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24192 XIEBEE
TIRRIE, TIART LR -OREGTRE L, B ABERSERET ) A~ T LFE
— & L,

24 110 I 5 HAM

2 AR

FWHREIT 12 » AO —EHERIICT ) A~ T XI7 7RO TS5 % 2 01521, € D%
D12 # HOEEHRBNCT ) A~ T ORFTHRE% 2 BT 5,

24111 5§ @EE
241111 EEFHEIEH
o BEH 12 5 ABROBHERBEEDO =T A b DOELH

241.11.2 BIREHEIEE
o 512 » ABOKRE A, RKEVE SR, REREEE 5, & O im0 5% 1
DR—=RA T A N DEAR
o BE 15 BEDO CTX1 DR—RZ T A v DELR

24111.3 REERMFHMEER
o 56 LN 24 » ABRDOERHHERNL OB EEDNR—R T A b OE{LE
o h6, 12, 18, KU 24 » HHED CTXI DR—A T A b OE{LR
o BARY T AZT 4 BN DR OB 12 5 B % OB OVE R
TREF MR

241114 REMFHEER
o EH 12 K24 5 ABROFEEFLORBIR
o HERBREBOR—ZATA UDLOELROR—RAT A b B Ll D%
o NAZNYA

24 1 1285 Fi&

TAEOFHIIE B 13 4% 58 Z & 12 response of interest & FFOHEERE DOE KL OV E 43 A T
FR LT, AR B I GRS 250 7 Y — OBERE O KL OE 733 %2 FH O CTEAY
Uiz, AR T, FEIE, FERAE, BoIME, 25 S—k 2 AL PRfE (50 N—t X
AN T5 8= B AL KE, KORPUETROWA T ~— 3 2 8n 2V TRlid
atE AV TER Lz,

HERWERRTE B O FATIE, X—A T A L DOT—ZNd 0 FH5H%OFMT — 2 083 b7al &
b 1 DL EH DHERE AT RIS & Uz, F72 5 BEOIEHE: 12 5 A % OIS EE O E b
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DEREGHMOZELRIEST 2 2 & Th L, FEFMIE B IZX U TREIA BEZDN R SN 56,
RICGHITE B 12k U CERZRMERRIOME 2 TS 2, BIVGEEHTIX, &5 12 » A& O KRG T
ArEB, KIRE S, KREE L5, X OBEE A OB &L & 5 15 %O CTX1 O5-H
MOZETH D, BIRFHEEE OLEEORFEIL, A E /K% 0.05 T Hochberg D AT v 77 v
T FNaE N,

BE TR D FEREAGE B K ORIEHITE B O Ff#HTIE. LOCF TGO ITET V%
AWTHEN L7z (EHEZ TR AN T A VOBBET 227 OR/Mix L&), CTX1
DZEAVZ 13 van Elteren J& BINENL IR E 2 W TREST L 72,

EHEFGIIEBRICEEAZ T L ICEN L, AFFSR, 1GBIK L OBEMER S 5
CHIESNT-AEFRR, EERAEFS, BRELOEMENRH L LHESNT-HERAE
FHE HICESTAEFRR, BREOBRGPILICESTAEFR, MORBRPILICEST2F
EHLIT, WERIRDE R OHAGER (MedDRA) TR LT-, BRRRRAEE K OVSA Z LA
YOREBRIR—=ZF A b DOEAIT, AKBEZ L ITRBRAICER Lz, £, BRI
BHEIIN—2T A4 L 2y AD ZHERBIMOR O EL LML OELZR LI 1T/ A<
THURDRERIT, #BRE Z LR LTz,

242 FBROEMN
2421 HEREDAWIR

WBRE DNGR & 2% 24-2 1TR” T,

ARRBRC 202 LB AN B, 12 s HOZEERBICT 2 2~7 (1214) X375t
R (1214) [ZEEEIZEI AT BN, 2096 2 A0NEMKFEEER D12 IG5 2 # 5.
TORNCARBRZ P U7z, 10BR3EL 1 [P BB SN2 2404 (BRE1204) OO B, 12 %
AOZEHEERMIC 134 (T A~V THEIL, 7T BRBE4 %) BIGBREORE 2Pk L, 227
% (94%) (77 ATRELA [92%]. 77 'AFRE 116 4 [97%]) MRBRAE T Liz,

& 24-2 HEREBEDAR

Denosumab
Placebo 60 mg Q6M All
n (%) n (%) n (%)
Randomized 121 121 242
Completed first 12 months of study 117 (96.7) 111 (91.7) 228 (94.2)
Completed IP 116 (95.9) 111 (91.7) 227 (93.8)
Discontinued IP 1(0.8) 0(0.0) 1(0.4)
Never received IP 0 (0.0) 0(0.0) 0 (0.0)
Discontinued prior to first 12 months of study 4(3.3) 10 (8.3) 14 (5.8)
Completed IP 0(0.0) 0(0.0) 0(0.0)
Discontinued IP 3(2.5) 9(7.4) 12 (5.0)
Never received IP 1(0.8) 1(0.8) 2 (0.8)
Page 1 of 1

Percentages based on number of subjects randomized
IP = Investigational product

TRERIIT IR A2 £ 14-1.1.1 (5.3.5.1-13) 2255
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2422 WHHREER

NOFH T — 2 %23 24310, XR—=ATA4 VOFEET AT %% 24-4 TR T,

RN DN TR LT R THEMET, FHFRIL 65 ThoTe, ERAMIIAAN (T
2= 7R 121 40 [100%], 77 AR 1074 [884%]) Thote, ARBRIZEBITHN—RT
A OFBEET ZAa 7k, BEEMETT 7 2R (-1.66) LT ) 2A~78 (-1.37)
TEM o T DS, WG CHELELL TV,

% 24-3 AO#Et=EmT—4

Denosumab
Placebo 60 mg Q6M
(N=121) (N=121)
Gender - n (%)
Male 121 (100) 121 (100)
Race - n (%)
White or Caucasian 107 (88.4) 121 (100.0)
Hispanic or Latino 10 (8.3) 0(0.0)
Asian 2(1.7) 0(0.0)
Black or African-American 1(0.8) 0(0.0)
Native Hawaiian or Other Pacific Islander 1(0.8) 0(0.0)
Age (years)
Mean (SD) 65.0 (9.1) 64.9 (10.5)
Median 65.0 66.0
Q1,Q3 59.0, 70.0 59.0,72.0
Min, Max 40, 84 31,83
Age group (years) —n (%)
<50 years 5(4.1) 9(7.4)
50 - 59 years 26 (21.5) 22 (18.2)
60 - 69 years 49 (40.5) 44 (36.4)
70 - 79 years 35(28.9) 39 (32.2)
> 80 years 6 (5.0) 7 (5.8)
Height (cm) 172.9 (7.8) 172.7 (7.8)
Mean (SD) 173.0 172.0
Median 147, 194 157, 197
Min, Max
Weight (kg)
Mean (SD) 77.73 (12.25) 76.32 (11.77)
Median 76.80 75.00
Min, Max 45.9,114.6 55.0,111.4
BMI (calculated as kg/m®)
Mean (SD) 26.0 (3.6) 25.6 (3.6)
Median 25.7 253
Min, Max 18, 36 17, 38
Geographic region — n (%)
Europe 78 (64.5) 87 (71.9)
North America 43 (35.5) 34 (28.1)
Page 1 of 1

TEBRFR TR & % 8-3 (5.3.5.1-13) 65

487



FI)ART

276 BROFBDFT LD

£244 R—ZRSAVOBEETRAIT

Denosumab
Placebo 60 mg Q6M All
(N =121) (N =121) (N =242)
Minimum BMD T-score at lumbar spine or
total hip - n (%)
<-25 56 (46) 61 (50) 117 (48)
>-2.5 65 (54) 60 (50) 125 (52)
Lumbar spine BMD T-score
n 120 121 241
Mean (SD) -2.04 (1.00) -1.96 (1.14) -2.00 (1.07)
Median -2.20 -2.20 -2.20
Q1,Q3 -2.80, -1.50 -2.80, -1.30 -2.80, -1.50
Min, Max -3.6,2.3 -3.6,2.1 -3.6,2.3
Total hip BMD T-score
n 121 121 242
Mean (SD) -1.40 (0.66) -1.48 (0.61) -1.44 (0.64)
Median -1.50 -1.50 -1.50
Q1,Q3 -1.90, -0.90 -1.90, -1.10 -1.90, -1.00
Min, Max -2.8,0.1 -3.5,0.2 -3.5,0.2
Femoral neck BMD T-score
n 121 121 242
Mean (SD) -1.88 (0.61) -1.91 (0.63) -1.90 (0.62)
Median -1.90 -2.00 -1.90
Q1,Q3 -2.30,-1.50 -2.20,-1.60 -2.30,-1.50
Min, Max -3.4,-0.3 -3.8,0.7 -3.8,0.7
Trochanter BMD T-score
n 121 121 242
Mean (SD) -1.26 (0.68) -1.25 (0.66) -1.26 (0.67)
Median -1.20 -1.30 -1.20
Q1,Q3 -1.80, -0.80 -1.70, -0.70 -1.70, -0.70
Min, Max -2.9,0.6 -2.7,0.6 -2.9,0.6
Distal 1/3 radius BMD T-score
n 120 120 240
Mean (SD) -1.66 (1.19) -1.37 (1.26) -1.51(1.23)
Median -1.55 -1.20 -1.40
Q1,Q3 -2.55,-0.80 -2.30, -0.50 -2.30, -0.65
Min, Max -5.0,1.2 -5.1,1.5 -5.1,1.5
Page 1 of 1

TEERFIE I K 8-4 (5.3.5.1-13) 7551

2423 ENHEDOHER

24231 BEE

512 5 HEDBEEDN—ZF A b DELHEE X 242 1T T,

T ) A TEECIE, EEMEEE TH LG 12 » AR OENEEBEEL 7 7 v RBEL i L
BTN RD bz, BHEEEREOREHEOE (7 A~7 - 771 R) OFEE
1X4.8% Tdh-o7= (p<0.0001, 95% CI: 4.0%~5.6%), T / A~ 71LZ DMOFEAM L 7= E %
NCHEEL 7R L W LA BTN S 72 (REREITALER: 2.0%, KRG SHER: 2.2%.,
KIEBHRF-E: 2.3%., BEEEA5: 0.9%)
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Lumbar Spine Total Hip Femoral Neck Trochanter Distal Radius

9.0

[] Placebo
50 Dencsumab
5 70
: :
§ 60
% 50 l
% 40 .
g
B
- T |
z [
5 10 I [ :
¢ CHE N
J T

i 'rmfw ninal 95% confidence intervals are based on an ANCOVA model with treatment as main effect and
m&%ﬁepﬁe‘ _SONe 35 covarate
L 1

TRBRIRIT R 2 %] 14-2.501 (5.3.5.1-13) 7>5 54
24-2 512 hARBRDBEEDR—XSA UNLDELE (R/IN2FEFH +95% Cl)

24232 BHRE<v—H—

F ) AR TIIEWIN~— I —ThHHMIECTXI EEAZHRE IS HB T IR i LAE
IR S H 7z, #5615 BEO MG CTXLREDRX—Z 5 A4 Vb OE{LRO R IEIL, 7/
A~ TEETA45%, 7T ERBEET 2% TH o7z,

2424 BEBRYITREI T4 —DFER

HERYTAZT 4 —I2I%, 294 (T /7 ATRE1T 4, 77 8RB 124) BDEAANLD
Nz, BAEROFE RS BN R ITRO SN2 -T2, 85 12 7 A OB AT
i DGR, WHERGHETHEBE. I 7 /Wb, HEICREITREO ORhoTz, 72, BIL
SE. B RESHEE, SHEMET IR T HEORFE LR O b o, BRI REEHI
RG A= BFEOFRER, 7/ A~ TREI T T ARBE LB LE Y T 7 OR & —E L
TR BT,

2425 REMDHER

ERIEEZ 1B EEBREESNTET 2 A~ TR 1204 & 7T BAREE 120 4 OEEF 240 4 244
PEFEAT S SRR & LT,

489



276 BELRDOEHBDE LD
FI)ART

24251 BRERR

TR OB EARI 2 K 24-5 1T- T,

LRVERIT RGN D 240 4 D5 5 2354 (T /7 A~ TR 184, 78R 117T4) IZ
TRE I 2 BIOTEERER 53 Thi T,

& 24-5 REREOKRSNKR

Placebo Denosumab 60 mg Q6M
Number of subjects randomized 121 121
Number of subjects receiving > 1 dose of 120 120%
investigational product
Number of injections (denosumab or placebo)
1 3(2.5%) 2 (1.7%)
2 117 (97.5%) 118 (98.3%)
Page 1 of 1

* Number of subjects receiving > 1 dose of denosumab regardless of randomized treatment group

TEBRFR TR & K 14-5.1.1 (5.3.5.1-13) 72551

24252 HBESBZR
242521 HEZZROEH

BEEZOEN & FK 24-6 ITRT,

BEHERIT, 7 ATEHD 72% (86/120), 77 v REED 70% (84/120) IZRD B, £
D% VTREIFEETHH- T,

= 24-6 BESBZRDEH (Safety Analysis Set)

Denosumab
Placebo 60 mg Q6M
(N=120) (N=120)
n (%) n (%)
Adverse events regardless of relationship
All 84 (70.0) 86 (71.7)
Serious 10 (8.3) 11 (9.2)
Fatal 1(0.8) 1(0.8)
Leading to study discontinuation 0(0.0) 3(2.5)
Leading to investigational product discontinuation 0(0.0) 4(3.3)
Adverse events related to investigational product®
All 6 (5.0) 2(1.7)
Serious 0 (0.0) 0(0.0)
Fatal 0(0.0) 0(0.0)
Leading to study discontinuation 0(0.0) 0(0.0)
Leading to investigational product discontinuation 0 (0.0) 0(0.0)
Page 1 of 1

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

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

TRBRIRAIT IR £ 11-1 (5.3.5.1-13) 7255111
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242522 HEBEHMLICROoNSIFEER

W DORECTHRBLRN 2%, ETh o e EF G5 24-7 (T,

A L RoNT-BGERG (T /7 A~ THE, 77 B ABEOIE) 1, 3% back pain (8%,
7%) . BEEIJE arthralgia (7%, 6%) . #WHEHZE nasopharyngitis (7%, 6%) . 2 OM#EF constipation
(0%, 6%) Th-oiz, BRI L ORBEMEND D L HEINTHAEERIL, T/ A THO
1.7% (2/120) K O7 7 B2REED 5.0% (6/120) 158D BTz,

K247 WIhHODETHERREN2%LULTH>I-HEEZR (Safety Analysis Set)

Denosumab

Placebo 60 mg Q6M

(N=120) (N=120)
Preferred Term n (%) n (%)
Number of subjects reporting adverse events * 84 (70.0) 86 (71.7)
Back pain 8(6.7) 10 (8.3)
Arthralgia 7 (5.8) 8(6.7)
Nasopharyngitis 7 (5.8) 8(6.7)
Osteoarthritis 2(1.7) 4(3.3)
Angina pectoris 0 (0.0) 4(3.3)
Hypercholesterolacmia 0(0.0) 3(2.5)
Muscle spasms 0(0.0) 3(2.5)
Prostate cancer 0(0.0) 3(2.5)
Myalgia 5@4.2) 2(1.7)
Cataract 3(2.5) 2(1.7)
Diarrhoea 3(2.5) 2(1.7)
Pain in extremity 3(2.5) 2(1.7)
Headache 5(4.2) 1(0.8)
Hypertension 5(4.2) 1(0.8)
Influenza 4 (3.3) 1(0.8)
Musculoskeletal pain 4(3.3) 1(0.8)
Cough 3(2.5) 1(0.8)
Constipation 7 (5.8) 0(0.0)
Abdominal pain upper 3(2.5) 0(0.0)
Procedural pain 3(2.5) 0 (0.0)

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 frequency in the denosumab group and coded using MedDRA version 14.0.
*Includes all adverse events, not only those occurring with > 2% frequency

®Two cases of angina pectoris were angina tonsillitis and were incorrectly coded to angina pectoris due to differences in verbatim
reporting across geographic regions.

TRBRA T 2 22 11-5 (5.3.5.1-13) 72651

242523 RIZE-HEHESR
AT OFRICE S THERFRI 2 LITRO LI, 7T/ A~ T O L% myocardial
infarction & 7°7 & RO MHEENRIMARSE basilar artery thrombosis ThH->72, WT IO FEGE
TREREE & ORIRBRIITE ST,

242524 GABREOBERIEXIIRBODLICES-EFEEER

BRI EFILICE T HERELT. T/ ATHO 44 33%) LOTTEREED O
HISBO DI, WROPIEICESTAEERIL, 7/ AVTHDO 34 (25%) KOT TR
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HEO 0L Oz, WThOFEGLIRHRE L ORRERIIAE S,

242525 EEUHEEER

HERAEFRGT. 7/ ASTHO 114 (9%) KO FERED 104 (8%) 128D 5
Nz, WTFNOERBIGRIK L ORRERIIGES N, WTRPOHT 24U EISRED S
NTEERLAFERG(T ) AT #7772 ARBEOIR) 1%, BISLIE prostate cancer (344 [3%] .
04 [0%]) M OVWUENRIMARIE arterial thrombosis limb (2 44 [2%]. 044 [0%]) ToHh o7,
ZOMDEGIT, TXTIADOHIRD BT,

242526 ZOMODERLGHEETER

RANT T MGE, OND, BATEETEH, K OFEER K5I OFBUIZRO /8-
7o F7o, BREEYHEILT / A~ TRECTIIRBO Do To, BYYE, SRS, Mg RRE,
B ONRBUE & B S 5 AIREME D & 2 A HEHEL O BIRIL, WERGHM THEE L T\,
BEEGOAEERIT, 7/ ATHO4AITEEO LN, TR TITRD bRRho
72o 2095 3LITAISLARIE prostate cancer T V| 1 A IFFEEHMALHE basal cell carcinoma
ThH ol WTNOFRR BRI & ORIRBRIIEE SN BIIIED 340 5 5 2 4413,
WEEEN D=2 T A VERHIBEISE 2 G 0F L COTCREMED B - T,

E BRSO TLERES cardiac disorders| [ZR2M T DA FFLRIL, 7/ AV THD 84
(6.7%) KROTZERAREED 34 (2.5%) [ZROLNTZ, ZDIHT ) AT THD 4 41%, %
[LMiE angina pectoris TH o7z, FRLIED 4 4D 5 H 2 41L& D% OFHOFER, JEFIHE
EOMFENRY THY | Wk angina tonsillitis T > 72, & OMOFELMED 2 441, Lok,
BEIRBOBAEN O 7=, BHEQDIEES ORBIRIT, WG CHELL T,
ZIX, 7/ A THO 24O LIV, TI7ERBETIIRD N hoTe, ZThbDEH
LT, WTHBREIFEETHY . B D 7T HBLUNICHE Lz, BBERBEL LT 2
G OYERE L L BICHIEIT R, T/ AT O ZHk LT,

24253 BFERBEE

F ) A TRECTH I AL 7 MEO—BYEOIL FA58D b, 515 A%OT L7 I UAHiE
NNY T BMEDN=AT A 2 EDEACEROPRIENL, T/ A~ THT-LI%K T 7R
BET0.0%CThHotz, #56KO12 » AT, M /LYY MEDK FIERE® D h -
oo 72, 12 5 AO EERIC CTCAE ® 7' L— K 3 X 4 OIfiE L2 7 MEOIK T
BOONIRDo T, T/ A THTIE, MOV P OERTFARD LI, RN—=Z2AT A DED
ZAbEOFIAEIL, #5515 HETT / A TH-6.0% 4% 7 7R 2.9%, &5 6 » A% T
T ) AR TEATNKOT TR 0.0%, %512 5 AR TT /) A TH0.0% KO 7 &R
BE0.0% Thotz, £z, 12 » HO _HERMIZ CTCAE 7 L— R 3 T 4 O U ED
K TR bR T, ZOMOBERREE UL A YA AN T, BRI R
D& HEALITRD Lo T,
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24254 T/ AT ITHAOHKRE
ARERTIX, 517/ A~ T HRN B SR E X R o T,

24.3 #Em
KEBEEDBMEERRICT ) A~7 60mg & Q6M TH TG L& &, 12 5 A OB
MR CE BB BEORMARD bz, KRBRICBT2LZeME7T a7 7 A4 Wi, #\EICE
fiL7=T ) A~ 7 OERRBROFBREEL L TBY ., 7/ AT B GICEET 582 7% 4
PED Y 27 I3RFE SN Do T,
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