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13. 58 AMG162-A-J301 (EH#A)
(BT HEMEICET B EER (ERE Il HELER])
X 1D EAINT T AT THABE L T A RREEFHBERE 245 E Lz AMG
162 (denosumab) 077 & RABEEELC _EG5/HIC X 5 BIENEER
: DIRECT (Denosumab Fracture Intervention Randomized Placebo Controlled Trial in Japanese

Patients with Osteoporosis)

131 RBEBEAFEOBE
HEBFEOMELE 12EHE2ZHEOZ 1,

13.1.1 FRERHARE

2008 6 A H (RAloEBREORMBEREH) ~20124%F6 A B FRWBREORIg
BEH)

24 » ROZEEBRHIOMRIE, F12BHIEHETL, AETE, emEZ36 » A0
ABROMREZERNT D,

131.2 #EtF&

AR O E R EHET T IC oW T TR T 5,

WEHRITIL, 7/ A~ 7O 3 FMEE BT 2 FMERUZEMEE M 2705l L
7re RREBRTIL, 24 p HO_EERBICT 7 A~ TBICEH Vo hiz#BEit 122 Ao
FEERHIICEE L TT / AT K555} (7 7 A~ 7 f{EHEE [ Denosumab/Ddenosumab )
T ERBCEI O SR E L 12 » AOEREICT » AT oEE 2= (7T
YR A5 OFITEE [Placebo/Ddenosumab]), 77 R0 OBTEIZDWTIE, 7/ AT
B (7 AT ORI EK LR o7, 24 p BOTEHEREIIZT L o g
REECEI D fH o L, EERMICERITE T, ZEERMITRT L L SR
12 HEIZFEHED).

13.1.21 A3tk

FAS XTSI ZER Lz, BRI L (6#H. 1248, 18 %A, 248, RT36 %
B) OREEEEITREAROHERIL. Kaplan- Meier #EF 8 & U Greenwood DA X A [E{H
S%EEEE A BEH L, WHEOREEITHREE COMBIL, BERHE 71— LT
fEMT L7z, FEHEERR T R KRB E AT EE A COMB O I2id, BAERIL 71—
et d, BERGEPORETHE TORBEZFOEEHVE, SEEEONEEE U —
ATAPEOEEICIONT, BFERILEUVBAZLCENFFEZEH LA, &8
v — A —OMEFER =27 A P OEFBECONT, REBITERURAILICE
PWHEIEZEE L, FROAIEEROGS—AZ 1 b0 ELRIZONWT, BEHIEE
A 2 L C B EEE I L,
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13.1.22 Z&H%

LRV, T ) A~ THEGRE36 v H 24 » AO _HERMKL N 12 » HOIEERBIZ 5T
DT —H DT EAT o T2, FTo, 7/ A THGEEL O T 7 R0 LOBITHO 12 v H GE
BB O®E 24~36 4 A £ T) OF —ZICOWT BT 21T o172, 7T B R D OBITEE
DR EFELIL, FEMMILIEICRE L FLE RO EERMD bk L T\ HR THEM
N EEE UTHEIEE NEAL LT FREEG Lz, AEFZIL. BB RS OFEAGER]
(MedDRA version 14.0) (ZEH) L7z, HEH T REFEHRGLE LT, KLV T AMAE, ME
PERETZE . ONJ, JRYME, W95, WEUE & BET 5 rRetto b 26 HEFS, LIERE, &
PERESE, EITEIEIRE. AN (B O A) . ROFEERVE I & BIRER Lz, BFER
B OUSA Z A A E, BEE R N — R T A b DZIZ DWW T BRI S84 B
L7, £, BT/ A~ T HiRE BB LI-giE oRE 2R/ L,

13.2 FEROEHN

AT, HFERMZET 36 v HOMRETLET 5, 24 v HO_HEHERBIOKRIL, &
12 BIZFLHE T 5,

HEPEIL FAS & R WTEfRATRE S 2 s U eV L aVERAT I G 6 H] (B Sl & [FER)
K OFEE M2 2Pt AR GEERINIRRIEL D72 < &b 1 BIRE ST HBRE)
Ze AT AT RS R A T

13.2.1 #HEREDAIR

WeBRE ONFR & X 13-1 123”7,

ARBRIC 1262 £ DMEA AL B, 2D 55 500 43T ) A~ TREC, 511 40T T2 ARRE
2,251 4037 Lo R p— MEEICIEAEZA ISR 0 fHF iz, 1034 4 (T 7 A~ TR 414
4 TR RBE464. TLY R k— NEE2044) OWEREN 24 » A0 " EEHREET
L7 12 % ADIERMINTAT L7 #BRE 1X, 6518104 (77 A~ Tkt 404 4, 77
TRND OBATEE 406 40) Tholz, —EHEMMZTE T LICEERED S b, FFEHRIICBIT
Lo IR E1ZT ) A~ TR 104, 7T 8RR 104 THY . EREHIIAFFSR
(F ) A= TREA %, TTRREEGCH) Thole, T/ A~ THERRED 389 4 KT T &R
MBS DBITRED 386 4475 36 » H OIRESIM #5817 L=,

F72.36 5 H OB ISR Z R Lo RE 3, T A~ THEGRED 17.2% (86/500)
RO 7RG OBITRED 18.6% (95/511) Tho7t, ERHEMIT, AFFR T/ A~
THEGERE 6.2%., 77 BRING OBATRE 8.4%) K ORERE (7 A~ 7Tk 3.2%, 77
RN DOBITEE33%) Tholz, T/ A THGEED 15 4 K ONT T B RN OBITED
204 70% 12 » A DI ERM OISR Z PIE LT,
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T/AIT
Screened
2650
Excluded Prior to
»| Randomization
v
Total Enrolled
(randomized)
1262
I
v v v
Randomized to Denosumab Randomized to Placebo Randomized to Alendronate
500 (100%) 511 (100%) 251 (100%)
—Never received IP: 25 (5.0%) —Never received IP: 30 (5.9%) —Never received IP: 9 (3.6%)
v v v v v v
Completed 24-month Discontinued Study Completed 24-month Discontinued Study Completed 24-month Discontinued Study
[ | Blinded Treatment Phase During 24-month [ | Blinded Treatment Phase During 24-month Blinded Treatment Phase During 24-month
414 (82.8%) Blinded Treatment Phase 416 (81.4%) Blinded Treatment Phase 204 (81.3%) Blinded Treatment Phase
L 61 (12.2%) L 65 (12.7%) L 38 (15.1%)
Completed IP?: 414(82.8%)|:Completed IP2: 10 (2.0%) Completed 1P2: 416 (81.4%) i:CompIeted IP2:7 (1.4%) Completed IP: 204 (81.3%) I:Completed IP:0(0.0%)
Discontinued IP: 51 (10.2%) Discontinued IP: 58 (11.4%) Discontinued IP: 38 (15.1%)
Denosumab Treatment Denosumab Treatment
—»| (12-month Open-lable Treatment Phase) —| (12-month Open-lable Treatment Phase)
404 (80.8%) 406 (79.5%)
+ | v v l v
Completed 12-month Discontinued Study Completed 12-month Discontinued Study
Open-lable Treatment Phase 15 (3.0%) Open-lable Treatment Phase 20 (3.9%)
389 (77.8%) 386 (75.5%)
I:Completed 1PP: 7 (1.4%) I:Completed IPP: 4 (0.8%)

Discontinued IP: 8 (1.6%) Discontinued IP: 16 (3.1%)

|~Compieted IPP: 389 (77.8%) |~Completed IPP: 386 (75.5%)

IP = investigational product
a: Subjects completed IP if they received all 4 planned doses.
b: Subjects completed IP if they received all 2 planned doses.

TRERR T IR A X 15.1-1 (5.3.5.1-2) 72551
X 13-1 #EREFEDHNER
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FRBRBHAGIF OB E Y L, GRS TR EZEWVITEO Do T2 (R 124), F7=.
Bz MR IREE O N DREHRAT — 213, 5B ME O 22 S VEfMAT 52
EIHOT —Z L REREN TR o T2,

13.2.3 ANMHEDHER
13.2.31 B

85 36 » A% OFIRHMIEE OfER AR 13-1 177,

= 13-1

#5 36 » AEROBEHFHMEIEE OFER (Full Analysis Set)

Crude Incidence®

KM Estimate of Incidence®

n/N1 (%) % (95% CI)°
Placebo/ Denosumab/ Placebo/ Denosumab/
Denosumab Denosumab Denosumab Denosumab

(N =480) (N =472) (N =480) (N =472)
New or worsening vertebral fracture 52/478 (10.9) 17/467 (3.6) 11.8 (9.1, 15.2) 3.8(2.4,6.1)
New vertebral fracture 45/478 (9.4) 11/467 (2.4) 10.3 (7.8, 13.5) 2.5(14,4.5)
Nonvertebral fracture 28/480 (5.8) 22/472 (4.7) 6.6 (4.6,9.5) 5.1(3.4,7.7)
Hip fracture 3/480 (0.6) 0/472 (0.0) 0.7 (0.2,2.2) 00(=-)
ﬁﬁ&gﬂﬁﬁiﬁmmammm“" 77/480 (16.0)  37/472 (7.8) 174 (14.2,213)  8.4(6.1,11.4)
Worsening vertebral fracture 11/478 (2.3) 7/467 (1.5) 2.5(14,4.4) 1.6 (0.7, 3.3)
l;r/lultiple new or worsening vertebral 14/478 (2.9) 21467 (0.4) 3 3

acture

Multiple new vertebral fracture 11/478 (2.3) 1/467 (0.2) - -
Clinical vertebral fracture 28/478 (5.9) 5/467 (1.1) 10.1 (4.9, 20.4) 1.1(0.5,2.7)
Clinical fracture 55/480 (11.5) 27/472 (5.7) 16.2 (10.3, 24.9) 6.2 (4.3,9.0)
Major nonvertebral fracture 23/480 (4.8) 9/472 (1.9) 5.5(3.7,8.1) 2.1(1.1,4.0)
Major osteoporotic fracture 39/480 (8.1) 12/472 (2.5) 12.3 (7.0, 21.1) 2.8 (1.6,4.8)

N = Number of subjects in the analysis set

N1 = Number of subjects who had available data in the analysis set

CI = Confidence interval

KM = Kaplan-Meier

a: Crude incidence at month 36

b: KM estimate of incidence at month 36

¢: 95% Cl is calculated using Greenwood’s formula
Source: Tables 15.2.1-1.1, 15.2.2-1.1, 15.2.3-1.1, 15.2.4-1.1, 15.2.5-1.1, 15.2.6-1.1, 15.2.7-1.1, 15.2.13-1.1, 15.2.14-1, 15.2.15-1,

15.2.16-1, and 15.2.17-1
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13.2.3.1.1 HEEBIR
WesstE OMEMR B 3T CTHIMEAR B $T SUIBEFHEIR B PT O E) #4223 D Kaplan-Meier HhfR %
X 13-212, 1EZT EORAEFREK 13-3 1277,

1) T/ AT Tk
Kaplan-Meier #EEFIZEED < 36 » H RIOMEAEFE I D B AR (95% CD 13 3.8% (2.4, 6.1)
TH V., 24 » A LI THIAREITIE 1 41RO BT,

2) TSR LOBITEH
Kaplan-Meier #EEEIZEED < 36 # HRIOMUAEIr O BIEREAER (95% CD 13 11.8% (9.1,
152) TV, 24 » AU THREITIZ 6 4 IZFE8® b7,

12 1~~~ ~ Placebo/Denosumab (N = 480)
— Denosumab/Denosumab (N = 472)

10 !

Incident of Fragility Vertebral Fracture (%)

6 | I
i
i ]
4 —
I
7777777 I
2
0 T T T T
0 6 12 18 24 36
Study Month
Num at Risk
Placebo/Denosumab 478 478 445 420 397 366
Denosumab/Denosumab 467 467 440 428 409 385

N = Number of subjects in the analysis set

TR A 2 (K] 15.2.1-1.1 (5.3.5.1-2) 2551/
X 13-2 HESBMEOHAEETR FREABIIIBRFHATIIOEBE) REERD
Kaplan-Meier Bi#& (Full Analysis Set)
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10 1 2SSSN]' Placebo/Denosumab (N = 480)
Denosumab/Denosumab (N = 472)

Crude Incidence (%)

0

>0-12 >12-24 > 24 -36
Months Months Months

N = Number of subjects in the analysis set
TR TR [X15.2.1-2.5 (5.3.5.1-2) D5 51H

X 13-3 1HFIEDRBEDHAEET FHAEABTHIXIBFEHRHABITOEE) BEX
(Full Analysis Set)

13.2.3.1.2  FRMIKER
FHRMEAR B PT343 D Kaplan-Meier iR 2 [X] 13-4 |27 7,

1) T/ AT T
Kaplan-Meier #EEMEIZEED < 36 » H M OFBIMHEAE T D RFEFR AR (95% CD 1% 2.5% (1.4,
45) THY ., 24 » AU THEMEAEITL 1 AR 6T,

2) To3tARhS0HBITH

Kaplan-Meier # &2 H5 < 36  H B OFHIMEAE 4 D BFEH A3 (95% CD 1% 10.3% (7.8,
13.5) THY ., 24 » AL THHMEAREITIL 7 4 ISR b,

284



276 BROFBDFT LD

T/ AID
12 |~~~ ~ Placebo/Denosumab (N = 480)
Denosumab/Denosumab (N = 472)
S
o 107
S
©
2
w
©® 87
5
[}
€
(3
>
Z 6
=2
<
[
ES il
L 4
k]
s -
B 24 e
£
0 T T T T
0 6 12 18 24 36
Study Month
Num at Risk
Placebo/Denosumab 478 478 449 426 404 374
Denosumab/Denosumab 467 467 443 431 414 390

N = Number of subjects in the analysis set

TR T EE X 15.2.5-1.1 (5.3.5.1-2) 755
13-4 PR BT HERD Kaplan-Meier Bi#%  (Full Analysis Set)

13.23.1.3 2H#ALELOHRBEOHAEAERT (FHRAMASHXIIBEEFEHEEAESITOEE)
2 MEMRLL EOMEgstE OMEMRE 3T CIrBMEMA B 3T U IXBEAFHEAR B P D HEHE) A3 A [¥] 13-5
W27,

1) T/ AT T
36 H H F TIZ 2 HERLL EOMEIR DS BT L7 #BRE OEIE1L 04%TH Y . 24 5 HLURET2
SO H I EOHEKRE IR O Hivie o Tz,

2) To3tARhS0HBITH

36 » H F TIZ 2 HERLL EOMEIR DS BT L7 #BRE OEIE1L 2.9%TH Y . 24 » HLRET2
SOH XTI, EOMHEKREITIL 2 4 ITRD bz,

285



276 BELRDOEHBDE LD
FI)ART

4 SN NN]  Placebo/Denosumab (N =480)
1 Denosumab/Denosumab (N =472)

Crude Incidence (%)
N
|

0 >0-6 >0-12 >0-18 >0-24 >0-36
Months Months Months Months Months

N = Number of subjects in the analysis set
TEBRAE A [K15.2.7-1.1 (5.3.5.1-2) 2551

X 13-5 2#ALLLORBEDOHEET FREERBTTIXIIREFREBTTOEE)
FHEZRDHR (Full Analysis Set)

13.2.314 JEHEAR BT
FEMEIR B PT I A2 D Kaplan-Meier iR & [X] 13-6 12787,

1) T/ AT T#kine
Kaplan-Meier #EEMEIZEED < 36 » H M OIEHEMREIT O BAFEFR AR (95% CD 1£5.1% (3.4,
77) THY ., 24 » HURBRICHEHEIREIT 2 BB LIcEBRERIT 4 4 Th o 72,

2) TouARho0HBITH

Kaplan-Meier #EEMFICEED < 36 # H MO IFHER B O BRI AR (95% CI) 1% 6.6% (4.6,
9.5) THV ., 24 » HURRICIHFHIR BT 2B LIBRERIT 104 TH o7,
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T/ AID
8 7~~~ ~ Placebo/Denosumab (N = 480)
Denosumab/Denosumab (N = 472)
:\; - —
e 67 .
=1 - =
© __
©
w
©
a8
2 _
5 4
>
c
]
z
kel
€
3
g 54
£
0 T T T T T
0 6 12 18 24 36
Study Month
Num at Risk
Placebo/Denosumab 480 453 435 414 401 0
Denosumab/Denosumab 472 450 433 414 398 1

N = Number of subjects in the analysis set

TRBRRIT IR A (X 15.2.2-1.1 (5.3.5.1-2) 2551
13-6  FEHEARBITFE LR D Kaplan-Meier EifR  (Full Analysis Set)

13.2.31.5 KEEBELMEE
KEBE AL ES B 3T D Kaplan-Meier AR 2 [X] 13-7 127R87,

1) T/ AT THker
Kaplan-Meier #EEMFICEED < 36 % H MO KBREIALER O BFE H3 (95% CD 13 0.0% (-,
-) Th-o7-.

2) To3tARhS0HBITH

Kaplan-Meier #EEMEIZEED < 36 » H MO KIRE UALE O R FEEH13 (95% CI 1% 0.7% (0.2,
22) THY, 24 H ALRET, KWEIAEITIL 1 AR b,
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T/ AID
1.0 |1~~~ ~ Placebo/Denosumab (N = 480)
Denosumab/Denosumab (N = 472)
0.8 7
S T
® |
E |
S 06 !
[ i
=3 !
T N
5 :
€ 04 I
[} |
kel |
(%) |
£ |
i
0.2 !
i
|
0.0 T T ' T T T
0 6 12 18 24 36
Study Month
Num at Risk
Placebo/Denosumab 480 456 441 424 415 1
Denosumab/Denosumab 472 453 439 425 414 1

N = Number of subjects in the analysis set

TR T AR K] 15.2.3-1.1 (5.3.5.1-2) 2551
13-7 KBEBELIERB 4 ED Kaplan-Meier Bi#8 (Full Analysis Set)

13.2.32 BEE
B5 36 » A% OF /0B EERMIEH OfE R A2 E 13-2 127,

-

#13-2 BEEFMEEOHER (BE536 n AROAN—XZA4 UMb DELE)
(Full Analysis Set)

Placebo/Denosumab Denosumab/Denosumab
(N =480) (N =472)
n Mean (SD) n Mean (SD)
Lumbar spine (L1-L4) 422 5.38 (5.192) 441 11.03 (4.988)
Total hip 468 1.42 (3.467) 464 5.26 (3.559)
Femoral neck 468 1.08 (4.605) 464 4.80 (4.924)
Distal 1/3 radius 451 —1.33 (3.795) 447 0.87 (3.001)

N = Number of subjects in the analysis set

n = Number of subjects with observed data at baseline and at the time point of interest
SD = Standard deviation

Source: Tables 15.2.8-2.1, 15.2.8-2.3, 15.2.8-2.5, and 15.2.8-2.7

13.2.3.21  [E#H (L1-L4) BEE
JEMEF B E D R— AT A b DOELRZH 13-8 IZRT,

1) T/ AT THfnE

536 » ARICBIT DEHEEBIEDRX—R2 T A b OELROFEE (SD) 13X 11.03
(4.988) % TV, T A~ THEGRETIX 3 R L CEBE QIR Hiviz,
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2) TSRO ITEH

536 5 ABICBIT DIEREEBEDR—RA T A D OBLRONH)E (SD) 13 5.38
(5.192) %THVY ., T BRNOLOBITHETIET /) A~ 7R EZIEREOHEMNZRD Hi
7=,

AN A Placebo/Denosumab (N = 480)
18 7 ©G O Denosumab/Denosumab (N = 472)

BMD Percent Change From Baseline (%)

Study Month

N = Number of subjects in the analysis set
TRBRARIT R A [X]15.2.8-2.1 (5.3.5.1-2) 72551

13-8 BHBZEDA—XF7A4 UNoDELRE (FHEXSD)
(Full Analysis Set, LOCF Imputation)

13.2.3.2.2 KREREEMEHEEE
KB E ENEE T B E DN—R2 T A b DR AKX 13-9 (27T,

1) T/ AT JTHknes
5 36 » AR D KEEEITNCERE B EDR—R T A b OELERONYE (SD)
145.26 (3.559) % TH V. 7 / A~ T HkGeRE Tl 3 kR L CTCHEEOBMMNED i,

2) TSR DBITE

B 36 H A%IZEBIT 2 RIFEIEALEREBEDR—RF A L inb OBLEOFHE (SD)
12142 (3.467) % THY ., FTHRNDLDOBITEECTIET / A~ 7 HEGRITHEEDOEMNHZE
O BT,
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A A Placebo/Denosumab (N = 480)

©GO Denosumab/Denosumab (N = 472)

BMD Percent Change From Baseline (%)
S
I

2
0 -
2
4
-6 T T T T T T T
BL 3 6 12 18 24 36
Study Month

N = Number of subjects in the analysis set
TRERAR TR A [X]15.2.8-2.3 (5.3.5.1-2) 72551

13-9 KEEFAMEBEZEEDR—RXASA4 oMb DEE (FHELSD)
(Full Analysis Set, LOCF Imputation)

13.2.3.23 KIEBHEIEZE
KBRS SHIE B ED_—2 T A b OZALRZ(X 13-10 (TR T,

1) T/ AT Tk
B5-36 7 A%ICEB T 2 KEEFESEFHEHEEDOR—AT A4 b OE{LROFEEE (SD) 1X
480 (4.924) % TH Y, T A~ THEGEETIL 3 MMk L CTCEEE OIS b,

2) TS5 tuRHIhLOFITEH

Be5-36 7 AZICEB T 2 KIEFESEFHEHEEDOR—AT A4 b OE{LROFEEE (SD) 1%
1.08 (4.605) %THV ., T EBARNLDOBITEHTIXT /) A~ T &5/ IEEEOBEMNGRD
Hivz,

290



276 BELRDOEHBDE LD
FI)ART

14
AN A Placebo/Denosumab (N = 480)

12 &GO Denosumab/Denosumab (N = 472)

10 7

BMD Percent Change From Baseline (%)
'S
I

— _ - / ;
"9
2 /}/ i

T
BL 3 6 12 18 24 36
Study Month

N = Number of subjects in the analysis set
TRERAR TR A [X]15.2.8-2.5 (5.3.5.1-2) 72551

® 13-10 KEEEEMEEEDOANA—IXTA UNLDEILE (FHEXSD)
(Full Analysis Set, LOCF Imputation)

13.2.3.24 EEEMIH1/3BEE
B mAG 13 BBEDOR—RAT A4 D OEREZK 13-11 125777,

1) T/ AT Tk
B 536 7 A%ICEB T DEE RN 1/3 BEEDOR—Z2F 4 b OE{LEOFEE (SD)
120.87 (3.001) % TH V. 7 / A~ Tk Tl 3 kR L CHEEOBMMNED i,

2) TSR DBITEH

B 536 » A%ICEB T DEE RN 1/3 BEEDOR—Z2F 4 b OE{LEROFEE (SD)
13-1.33 (3.795) % THY ., 7T BRNOOBITEETIET / A~ T RGZITEEEOHEMMNTE
O BT,
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AN A Placebo/Denosumab (N = 480)
©G O Denosumab/Denosumab (N = 472)

i [

BMD Percent Change From Baseline (%)

Study Month

N = Number of subjects in the analysis set
TRBRARIT R A X 15.2.8-2.7 (5.3.5.1-2) 72551

13-11 BEfLif 1/3 BEEDR—XS54 U bDEILE (FHfELSD)
(Full Analysis Set, LOCF Imputation)

13.2.3.3 FHKBEv—H—

13.2.3.3.1  M&F CTX1

My CTX1 D_X—Z T A b DELE A 13-12 1277,

T ) A TG R O T B ARG OBATEIC T 2 MG CTX1 X, %5 25 » A% TR
FEDIR T 2R LTz,

1) T/ AT Tk

536 # AEDON—AT A4 inbOZELROFRAE (Q1,Q3) 11-51% (-70%, —27%) T
bV, T ATHEBEENS 2EROT ) A~ T EREEG L ERIUIHEITER 2R~ L, 34
HTH—HLMHIRNRBO b,

2) TSR oDBITH

536 # AEDN—AT A4 inb OO T RAE (Q1, Q3) 11-68% (-78%, -53%) T
HY . T A THEGRED 1B ERBRICT ) A~ T 85 1 5 %I CTX1 BEOES
IR T3R8 bz,
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40

A A Placebo/Denosumab (N = 480)
Denosumab/Denosumab (N = 472)

20

-20

-40

-60

-80

Serum CTX1 Percent Change From Baseline (%)

-100 TT T T T T T T
BL1 3 6 12 2425 36

Study Month

N = Number of subjects in the analysis set
TRBRARIT R A X15.2.9-2.1 (5.3.5.1-2) 72551

X 13-12 1MEF CTX1 DR—R 54 UhbDEE (FhRE [Q1,Q3]) (Full Analysis Set)

13.2.3.3.2  uNTX/Cr

UNTX/Cr DX—R2 T A b O E K 13-13 1277,

T ) AR TG R O T B RN OBATEICIIT 2 uNTX/Cr X, &5 25 » A#% CHE
EOIK T &7 Lz,

1) T/ AT Tk

536 H HEDON—AT A inbOZELROTRAE (Q1,Q3) 13-30% (=52%, 0%) T
0. T AR TYEEGEND 2FEHROT ) A~ T FHER S BRINSEIERZ 7R L, 34H
TH—H LIRS ST,

2) TSR oDBITH

536 # AEDON—AT A4 inb OO T RAE (Q1,Q3) 11-41% (-60%, -10%) T
HY, T AT TREGEEO 1 FEH ERRICT 2 A~ 7851 5 A% CTX1 R E DS
IR T3R80 bz,
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100

80

60

40

20

AZS A Placebo/Denosumab (N = 480)
©G© Denosumab/Denosumab (N = 472)

-20

-40

-60

uNTX/Cr Percent Change From Baseline (%)

-80

T T T T
BL1 3 6 12

Study Month

N = Number of subjects in the analysis set
TRBRARIT R A [X]15.2.9-2.5 (5.3.5.1-2) 22551

13-13 UNTX/ICrDAR—R A UhbDELE (hR{E [Q1,Q3]) (Full Analysis Set)

13.2.3.3.3 BSAP

BSAP D_X— 25 A b DO EREZH 13-14 ISR,
Be5-25 5 A% D BSAP 1%, 7 / A~ Tk E IR T RMERF S L. 77 B RO OBATRE

TIHE TR BT,

1) T/ AT Tk
Be5-36 7 AL DOR—R2F A4 b OELEOFIAE (Q1,Q3) 1F-52% (-59%, —42%) T
HY, 3EBIZBWTH—E LI ENED b,

2) TSR LDBITE
Be5-36 7 A DOR—R2F A4 b OELEROFRAE (Q1,Q3) 1F-53% (—61%, —43%) T
HO . TITRRNLOBITRETIE., T/ A~ THERED 1 £ H L REOHB A= LT,
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AZS A Placebo/Denosumab (N = 480)
©G© Denosumab/Denosumab (N = 472)

-20

-30 1

-40 |

-50

BSAP Percent Change From Baseline (%)

-60

-70 T T T T T T
BL1 3 6 12 2425 36

Study Month

N = Number of subjects in the analysis set
TRBRAR TR A [X]15.2.9-2.2 (5.3.5.1-2) 72551

K 13-14 BSAP DR—XF A4 UMhbDELE (fRfE [Q1, Q3]) (Full Analysis Set)

132334 HFRTFHAHLIY

FATFIINT Y DR—=RAT A 9D OEALFEE K 13-15 1277,

525 n HEDOF AT AN 0%, 7 7 A~ TR CIHR IR S v, 77 R0
O OBATHE IR TR bz,

1) T/ AT Tk
Be5-36 7 A DOR—R2F A4 b OELEOFIAE (Q1,Q3) 1F-65% (-73%, —54%) T
HY, 3EBIZBWTH—E LI ENED b,

2) TotARho0BITEH

Be5-36 7 A DOR—R2F A4 b OE{LEROFIAE (Q1,Q3) 1F-63% (-70%, —54%) T
HO . TITRRNLOBITRETIE., T/ A~ THERED 1 F£H L REOHB A= LT,

295



276 BROFBDFT LD

T/ AID
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AZS A Placebo/Denosumab (N = 480)
&6 Denosumab/Denosumab (N = 472)
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Study Month

N = Number of subjects in the analysis set
TRBRAR TR A [X15.2.9-2.3 (5.3.5.1-2) 72551

K 13-15 ARTHAHAILLDDAR—XZA4 o oDELE (FRIE [Q1, Q3])
(Full Analysis Set)

13.2.3.3.5 iPTH
iPTH D _X— 2 F A B DOEALRZK 13-16 1277,

1) T/ AT Tk

T ) A THEGRETIX, iPTH 37 /) A~ 75 1 5 A%ITEN L7z, 2y o
LEO— OB IR T I3 2 UEN UG E B 2 b, #8525 » A#%IZBIT5
iPTH DX—R 7 A b OZALRO TR (Q1,Q3) 1%21% (—1%,47%) ThH -7,

2) T/ AT iR
TR RNEOBITRETIE, 7/ A~ TGO | £ 8 L ROHER 2R L, 525 » A
BIZBIT D PTH DRX—ZF A S DOELRO PR (Q1,Q3) 13 50% (17%, 95%) Tk
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T/ AXD
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AZS A Placebo/Denosumab (N = 480)
©G© Denosumab/Denosumab (N = 472)

100

S

2 0

©

@

@

c 60

£ %

Q40 /

j= I S

© ' ~o

£ 20 [

@ RS

<] |

| I

o 0 7 | — L

z - i

=

o | i
-20

-40 1 T T T T T
BL1 3 6 12 2425 36

Study Month
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TRBRARIT R A X 15.2.9-2.4 (5.3.5.1-2) 72551

13-16 IPTHDAR—X 54 U DEEFE (FR{E [Q1,Q3]) (Full Analysis Set)

13234 &BE

HREOR=2F A4 U nb0B &K 13-17 1277,

536 5 HZICBIT28E (cm) OX—ZT A4 Db OE{LEOFEE (SD) X, 7/
A~ THEGIRET-0.36 (0.859), 7T EARNEDOBITRET-0.47 (0.996) ThH-7=,
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AN A Placebo/Denosumab (N = 480)
&6 Denosumab/Denosumab (N = 472)
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@ 054
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c E— — |
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£ 054 A
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T
>
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Study Month

N = Number of subjects in the analysis set
TRBRR TR 1K 15.2.10-2 (5.3.5.1-2) 22551

1317 HRODR—XZA4 UMD ZEIE (cm) (FE#{E +£SD) (Full Analysis Set)

13.24 RLMHOHER

T ) A THERCRED 475 4 % i MRS R AE M (Safety Analysis Set) & L7z, £72. JF
ERINCIRBRIEZ D72 < &b 1 HlRE S gkig 2 I 5l 2 2t 5855 (Open-label
Treatment Phase Safety Subset) & L., 7/ A~ 7 #keE Tl 404 4 L OT 7 B R D6 OBITHE
Tl 406 4 ThoTo, 7/ A~ THEGREL, LRVEMRIT R SREN K OFEE il Moo S48
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HoOfREZR L, 7T ERNLOBITEIL., FFERMZ M RER DR R EZRT,

13.241 BERKR

RERER O GAR I A 3 13-3 KO 13-4 1T"T,

T ) A~ TG REOBIRE X, 36 4 H ORBRTICAF 6 M0 T ) AT oG EZIT, 7
TR OBATREOWERE L 12 » A DIFERMNCAF 2 RIOT ) A~ T ORE 2327 5,
T A THERERED 83.4% (396/475) \ZT0E S4L7Z 6 BIDIRBRIER 503 Tl 12 5 AD
FEMRWITIE, 7/ A~ THERRED 98.0% (396/404) KN 7 BARNEDBATHD 96.1%
(390/406) ¥ iE STz 2 [FIOTEBRIEE 5- 23T iz,

= 13-3 RREDHEEIKR (Safety Analysis Set)

Denosumab/Denosumab
(N =475)
Number of injections - n (%)
1 23 (4.3)
2 13 (2.7)
3 15(3.2)
4 20 (4.2)
5 8 (1.7)
6 396 (83.4)
Cumulative dose (mg)
n 475
Mean 327.2
SD 80.99
Median 360.0
Q1,Q3 360.0, 360.0
Min, Max 60, 360
Duration of exposure - n (%)
> 1 dose 475 (100.0)
> 6 months 462 (97.3)
> 12 months 442 (93.1)
> 18 months 431 (90.7)
> 24 months 421 (88.6)
> 30 months 397 (83.6)
> 36 months 391 (82.3)
Subject-year exposure (years)
n 475
Mean 2.70
SD 0.727
Median 3.00
Q1,Q3 3.00, 3.00
Min, Max 0.1,3.1

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

TRBRA T 2 22 15.3.1-9.1 (5.3.5.1-2) 7551/
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13-4 RBREOHRESIRR (Open-label Treatment Phase Safety Subset)

Placebo/Denosumab Denosumab/Denosumab
(N =406) (N =404)

Number of injections - n (%)

1 16 (3.9) 8(2.0)

2 390 (96.1) 396 (98.0)
Cumulative dose (mg)

n 406 404

Mean 117.6 118.8

SD 11.69 8.37

Median 120.0 120.0

Q1,Q3 120.0, 120.0 120.0, 120.0

Min, Max 60, 120 60, 120
Duration of exposure - n (%)

> 1 dose 406 (100.0) 404 (100.0)

> 6 months 397 (97.8) 397 (98.3)

> 12 months 387 (95.3) 391 (96.8)
Subject-year exposure (years)

n 406 404

Mean 0.97 0.98

SD 0.132 0.109

Median 1.00 1.00

Q1,Q3 1.00, 1.00 1.00, 1.00

Min, Max 0.0, 1.1 0.1, 1.1

Page 1 of 1

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

TRBRAR I 2 52 15.3.1-9.2 (5.3.5.1-2) 7551/

13242 HEEZR

132421 FHEBROEH

1) 36 1A (ZCEERHARVIEEHEL)

AERZOERNZR 13-5 1277,

HERRIT, 7/ A THEGEED 96.6% (459/475) (2788 HiLiz,
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#13-5 AEBZRODEH (Safety Analysis Set)

Denosumab/Denosumab
(N =475)

Adverse events regardless of relationship - n (%)

All 459 (96.6)

Serious 91(19.2)

Severe or higher-grade 31 (6.5)

Fatal 9(1.9)

Leading to study discontinuation 6(1.3)

Leading to investigational product discontinuation 26 (5.5)
Adverse events related®  to investigational product - n (%)

All 113 (23.8)

Serious 17 (3.6)

Severe or higher-grade 7 (1.5)

Fatal 3(0.6)

Leading to study discontinuation 0 (0.0)

Leading to investigational product discontinuation 7 (1.5)

Page 1 of 1

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

Includes only treatment-emergent adverse events

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

VBRI #15.3.1-1.1 (5.3.5.1-2) 2255

2) FEBRH

HEHEBOENEF 13-6 LOFE 13-7 1577,

FERIITIE, AEFGULT 7 ERDL D OBITED 83.5% (339/406) . 7 / A~ 7 fikfift
D 84.9% (343/404) IZFEDH BT,

%136 BEERNDEH (Open-label Treatment Phase Safety Subset)
(TSR 5DHITE)

Placebo/
Denosumab
(N =406)
Adverse events regardless of relationship - n (%)
All 339 (83.5)
Serious 27 (6.7)
Severe or higher-grade 8(2.0)
Fatal 2 (0.5)
Leading to study discontinuation 1(0.2)
Leading to investigational product discontinuation 9(2.2)
Adverse events related” to investigational product - n (%)
All 46 (11.3)
Serious 6 (1.5)
Severe or higher-grade 4(1.0)
Fatal 1(0.2)
Leading to study discontinuation 0(0.0)
Leading to investigational product discontinuation 6 (1.5
Page 1 of 1

N = Number of subjects who received > 1 dose of investigational product in a 12-month open-label treatment phase
Includes only treatment-emergent adverse events

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

VBRI TR 2 £ 15.3.1-1.3 (5.3.5.1-2) 72551
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£ 13-7 BAEERNDEH (Open-label Treatment Phase Safety Subset)

(F/ A THrGEE)
Denosumab/
Denosumab
(N =404)
Adverse events regardless of relationship - n (%)
All 343 (84.9)
Serious 30(7.4)
Severe or higher-grade 9(2.2)
Fatal 4(1.0)
Leading to study discontinuation 1(0.2)
Leading to investigational product discontinuation 2(0.5)
Adverse events related® to investigational product - n (%)
All 41 (10.1)
Serious 6 (1.5)
Severe or higher-grade 2(0.5)
Fatal 1(0.2)
Leading to study discontinuation 0 (0.0)
Leading to investigational product discontinuation 2 (0.5)
Page 1 of 1

N = Number of subjects who received > 1 dose of investigational product in a 12-month open-label treatment phase
Includes only treatment-emergent adverse events

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

TRBRA T 2 22 15.3.1-1.2 (5.3.5.1-2) 7551/

132422 HEEZR

1) 36 1A (ZCEERHARVIEEHEL)

BEFELOFBIRNE K 13-8 1277

G K K RO AEFEFSR GBELEN 10%LL E) 1%, S0HEAZK nasopharyngitis (53.1%
(252/475]) . #45 contusion (21.7%[103/475]) . 2B BAEHE osteoarthritis (19.8%[94/475])
WERJE back pain (19.2% [91/475]) . WfH dental caries (17.9% [85/475]). {#%¥ constipation
(12.4% [59/475]). POHEYE arthralgia (11.4% [54/475]). 1295 eczema (10.7% [51/475]).
K OHiJE %% periodontitis (10.7% [51/475]) T -7=,
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T/ART
#13-8 AESBROFKBEIKR (Safety Analysis Set)
Denosumab/Denosumab (N = 475)
SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
Number of subjects reporting adverse events 459 (96.6) 113 (23.8)
INFECTIONS AND INFESTATIONS 324 (68.2) 15(3.2)
Nasopharyngitis 252 (53.1) 1(0.2)
Cystitis 36 (7.6) 1(0.2)
Gastroenteritis 29 (6.1) 1(0.2)
Pharyngitis 28 (5.9) 1(0.2)
Bronchitis 24 (5.1) 0(0.0)
Oral herpes 21 (4.4) 3(0.6)
Herpes zoster 16 (3.4) 0(0.0)
Tinea pedis 15(3.2) 0 (0.0)
Influenza 12 (2.5) 0 (0.0)
Onychomycosis 9(1.9) 0 (0.0)
Paronychia 9(1.9) 0 (0.0)
Rhinitis 9(1.9) 0(0.0)
Sinusitis 9(1.9) 1(0.2)
Otitis externa 6(1.3) 0(0.0)
Folliculitis 5(1.1) 0(0.0)
Pneumonia 5(1.1) 1(0.2)
Otitis media 4 (0.8) 1(0.2)
Pulpitis dental 4(0.8) 0 (0.0)
Cellulitis 3(0.6) 0(0.0)
Gastroenteritis viral 3 (0.6) 0(0.0)
Helicobacter infection 3 (0.6) 0(0.0)
Herpes simplex 3 (0.6) 0(0.0)
Hordeolum 3 (0.6) 0(0.0)
Tinea infection 3(0.6) 0 (0.0)
Acute sinusitis 2(0.4) 1(0.2)
Appendicitis 2(0.4) 1(0.2)
Chronic sinusitis 2(0.4) 0 (0.0)
Enteritis infectious 2(0.4) 0(0.0)
Herpes virus infection 2(0.4) 0(0.0)
Nail candida 2(0.4) 0(0.0)
Pyelonephritis acute 2(0.4) 0(0.0)
Tonsillitis 2(0.4) 0(0.0)
Urinary tract infection 2(0.4) 1(0.2)
Abscess 1(0.2) 0 (0.0)
Acute tonsillitis 1(0.2) 0 (0.0)
Arthritis bacterial 1(0.2) 0 (0.0)
Atypical mycobacterial infection 1(0.2) 1(0.2)
Bronchopneumonia 1(0.2) 0(0.0)
Candidiasis 1(0.2) 0(0.0)
Chronic tonsillitis 1(0.2) 0(0.0)
Dacryocystitis 1(0.2) 0 (0.0)
Dermatitis infected 1(0.2) 0 (0.0)
Eczema infected 1(0.2) 0 (0.0)
Fungal skin infection 1(0.2) 0 (0.0)
Gastroenteritis bacterial 1(0.2) 1(0.2)
Gastroenteritis norovirus 1(0.2) 0(0.0)
Impetigo 1(0.2) 0(0.0)
Infected epidermal cyst 1(0.2) 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/denosumab group.

Coded using MedDRA version 14.0

TRERAIT IR 2 £ 15.3.1-2.1.1 X (X15.3.1-2.1.4 (5.3.5.1-2) 72>551H
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T/ART
#13-8 AESBROFKBEIKR (Safety Analysis Set)
Denosumab/Denosumab (N = 475)
SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
INFECTIONS AND INFESTATIONS (Cont'd)
Laryngitis 1(0.2) 0(0.0)
Omphalitis 1(0.2) 0(0.0)
Oral candidiasis 1(0.2) 0 (0.0)
Osteomyelitis 1(0.2) 1(0.2)
Otitis media chronic 1(0.2) 0 (0.0)
Parotitis 1(0.2) 1(0.2)
Purulence 1(0.2) 0(0.0)
Pyelonephritis 1(0.2) 0(0.0)
Respiratory moniliasis 1(0.2) 0(0.0)
Subcutaneous abscess 1(0.2) 0 (0.0)
Urethritis 1(0.2) 0(0.0)
Vaginal infection 1(0.2) 0 (0.0)
Viral infection 1(0.2) 1(0.2)
Vulvitis 1(0.2) 0(0.0)
Wound infection 1(0.2) 0(0.0)
MUSCULOSKELETAL AND CONNECTIVE 294 (61.9) 19 (4.0)
TISSUE DISORDERS
Osteoarthritis 94 (19.8) 3 (0.6)
Back pain 91 (19.2) 6(1.3)
Arthralgia 54 (11.4) 4(0.8)
Spinal osteoarthritis 36 (7.6) 1(0.2)
Periarthritis 32 (6.7) 0(0.0)
Pain in extremity 31 (6.5) 1(0.2)
Muscle spasms 26 (5.5) 1(0.2)
Myalgia 22 (4.6) 0(0.0)
Lumbar spinal stenosis 20 (4.2) 1(0.2)
Musculoskeletal pain 20 (4.2) 1(0.2)
Musculoskeletal stiffness 18 (3.8) 1(0.2)
Intervertebral disc protrusion 16 (3.4) 0(0.0)
Arthritis 13 (2.7) 0(0.0)
Tenosynovitis 13(2.7) 0(0.0)
Neck pain 11 (2.3) 0(0.0)
Trigger finger 9(1.9) 0(0.0)
Flank pain 8(1.7) 2(0.4)
Synovial cyst 8(1.7) 0 (0.0)
Tendonitis 6(1.3) 0 (0.0)
Foot deformity 5(1.1) 0 (0.0)
Nodal osteoarthritis 5(1.1) 0(0.0)
Bursitis 3(0.6) 0(0.0)
Facet joint syndrome 3 (0.6) 0(0.0)
Fasciitis 3(0.6) 0(0.0)
Musculoskeletal chest pain 3(0.6) 0 (0.0)
Rotator cuff syndrome 3(0.6) 1(0.2)
Temporomandibular joint syndrome 3(0.6) 0 (0.0)
Coccydynia 2(0.4) 0 (0.0)
Myofascitis 2(0.4) 0(0.0)
Myositis 2(0.4) 0(0.0)
Plantar fasciitis 2(0.4) 0(0.0)
Tendon pain 2(0.4) 0(0.0)
Tenosynovitis stenosans 2(0.4) 0 (0.0)

N = Number of subjects who received > 1 dose o
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/denosumab group.

Coded using MedDRA version 14.0
TRBRRR T A #15.3.1-2.1.1 X OV153.1-2.

f investigational product

1.4 (5.3.5.1-2) 75 8[H
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T/ART
#13-8 AESBROFKBEIKR (Safety Analysis Set)
Denosumab/Denosumab (N = 475)
SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)

MUSCULOSKELETAL AND CONNECTIVE

TISSUE DISORDERS (Cont'd)
Chondrosis 1(0.2) 0 (0.0)
Intervertebral disc disorder 1(0.2) 0 (0.0)
Joint swelling 1(0.2) 0 (0.0)
Ligamentitis 1(0.2) 0 (0.0)
Limb discomfort 1(0.2) 0(0.0)
Morphoea 1(0.2) 0(0.0)
Muscle atrophy 1(0.2) 0(0.0)
Myopathy 1(0.2) 0(0.0)
Osteonecrosis 1(0.2) 1(0.2)
Rheumatoid arthritis 1(0.2) 1(0.2)
SAPHO syndrome 1(0.2) 1(0.2)
Spinal column stenosis 1(0.2) 0 (0.0)
Spondylolisthesis 1(0.2) 0(0.0)
Synovitis 1(0.2) 0(0.0)
Ulnocarpal abutment syndrome 1(0.2) 0(0.0)
Upper extremity mass 1(0.2) 0(0.0)

GASTROINTESTINAL DISORDERS 270 (56.8) 25(5.3)
Dental caries 85 (17.9) 2(0.4)
Constipation 59 (12.4) 2(0.4)
Periodontitis 51(10.7) 1(0.2)
Stomatitis 38 (8.0) 4(0.8)
Diarrhoea 29 (6.1) 2(0.4)
Gastritis 28 (5.9) 4(0.8)
Abdominal discomfort 25(5.3) 0 (0.0)
Reflux oesophagitis 23 (4.8) 1(0.2)
Abdominal pain upper 15(3.2) 2(0.4)
Gingivitis 15(3.2) 0(0.0)
Haemorrhoids 12 (2.5) 0(0.0)
Periodontal disease 12 (2.5) 0(0.0)
Enterocolitis 10 (2.1) 0(0.0)
Toothache 10 (2.1) 0(0.0)
Cheilitis 9(1.9) 0(0.0)
Colonic polyp 8(1.7) 3 (0.6)
Abdominal pain 7 (1.5) 0 (0.0)
Gastric polyps 7 (1.5) 2(0.4)
Vomiting 7(1.5) 0 (0.0)
Abdominal distension 6(1.3) 0(0.0)
Gastric ulcer 5(1.1) 0(0.0)
Nausea 5(1.1) 0(0.0)
Gastritis erosive 4(0.8) 0(0.0)
Loose tooth 3(0.6) 0 (0.0)
Pancreatic cyst 3(0.6) 0 (0.0)
Abdominal pain lower 2(0.4) 1(0.2)
Diverticulum intestinal 2(0.4) 0 (0.0)
Dry mouth 2(0.4) 0(0.0)
Duodenal ulcer 2(0.4) 0(0.0)
Duodenitis 2 (0.4) 2(0.4)

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/denosumab group.

Coded using MedDRA version 14.0

TEBRRIE IR A £ 15.3.1-2.1.1 k(N 153.1-2.1.4 (5.3.5.1-2) 7551
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T/ART
#13-8 AESBROFKBEIKR (Safety Analysis Set)
Denosumab/Denosumab (N = 475)
SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
GASTROINTESTINAL DISORDERS (Cont'd)
Food poisoning 2(0.4) 0(0.0)
Gastrointestinal disorder 2(0.4) 0 (0.0)
Gingival pain 2(0.4) 0 (0.0)
Glossitis 2(0.4) 1(0.2)
Irritable bowel syndrome 2(0.4) 0 (0.0)
Tooth loss 2(0.4) 0(0.0)
Abdominal hernia 1(0.2) 0(0.0)
Anal fissure 1(0.2) 0(0.0)
Anal polyp 1(0.2) 0(0.0)
Aphthous stomatitis 1(0.2) 0 (0.0)
Colitis 1(0.2) 0(0.0)
Dental necrosis 1(0.2) 1(0.2)
Dyschezia 1(0.2) 0 (0.0)
Dyspepsia 1(0.2) 0(0.0)
Dysphagia 1(0.2) 0(0.0)
Femoral hernia, obstructive 1(0.2) 0(0.0)
Gastritis atrophic 1(0.2) 1(0.2)
Gastrointestinal haemorrhage 1(0.2) 1(0.2)
Gastrointestinal mucosal exfoliation 1(0.2) 0 (0.0)
Gingival atrophy 1(0.2) 0 (0.0)
Gingival swelling 1(0.2) 0 (0.0)
Glossodynia 1(0.2) 0(0.0)
Haemorrhoidal haemorrhage 1(0.2) 0(0.0)
Hiatus hernia 1(0.2) 0(0.0)
Hypoaesthesia oral 1(0.2) 0(0.0)
Large intestine perforation 1(0.2) 0 (0.0)
Malocclusion 1(0.2) 0 (0.0)
Oesophageal polyp 1(0.2) 0 (0.0)
Oral disorder 1(0.2) 0 (0.0)
Oral lichen planus 1(0.2) 0(0.0)
Paraesthesia oral 1(0.2) 0(0.0)
Radicular cyst 1(0.2) 0(0.0)
Salivary gland calculus 1(0.2) 0(0.0)
Sensitivity of teeth 1(0.2) 0(0.0)
Traumatic occlusion 1(0.2) 0 (0.0)
INJURY, POISONING AND PROCEDURAL 197 (41.5) 2(0.4)
COMPLICATIONS
Contusion 103 (21.7) 0(0.0)
Arthropod sting 27 (5.7) 0 (0.0)
Joint sprain 22 (4.6) 0(0.0)
Thermal burn 13 (2.7) 0(0.0)
Tooth fracture 13 (2.7) 1(0.2)
Chillblains 9(1.9) 0(0.0)
Epicondylitis 9(1.9) 0 (0.0)
Foot fracture 8(1.7) 0 (0.0)
Muscle strain 7 (1.5) 0(0.0)
Spinal fracture 7 (1.5) 0(0.0)
Rib fracture 6(1.3) 0(0.0)
Patella fracture 5(1.1) 0(0.0)
Radius fracture 5(1.1) 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/denosumab group.

Coded using MedDRA version 14.0

VBRI RS & £ 15.3.1-2.1.1 } OV 15.3.1-2.1.4 (5.3.5.1-2) 7255/
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276 BROFBDFT LD

T/ART
#13-8 AESBROFKBEIKR (Safety Analysis Set)
Denosumab/Denosumab (N = 475)
SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)

INJURY, POISONING AND PROCEDURAL

COMPLICATIONS (Cont'd)
Wound 5(1.1) 0 (0.0)
Heat illness 4(0.8) 0 (0.0)
Laceration 4(0.8) 0 (0.0)
Animal bite 3(0.6) 0(0.0)
Ankle fracture 3(0.6) 0(0.0)
Excoriation 3(0.6) 0(0.0)
Foreign body in eye 3(0.6) 0(0.0)
Hand fracture 3 (0.6) 0(0.0)
Head injury 3(0.6) 0(0.0)
Nail avulsion 3(0.6) 0 (0.0)
Stab wound 3(0.6) 0 (0.0)
Traumatic haematoma 3(0.6) 0 (0.0)
Ulna fracture 3 (0.6) 0(0.0)
Frostbite 2(0.4) 0(0.0)
Joint dislocation 2(0.4) 0(0.0)
Meniscus lesion 2(0.4) 0(0.0)
Muscle injury 2(0.4) 0 (0.0)
Tooth injury 2(0.4) 0 (0.0)
Alcohol poisoning 1(0.2) 0 (0.0)
Cartilage injury 1(0.2) 0 (0.0)
Clavicle fracture 1(0.2) 0(0.0)
Crush injury 1(0.2) 0(0.0)
Fibula fracture 1(0.2) 0(0.0)
Fractured coccyx 1(0.2) 0(0.0)
Humerus fracture 1(0.2) 0 (0.0)
Pubis fracture 1(0.2) 1(0.2)
Skeletal injury 1(0.2) 0 (0.0)
Subcutaneous haematoma 1(0.2) 0 (0.0)

SKIN AND SUBCUTANEOUS TISSUE 170 (35.8) 12 (2.5)

DISORDERS
Eczema 51 (10.7) 6(1.3)
Dermatitis contact 32 (6.7) 0(0.0)
Dermatitis 13 (2.7) 0 (0.0)
Pruritus 13 (2.7) 1(0.2)
Rash 12 (2.5) 1(0.2)
Haemorrhage subcutaneous 10 (2.1) 0 (0.0)
Hyperkeratosis 10 (2.1) 0(0.0)
Urticaria 10 (2.1) 0(0.0)
Heat rash 8 (1.7) 0(0.0)
Xeroderma 8 (1.7) 0(0.0)
Ingrowing nail 6(1.3) 0 (0.0)
Seborrhoeic dermatitis 6(1.3) 0 (0.0)
Drug eruption 5(1.1) 0 (0.0)
Eczema asteatotic 5(1.1) 1(0.2)
Erythema 5(1.1) 1(0.2)
Dermatitis allergic 4(0.8) 0(0.0)
Pruritus generalised 3 (0.6) 0(0.0)
Skin exfoliation 3(0.6) 0(0.0)
Asteatosis 2(0.4) 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/denosumab group.

Coded using MedDRA version 14.0

VBRI RS & £ 15.3.1-2.1.1 } OV 15.3.1-2.1.4 (5.3.5.1-2) 7255/
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276 BROFBDFT LD

T/ART
#13-8 AESBROFKBEIKR (Safety Analysis Set)
Denosumab/Denosumab (N = 475)
SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)

SKIN AND SUBCUTANEOUS TISSUE

DISORDERS (Cont'd)
Blister 2(0.4) 0(0.0)
Dermal cyst 2(0.4) 0 (0.0)
Dry skin 2(0.4) 0(0.0)
Dyshidrosis 2(0.4) 0 (0.0)
Acne 1(0.2) 0(0.0)
Alopecia areata 1(0.2) 1(0.2)
Decubitus ulcer 1(0.2) 0(0.0)
Dermatitis atopic 1(0.2) 0(0.0)
Erythema multiforme 1(0.2) 1(0.2)
Hyperhidrosis 1(0.2) 0 (0.0)
Idiopathic urticaria 1(0.2) 0 (0.0)
Lentigo 1(0.2) 0 (0.0)
Milia 1(0.2) 0(0.0)
Nail bed bleeding 1(0.2) 0(0.0)
Papule 1(0.2) 1(0.2)
Petechiae 1(0.2) 0(0.0)
Pigmentation disorder 1(0.2) 0 (0.0)
Polymorphic light eruption 1(0.2) 0 (0.0)
Prurigo 1(0.2) 0 (0.0)
Purpura 1(0.2) 0 (0.0)
Pustular psoriasis 1(0.2) 0(0.0)
Scar 1(0.2) 0(0.0)
Skin tightness 1(0.2) 0(0.0)
Stasis dermatitis 1(0.2) 1(0.2)

NERVOUS SYSTEM DISORDERS 129 (27.2) 9(1.9)
Headache 29 (6.1) 1(0.2)
Dizziness 25(5.3) 2(0.4)
Sciatica 17 (3.6) 1(0.2)
Hypoaesthesia 13(2.7) 1(0.2)
Cervicobrachial syndrome 9(1.9) 0(0.0)
Carpal tunnel syndrome 8 (1.7) 0(0.0)
Cerebral infarction 8(1.7) 1(0.2)
Tension headache 6(1.3) 0 (0.0)
Dysgeusia 5(1.1) 2(0.4)
Neuropathy peripheral 5(1.1) 0 (0.0)
Neuralgia 4(0.8) 0 (0.0)
Tremor 4(0.8) 0(0.0)
Cervical neuritis 3 (0.6) 0(0.0)
Dementia Alzheimer's type 3(0.6) 0(0.0)
Occipital neuralgia 3 (0.6) 0(0.0)
Subarachnoid haemorrhage 3(0.6) 1(0.2)
Autonomic nervous system imbalance 2(0.4) 0 (0.0)
Cubital tunnel syndrome 2(0.4) 0 (0.0)
Intercostal neuralgia 2(0.4) 0 (0.0)
Intracranial aneurysm 2(0.4) 0(0.0)
Somnolence 2(0.4) 0(0.0)
Cerebellar haemorrhage 1(0.2) 0(0.0)
Cerebral ischaemia 1(0.2) 0(0.0)
Dementia 1(0.2) 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/denosumab group.

Coded using MedDRA version 14.0

VBRI RS & £ 15.3.1-2.1.1 } OV 15.3.1-2.1.4 (5.3.5.1-2) 7255/
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276 BROFBDFT LD

T/ART
#13-8 AESBROFKBEIKR (Safety Analysis Set)
Denosumab/Denosumab (N = 475)
SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
NERVOUS SYSTEM DISORDERS (Cont'd)
Dizziness postural 1(0.2) 0(0.0)
Dyslalia 1(0.2) 0(0.0)
Lacunar infarction 1(0.2) 0 (0.0)
Loss of consciousness 1(0.2) 0 (0.0)
Morton's neuralgia 1(0.2) 0 (0.0)
Nervous system disorder 1(0.2) 0(0.0)
Nystagmus 1(0.2) 0(0.0)
Parkinson's disease 1(0.2) 1(0.2)
Parosmia 1(0.2) 0(0.0)
Putamen haemorrhage 1(0.2) 0 (0.0)
Ruptured cerebral aneurysm 1(0.2) 0 (0.0)
Sensory disturbance 1(0.2) 0 (0.0)
Tarsal tunnel syndrome 1(0.2) 0 (0.0)
VIIth nerve paralysis 1(0.2) 0(0.0)
INVESTIGATIONS 119 (25.1) 28 (5.9)
Blood creatine phosphokinase increased 40 (8.4) 3(0.6)
Blood pressure increased 16 (3.4) 1(0.2)
Gamma-glutamyltransferase increased 16 (3.4) 5(1.1)
Blood potassium increased 8(1.7) 2(0.4)
Protein urine present 8(1.7) 4(0.8)
Alanine aminotransferase increased 7 (1.5) 4(0.8)
Blood creatinine increased 7 (1.5) 3(0.6)
Weight decreased 5(1.1) 0(0.0)
Aspartate aminotransferase increased 4(0.8) 2(0.4)
Blood glucose increased 4(0.8) 1(0.2)
Blood urea increased 3(0.6) 1(0.2)
Weight increased 3(0.6) 0 (0.0)
White blood cell count decreased 3(0.6) 0 (0.0)
White blood cell count increased 3 (0.6) 0(0.0)
Blood alkaline phosphatase decreased 2(0.4) 1(0.2)
Blood alkaline phosphatase increased 2(0.4) 0(0.0)
Blood bilirubin increased 2(0.4) 1(0.2)
Blood calcium decreased 2(0.4) 2(0.4)
Blood pressure decreased 2(0.4) 0 (0.0)
Body height decreased 2(0.4) 0 (0.0)
Glucose urine present 2(0.4) 1(0.2)
Liver function test abnormal 2(0.4) 0 (0.0)
Blood 25-hydroxycholecalciferol increased 1(0.2) 0(0.0)
Blood lactate dehydrogenase increased 1(0.2) 0(0.0)
Blood pressure diastolic increased 1(0.2) 0(0.0)
Blood sodium decreased 1(0.2) 1(0.2)
Blood triglycerides increased 1(0.2) 0 (0.0)
C-reactive protein increased 1(0.2) 0 (0.0)
Cardiac murmur 1(0.2) 1(0.2)
Eosinophil count increased 1(0.2) 1(0.2)
Heart rate decreased 1(0.2) 0(0.0)
Heart rate increased 1(0.2) 0(0.0)
Helicobacter test positive 1(0.2) 0(0.0)
Immunoglobulins increased 1(0.2) 1(0.2)
Lymphocyte count decreased 1(0.2) 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/denosumab group.

Coded using MedDRA version 14.0

TEBRFR TR & £ 15.3.1-2.1.1 OV 15.3.1-2.1.4 (5.3.5.1-2) 7255/
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276 BROFBDFT LD

T/ART
#13-8 AESBROFKBEIKR (Safety Analysis Set)
Denosumab/Denosumab (N = 475)
SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
INVESTIGATIONS (Cont'd)
Neutrophil count increased 1(0.2) 0(0.0)
Protein urine 1(0.2) 1(0.2)
Renal function test abnormal 1(0.2) 0 (0.0)
EYE DISORDERS 112 (23.6) 4(0.8)
Cataract 32 (6.7) 1(0.2)
Conjunctivitis 24 (5.1) 1(0.2)
Asthenopia 9(1.9) 0(0.0)
Dry eye 9(1.9) 1(0.2)
Conjunctival haemorrhage 7(1.5) 0 (0.0)
Conjunctivitis allergic 7(1.5) 0 (0.0)
Vitreous floaters 6(1.3) 0 (0.0)
Blepharitis 5(1.1) 1(0.2)
Keratitis 4(0.8) 0(0.0)
Posterior capsule opacification 4(0.8) 0(0.0)
Angle closure glaucoma 3 (0.6) 0(0.0)
Eye pain 3(0.6) 0(0.0)
Glaucoma 3(0.6) 0 (0.0)
Ocular hyperaemia 3(0.6) 0 (0.0)
Pterygium 3(0.6) 0 (0.0)
Punctate keratitis 3(0.6) 0 (0.0)
Abnormal sensation in eye 2(0.4) 0(0.0)
Corneal disorder 2(0.4) 0(0.0)
Corneal erosion 2(0.4) 0(0.0)
Trichiasis 2(0.4) 0(0.0)
Blepharal pigmentation 1(0.2) 0 (0.0)
Blepharitis allergic 1(0.2) 0 (0.0)
Chalazion 1(0.2) 0(0.0)
Dacryostenosis acquired 1(0.2) 0 (0.0)
Diabetic retinopathy 1(0.2) 0(0.0)
Eczema eyelids 1(0.2) 0(0.0)
Eye discharge 1(0.2) 0(0.0)
Eye pruritus 1(0.2) 0(0.0)
Eyelid oedema 1(0.2) 0(0.0)
Eyelid ptosis 1(0.2) 0 (0.0)
Foreign body sensation in eyes 1(0.2) 0 (0.0)
Keratoconjunctivitis sicca 1(0.2) 0 (0.0)
Lacrimation increased 1(0.2) 0 (0.0)
Maculopathy 1(0.2) 0(0.0)
Narrow anterior chamber angle 1(0.2) 0(0.0)
Normal tension glaucoma 1(0.2) 1(0.2)
Photopsia 1(0.2) 0(0.0)
Pingueculitis 1(0.2) 0 (0.0)
Retinal vein occlusion 1(0.2) 0 (0.0)
Scintillating scotoma 1(0.2) 0 (0.0)
Scleral haemorrhage 1(0.2) 0 (0.0)
Uveitis 1(0.2) 0(0.0)
Vision blurred 1(0.2) 0(0.0)
Vitreous detachment 1(0.2) 0(0.0)
Xerophthalmia 1(0.2) 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/denosumab group.

Coded using MedDRA version 14.0

TRERAIT IR 2 £ 15.3.1-2.1.1 X (X15.3.1-2.1.4 (5.3.5.1-2) 72>551H
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276 BROFBDFT LD

T/ART
#13-8 AESBROFKBEIKR (Safety Analysis Set)
Denosumab/Denosumab (N = 475)
SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
RESPIRATORY, THORACIC AND 112 (23.6) 5(1.1)
MEDIASTINAL DISORDERS
Upper respiratory tract inflammation 47 (9.9) 2(0.4)
Rhinitis allergic 15(3.2) 1(0.2)
Asthma 13 (2.7) 0(0.0)
Cough 9(1.9) 1(0.2)
Oropharyngeal pain 8 (1.7) 0(0.0)
Dyspnoea 5(1.1) 0(0.0)
Rhinorrhoea 5(1.1) 0(0.0)
Epistaxis 3 (0.6) 1(0.2)
Oropharyngeal discomfort 3(0.6) 0 (0.0)
Dysphonia 2(0.4) 0 (0.0)
Interstitial lung disease 2(0.4) 0 (0.0)
Allergic bronchitis 1(0.2) 0 (0.0)
Bronchiectasis 1(0.2) 0(0.0)
Emphysema 1(0.2) 0(0.0)
Foreign body aspiration 1(0.2) 0(0.0)
Haemoptysis 1(0.2) 0(0.0)
Hyperventilation 1(0.2) 0 (0.0)
Pharyngeal cyst 1(0.2) 0 (0.0)
Pharyngeal oedema 1(0.2) 0 (0.0)
Pleurisy 1(0.2) 0 (0.0)
Pneumonia aspiration 1(0.2) 0(0.0)
Pneumothorax 1(0.2) 0(0.0)
Productive cough 1(0.2) 0(0.0)
Sleep apnoea syndrome 1(0.2) 0(0.0)
GENERAL DISORDERS AND 70 (14.7) 3(0.6)
ADMINISTRATION SITE CONDITIONS
Device breakage 16 (3.4) 0 (0.0)
Oedema peripheral 15(3.2) 0(0.0)
Chest pain 10 (2.1) 0(0.0)
Feeling abnormal 7 (1.5) 0(0.0)
Malaise 7 (1.5) 0(0.0)
Chest discomfort 5(1.1) 2(0.4)
Pyrexia 4(0.8) 1(0.2)
Fatigue 3(0.6) 0 (0.0)
Thirst 3(0.6) 0(0.0)
Asthenia 1(0.2) 0(0.0)
Device dislocation 1(0.2) 0(0.0)
Device failure 1(0.2) 0(0.0)
Drowning 1(0.2) 0(0.0)
Face oedema 1(0.2) 0(0.0)
Oedema 1(0.2) 0(0.0)
Pain 1(0.2) 0(0.0)
Patient-device incompatibility 1(0.2) 0 (0.0)
Sensation of foreign body 1(0.2) 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/denosumab group.
Coded using MedDRA version 14.0

RIS £ 15.3.1-2.1.1 RUF15.3.1-2.14 (5.3.5.1-2) 5255
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276 BROFBDFT LD

T/ART
#13-8 AESBROFKBEIKR (Safety Analysis Set)
Denosumab/Denosumab (N = 475)
SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
VASCULAR DISORDERS 65 (13.7) 7(1.5)
Hypertension 46 (9.7) 7(1.5)
Varicose vein 5(1.1) 0 (0.0)
Haematoma 3(0.6) 0 (0.0)
Peripheral coldness 3(0.6) 0 (0.0)
Arteriosclerosis 2(0.4) 0 (0.0)
Aortic aneurysm 1(0.2) 0(0.0)
Arteriosclerosis obliterans 1(0.2) 0(0.0)
Flushing 1(0.2) 0(0.0)
Hot flush 1(0.2) 0(0.0)
Hypotension 1(0.2) 0 (0.0)
Phlebitis 1(0.2) 0(0.0)
Renovascular hypertension 1(0.2) 0 (0.0)
Thrombophlebitis 1(0.2) 0 (0.0)
Vascular stenosis 1(0.2) 0(0.0)
METABOLISM AND NUTRITION 58 (12.2) 7(1.5)
DISORDERS
Hyperlipidaemia 23 (4.8) 0 (0.0)
Decreased appetite 11 (2.3) 0 (0.0)
Diabetes mellitus 8(1.7) 0 (0.0)
Dyslipidaemia 7 (1.5) 2(0.4)
Hypercholesterolacmia 5(1.1) 2(0.4)
Dehydration 3 (0.6) 0(0.0)
Hypoglycaemia 2(0.4) 1(0.2)
Glucose tolerance impaired 1(0.2) 0(0.0)
Gout 1(0.2) 0(0.0)
Hyperkalaemia 1(0.2) 0 (0.0)
Hyperuricaemia 1(0.2) 0 (0.0)
Hypocalcaemia 1(0.2) 1(0.2)
Periarthritis calcarea 1(0.2) 1(0.2)
Type 2 diabetes mellitus 1(0.2) 0(0.0)
EAR AND LABYRINTH DISORDERS 53 (11.2) 6(1.3)
Vertigo 27 (5.7) 3(0.6)
Tinnitus 12 (2.5) 0 (0.0)
Vertigo positional 6(1.3) 1(0.2)
Sudden hearing loss 5(1.1) 1(0.2)
Deafness 3(0.6) 0 (0.0)
Eustachian tube patulous 2(0.4) 0(0.0)
Deafness neurosensory 1(0.2) 0(0.0)
Deafness unilateral 1(0.2) 0(0.0)
Ear pain 1(0.2) 0(0.0)
Eustachian tube stenosis 1(0.2) 0 (0.0)
Inner ear disorder 1(0.2) 1(0.2)
Keratosis obturans 1(0.2) 0 (0.0)
Meniere's disease 1(0.2) 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/denosumab group.

Coded using MedDRA version 14.0

TEERRIE R A £ 15.3.1-2.1.1 k(N 153.1-2.1.4 (5.3.5.1-2) 7551
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276 BROFBDFT LD

T/ART
#13-8 AESBROFKBEIKR (Safety Analysis Set)
Denosumab/Denosumab (N = 475)
SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
PSYCHIATRIC DISORDERS 50 (10.5) 0(0.0)
Insomnia 37 (7.8) 0(0.0)
Anxiety 4 (0.8) 0(0.0)
Anxiety disorder 2(0.4) 0 (0.0)
Delirium 2(0.4) 0(0.0)
Depression 2(0.4) 0 (0.0)
Adjustment disorder 1(0.2) 0(0.0)
Bruxism 1(0.2) 0(0.0)
Dysthymic disorder 1(0.2) 0(0.0)
Initial insomnia 1(0.2) 0(0.0)
Neurosis 1(0.2) 0 (0.0)
Restlessness 1(0.2) 0 (0.0)
Sleep disorder 1(0.2) 0 (0.0)
CARDIAC DISORDERS 31 (6.5) 8(1.7)
Palpitations 10 (2.1) 1(0.2)
Angina pectoris 4(0.8) 0(0.0)
Arrhythmia 4 (0.8) 2(0.4)
Acute myocardial infarction 2(0.4) 1(0.2)
Tachycardia 2(0.4) 2(0.4)
Ventricular extrasystoles 2(0.4) 0 (0.0)
Angina unstable 1(0.2) 0 (0.0)
Atrial fibrillation 1(0.2) 0(0.0)
Atrioventricular block 1(0.2) 0(0.0)
Atrioventricular block complete 1(0.2) 0(0.0)
Cardiac failure 1(0.2) 1(0.2)
Cardiac valve disease 1(0.2) 1(0.2)
Prinzmetal angina 1(0.2) 0 (0.0)
Supraventricular extrasystoles 1(0.2) 0 (0.0)
RENAL AND URINARY DISORDERS 28 (5.9) 5(1.1)
Hypertonic bladder 9(1.9) 0(0.0)
Pollakiuria 4 (0.8) 0(0.0)
Nephrolithiasis 3 (0.6) 1(0.2)
Cystitis noninfective 2(0.4) 1(0.2)
Haematuria 2(0.4) 0 (0.0)
Neurogenic bladder 2(0.4) 0 (0.0)
Calculus urinary 1(0.2) 0 (0.0)
Dysuria 1(0.2) 0 (0.0)
Mixed incontinence 1(0.2) 0(0.0)
Nocturia 1(0.2) 1(0.2)
Renal cyst 1(0.2) 0(0.0)
Renal failure chronic 1(0.2) 1(0.2)
Renal impairment 1(0.2) 1(0.2)

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

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

Coded using MedDRA version 14.0
TRBRRR T A #15.3.1-2.1.1 XV 153.1-2.

1.4 (5.3.5.1-2) 75 8[H
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276 BROFBDFT LD

T/ART
#13-8 AESBROFKBEIKR (Safety Analysis Set)
Denosumab/Denosumab (N = 475)
SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
NEOPLASMS BENIGN, MALIGNANT AND 22 (4.6) 8(1.7)
UNSPECIFIED (INCL CYSTS AND
POLYPS)
Seborrhoeic keratosis 3(0.6) 1(0.2)
Breast cancer 2(0.4) 1(0.2)
Gastric neoplasm 2(0.4) 2(0.4)
Metastases to lung 2(0.4) 1(0.2)
Ovarian cancer 2(0.4) 0(0.0)
Ovarian neoplasm 2(0.4) 0(0.0)
Skin papilloma 2(0.4) 0(0.0)
Acrochordon 1(0.2) 0 (0.0)
Bile duct cancer 1(0.2) 0 (0.0)
Colon adenoma 1(0.2) 0 (0.0)
Colon cancer 1(0.2) 1(0.2)
Gastric cancer 1(0.2) 0(0.0)
Lung adenocarcinoma 1(0.2) 1(0.2)
Lung neoplasm 1(0.2) 0(0.0)
Lymphoma 1(0.2) 0(0.0)
Metastases to liver 1(0.2) 0 (0.0)
Pancreatic carcinoma 1(0.2) 1(0.2)
HEPATOBILIARY DISORDERS 17 (3.6) 8 (1.7)
Hepatic function abnormal 10 (2.1) 4(0.8)
Cholelithiasis 2(0.4) 1(0.2)
Biliary cirrhosis primary 1(0.2) 1(0.2)
Gallbladder polyp 1(0.2) 1(0.2)
Hepatic cyst 1(0.2) 0 (0.0)
Hepatic failure 1(0.2) 0 (0.0)
Hyperplastic cholecystopathy 1(0.2) 1(0.2)
Liver disorder 1(0.2) 1(0.2)
BLOOD AND LYMPHATIC SYSTEM 16 (3.4) 3(0.6)
DISORDERS
Anaemia 10 (2.1) 2(04)
Anaemia vitamin B12 deficiency 1(0.2) 0(0.0)
Bone marrow failure 1(0.2) 1(0.2)
Haemorrhagic anaemia 1(0.2) 0 (0.0)
Iron deficiency anaemia 1(0.2) 0 (0.0)
Lymphadenitis 1(0.2) 0 (0.0)
Thrombocytopenia 1(0.2) 0(0.0)
IMMUNE SYSTEM DISORDERS 6(1.3) 2(0.4)
Seasonal allergy 6(1.3) 2(0.4)
REPRODUCTIVE SYSTEM AND BREAST 6(1.3) 1(0.2)
DISORDERS
Benign prostatic hyperplasia 2(0.4) 0 (0.0)
Atrophic vulvovaginitis 1(0.2) 0(0.0)
Breast swelling 1(0.2) 1(0.2)
Genital haemorrhage 1(0.2) 0(0.0)
Metrorrhagia 1(0.2) 0(0.0)

Page 12 of 13
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/denosumab group.
Coded using MedDRA version 14.0

TRERAIT IR 2 £ 15.3.1-2.1.1 X (X15.3.1-2.1.4 (5.3.5.1-2) 72>551H
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276 BROFBDFT LD

T/ART
& 13-8 FEEROXEIRKIRN (Safety Analysis Set)
Denosumab/Denosumab (N = 475)
SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
ENDOCRINE DISORDERS 5(1.1) 3(0.6)
Goitre 2(0.4) 2(0.4)
Autoimmune thyroiditis 1(0.2) 0 (0.0)
Basedow's disease 1(0.2) 0 (0.0)
Hyperthyroidism 1(0.2) 1(0.2)
Hypothyroidism 1(0.2) 0 (0.0)
SURGICAL AND MEDICAL PROCEDURES 5(1.1) 0(0.0)
Cataract operation 4(0.8) 0(0.0)
Varicose vein operation 1(0.2) 0(0.0)
CONGENITAL, FAMILIAL AND GENETIC 1(0.2) 0(0.0)
DISORDERS
Porokeratosis 1(0.2) 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 13 of 13

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

Coded using MedDRA version 14.0

TRERFIE IR £ 15.3.1-2.1.1 }F153.1-2.14 (5.3.5.1-2) 7255/

2) FEBRH

BEREGOIBURM A 13-9 L OFE 13-10 LTRSS,

W) & < RSN HEEG (WTIOORECHRILEN 5%LL L) (777 'R0 OBITEE,
T ) A~ THEGREDNE) 1%, SNHEEZ nasopharyngitis (27.6% [112/406], 30.0% [121/404]) .
P15 contusion (9.6% [39/406], 9.2% [37/404]). HEHE dental caries (7.6% [31/406]). 4.5%

[18/404], 75iR%@ back pain (7.4% [30/406], 7.2% [29/404]) . ZIMEBISENE osteoarthritis

(5.7% [23/406]. 5.0% [20/404]) . }2 DN E5GE DARIE upper respiratory tract inflammation (2.5%

[10/406]. 5.9% [24/404]) ToH -7,
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276 BROFBDFT LD

FI)ART

£ 139 AEEROHIFIKRT (Open-label Treatment Phase Safety Subset)

(53R 5DHBITH)

Placebo/Denosumab (N = 406)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
Number of subjects reporting adverse events 339 (83.5) 46 (11.3)
INFECTIONS AND INFESTATIONS 168 (41.4) 9(2.2)
Nasopharyngitis 112 (27.6) 2(0.5)
Cystitis 14 (3.4) 1(0.2)
Tinea pedis 11 (2.7) 0(0.0)
Bronchitis 9(2.2) 0(0.0)
Gastroenteritis 9(2.2) 0(0.0)
Herpes zoster 9(2.2) 1(0.2)
Pharyngitis 6 (1.5) 0(0.0)
Paronychia 5(1.2) 0(0.0)
Oral herpes 4(1.0) 1(0.2)
Influenza 3(0.7) 0(0.0)
Pulpitis dental 3(0.7) 1(0.2)
Rhinitis 3(0.7) 1(0.2)
Abscess 1(0.2) 0(0.0)
Bacterial infection 1(0.2) 0(0.0)
Bronchopneumonia 1(0.2) 0(0.0)
Enterocolitis viral 1(0.2) 0(0.0)
Furuncle 1(0.2) 0(0.0)
Helicobacter gastritis 1(0.2) 0(0.0)
Helicobacter infection 1(0.2) 0(0.0)
Herpes simplex 1(0.2) 0(0.0)
Herpes zoster ophthalmic 1(0.2) 0(0.0)
Hordeolum 1(0.2) 0(0.0)
Laryngitis 1(0.2) 0(0.0)
Nasal abscess 1(0.2) 0(0.0)
Nasal vestibulitis 1(0.2) 0(0.0)
Onychomycosis 1(0.2) 0(0.0)
Osteomyelitis 1(0.2) 1(0.2)
Otitis externa 1(0.2) 0(0.0)
Pneumonia staphylococcal 1(0.2) 0(0.0)
Pyelonephritis 1(0.2) 0(0.0)
Sinusitis 1(0.2) 0(0.0)
Tinea manuum 1(0.2) 0(0.0)
Urethritis 1(0.2) 1(0.2)
Urinary tract infection 1(0.2) 0(0.0)
GASTROINTESTINAL DISORDERS 116 (28.6) 11 (2.7)
Dental caries 31(7.6) 4(1.0)
Diarrhoea 16 (3.9) 0(0.0)
Periodontitis 13(3.2) 3(0.7)
Constipation 12 (3.0) 0(0.0)
Stomatitis 9(2.2) 0(0.0)
Abdominal discomfort 8(2.0) 1(0.2)
Reflux oesophagitis 8(2.0) 0(0.0)
Abdominal pain upper 7(1.7) 2(0.5)
Gastritis 7(1.7) 0(0.0)
Colonic polyp 6 (1.5) 1(0.2)
Page 1 of 8

N = Number of subjects who received > 1 dose of investigational product in a 12-month open-label treatment phase

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 placebo/denosumab group.

Coded using MedDRA version 14.0

TEBRRIE IR A £ 15.3.1-2.1.3 } (VN 153.1-2.1.6 (5.3.5.1-2) 7551
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276 BELRDOEHBDE LD
FI)ART

£ 139 AEEROHIFIKRT (Open-label Treatment Phase Safety Subset)
(TSR 5DHITE)

Placebo/Denosumab (N = 406)

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

GASTROINTESTINAL DISORDERS

(Cont'd)
Cheilitis 4 (1.0) 0(0.0)
Periodontal disease 4(1.0) 0(0.0)
Gingivitis 3(0.7) 0(0.0)
Vomiting 3(0.7) 0(0.0)
Abdominal distension 2(0.5) 0(0.0)
Diverticulum intestinal 2(0.5) 0(0.0)
Dry mouth 2 (0.5) 0(0.0)
Haemorrhoids 2(0.5) 0(0.0)
Nausea 2(0.5) 0(0.0)
Colitis 1(0.2) 0(0.0)
Colitis ischaemic 1(0.2) 1(0.2)
Duodenal ulcer 1(0.2) 0(0.0)
Dyspepsia 1(0.2) 0(0.0)
Enterocolitis 1(0.2) 0(0.0)
Flatulence 1(0.2) 0(0.0)
Gastric polyps 1(0.2) 0(0.0)
Gastric ulcer 1(0.2) 0(0.0)
Gastritis erosive 1(0.2) 0(0.0)
Gingival atrophy 1(0.2) 0(0.0)
Gingival hypertrophy 1(0.2) 0(0.0)
Gingival recession 1(0.2) 0(0.0)
Haematochezia 1(0.2) 0(0.0)
Hiatus hernia 1(0.2) 0(0.0)
Ileus 1(0.2) 0(0.0)
Parotid gland enlargement 1(0.2) 1(0.2)

MUSCULOSKELETAL AND CONNECTIVE 113 (27.8) 6 (1.5)

TISSUE DISORDERS
Back pain 30(7.4) 1(0.2)
Osteoarthritis 23 (5.7) 0(0.0)
Arthralgia 14 (3.4) 1(0.2)
Myalgia 11 (2.7) 0(0.0)
Pain in extremity 10 (2.5) 1(0.2)
Arthritis 8(2.0) 1(0.2)
Spinal osteoarthritis 8(2.0) 0(0.0)
Musculoskeletal stiffness 7(1.7) 1(0.2)
Periarthritis 7(1.7) 0(0.0)
Muscle spasms 5(1.2) 0(0.0)
Tenosynovitis 5(1.2) 0(0.0)
Synovial cyst 4(1.0) 0(0.0)
Chondrocalcinosis pyrophosphate 3(0.7) 1(0.2)
Fasciitis 3(0.7) 0(0.0)
Foot deformity 3(0.7) 0(0.0)
Musculoskeletal pain 3(0.7) 0(0.0)
Nodal osteoarthritis 3(0.7) 0(0.0)
Spondylolisthesis 3(0.7) 0(0.0)
Chondrosis 1(0.2) 0(0.0)
Intervertebral disc disorder 1(0.2) 0(0.0)

N = Number of subjects who received > 1 dose of investigational product in a 12-month open-label treatment phase

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 placebo/denosumab group.
Coded using MedDRA version 14.0

TRBRIRE RS & £ 15.3.1-2.1.3 RUF15.3.1-2.1.6 (5.3.5.1-2) 555
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276 BELRDOEHBDE LD
FI)ART

£ 139 AEEROHIFIKRT (Open-label Treatment Phase Safety Subset)
(TSR 5DHITE)

Placebo/Denosumab (N = 406)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events

Preferred Term n (%) n (%)

MUSCULOSKELETAL AND CONNECTIVE
TISSUE DISORDERS (Cont'd)

Kyphosis 1(0.2) 0(0.0)
Neck pain 1(0.2) 0(0.0)
Rhabdomyolysis 1(0.2) 0(0.0)
Rotator cuff syndrome 1(0.2) 1(0.2)
Spinal column stenosis 1(0.2) 1(0.2)
Tendonitis 1(0.2) 0(0.0)
Trigger finger 1(0.2) 0(0.0)
INJURY, POISONING AND PROCEDURAL 92 (22.7) 0(0.0)
COMPLICATIONS
Contusion 39 (9.6) 0(0.0)
Joint sprain 10 (2.5) 0(0.0)
Spinal fracture 6 (1.5) 0(0.0)
Tooth fracture 6(1.5) 0(0.0)
Arthropod sting 5(1.2) 0(0.0)
Excoriation 5(1.2) 0(0.0)
Rib fracture 5(1.2) 0(0.0)
Heat illness 3(0.7) 0(0.0)
Foot fracture 2(0.5) 0(0.0)
Lower limb fracture 2(0.5) 0(0.0)
Meniscus lesion 2(0.5) 0(0.0)
Muscle strain 2(0.5) 0(0.0)
Patella fracture 2(0.5) 0(0.0)
Thermal burn 2 (0.5) 0(0.0)
Wound 2 (0.5) 0(0.0)
Animal bite 1(0.2) 0(0.0)
Chemical peritonitis 1(0.2) 0(0.0)
Chillblains 1(0.2) 0(0.0)
Epicondylitis 1(0.2) 0(0.0)
Femoral neck fracture 1(0.2) 0(0.0)
Fibula fracture 1(0.2) 0(0.0)
Foreign body 1(0.2) 0(0.0)
Hand fracture 1(0.2) 0(0.0)
Humerus fracture 1(0.2) 0(0.0)
Joint dislocation 1(0.2) 0(0.0)
Ligament sprain 1(0.2) 0(0.0)
Lumbar vertebral fracture 1(0.2) 0(0.0)
Radius fracture 1(0.2) 0(0.0)
Skeletal injury 1(0.2) 0(0.0)
Skull fracture 1(0.2) 0(0.0)
Stab wound 1(0.2) 0(0.0)
Subdural haematoma 1(0.2) 0(0.0)
SKIN AND SUBCUTANEOUS TISSUE 54 (13.3) 2(0.5)
DISORDERS
Eczema 14 (3.4) 0(0.0)
Dermatitis contact 13 (3.2) 0(0.0)

N = Number of subjects who received > 1 dose of investigational product in a 12-month open-label treatment phase

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 placebo/denosumab group.
Coded using MedDRA version 14.0

TRBRIRE RS & £ 15.3.1-2.1.3 RUF15.3.1-2.1.6 (5.3.5.1-2) 55
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276 BELRDOEHBDE LD
FI)ART

£ 139 AEEROHIFIKRT (Open-label Treatment Phase Safety Subset)
(TSR 5DHITE)

Placebo/Denosumab (N = 406)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events

Preferred Term n (%) n (%)

SKIN AND SUBCUTANEOUS TISSUE
DISORDERS (Cont'd)

Rash 5(1.2) 0(0.0)
Dermatitis allergic 3(0.7) 1(0.2)
Ingrowing nail 3(0.7) 0(0.0)
Pruritus 3(0.7) 0(0.0)
Asteatosis 2(0.5) 0(0.0)
Dermal cyst 2(0.5) 0(0.0)
Dermatitis 2 (0.5) 0(0.0)
Haemorrhage subcutaneous 2(0.5) 0(0.0)
Hyperkeratosis 2(0.5) 0(0.0)
Urticaria 2(0.5) 1(0.2)
Xeroderma 2(0.5) 0(0.0)
Actinic keratosis 1(0.2) 0(0.0)
Alopecia 1(0.2) 0(0.0)
Drug eruption 1(0.2) 0(0.0)
Dry skin 1(0.2) 0(0.0)
Eczema asteatotic 1(0.2) 0(0.0)
Hyperkeratosis palmaris and plantaris 1(0.2) 0(0.0)
Nail disorder 1(0.2) 0(0.0)
Photodermatosis 1(0.2) 0(0.0)
Prurigo 1(0.2) 0(0.0)
Purpura 1(0.2) 0(0.0)
INVESTIGATIONS 48 (11.8) 10 (2.5)
Blood creatine phosphokinase increased 14 (3.4) 0(0.0)
Gamma-glutamyltransferase increased 7(1.7) 2(0.5)
Blood pressure increased 6(1.5) 1(0.2)
Blood calcium decreased 3(0.7) 3(0.7)
Blood glucose increased 3(0.7) 2(0.5)
Blood phosphorus decreased 3(0.7) 1(0.2)
Alanine aminotransferase increased 2(0.5) 0(0.0)
Aspartate aminotransferase increased 2(0.5) 0(0.0)
Blood alkaline phosphatase increased 2(0.5) 1(0.2)
Blood urine present 2(0.5) 1(0.2)
Weight decreased 2(0.5) 0(0.0)
White blood cell count increased 2(0.5) 0(0.0)
Blood albumin decreased 1(0.2) 0(0.0)
Blood alkaline phosphatase decreased 1(0.2) 1(0.2)
Blood creatinine increased 1(0.2) 0(0.0)
Blood lactate dehydrogenase increased 1(0.2) 0(0.0)
Blood pressure diastolic increased 1(0.2) 0(0.0)
Blood triglycerides increased 1(0.2) 0(0.0)
Glucose urine present 1(0.2) 0(0.0)
Hepatic enzyme increased 1(0.2) 0(0.0)
Liver function test abnormal 1(0.2) 0(0.0)
Occult blood positive 1(0.2) 0(0.0)
Platelet count decreased 1(0.2) 1(0.2)
Protein total decreased 1(0.2) 0(0.0)
Protein urine present 1(0.2) 0(0.0)

N = Number of subjects who received > 1 dose of investigational product in a 12-month open-label treatment phase

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 placebo/denosumab group.
Coded using MedDRA version 14.0

TRBRIRE RS & £ 15.3.1-2.1.3 RUF15.3.1-2.1.6 (5.3.5.1-2) 555
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FI)ART

£ 139 AEEROHIFIKRT (Open-label Treatment Phase Safety Subset)

276 BROFBDFT LD

(53R 5DHBITH)

Placebo/Denosumab (N = 406)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
NERVOUS SYSTEM DISORDERS 48 (11.8) 5(1.2)
Headache 9(2.2) 2(0.5)
Dizziness 7(1.7) 0(0.0)
Sciatica 5(1.2) 0(0.0)
Carpal tunnel syndrome 3(0.7) 0(0.0)
Cervical neuritis 3(0.7) 0(0.0)
Dementia 3(0.7) 0(0.0)
Amnesia 2(0.5) 1(0.2)
Cervicobrachial syndrome 2(0.5) 0(0.0)
Dysgeusia 2(0.5) 0(0.0)
Hypoaesthesia 2(0.5) 0(0.0)
Post herpetic neuralgia 2(0.5) 0(0.0)
Cerebral haemorrhage 1(0.2) 0(0.0)
Cerebral infarction 1(0.2) 0(0.0)
Cognitive disorder 1(0.2) 0(0.0)
Dizziness postural 1(0.2) 0(0.0)
Dyslalia 1(0.2) 1(0.2)
Myelopathy 1(0.2) 0(0.0)
Nerve compression 1(0.2) 0(0.0)
Occipital neuralgia 1(0.2) 0(0.0)
Subarachnoid haemorrhage 1(0.2) 0(0.0)
Syncope 1(0.2) 0(0.0)
Tension headache 1(0.2) 1(0.2)
Thoracic outlet syndrome 1(0.2) 0(0.0)
Transient ischaemic attack 1(0.2) 0(0.0)
EYE DISORDERS 44 (10.8) 3(0.7)
Cataract 15@3.7) 0(0.0)
Conjunctivitis allergic 11 (2.7) 1(0.2)
Blepharitis 6 (1.5) 2(0.5)
Conjunctivitis 6 (1.5) 0(0.0)
Asthenopia 2(0.5) 0(0.0)
Conjunctival haemorrhage 2(0.5) 0(0.0)
Dry eye 2 (0.5) 0(0.0)
Eye discharge 2(0.5) 0(0.0)
Retinal haemorrhage 2(0.5) 0(0.0)
Astigmatism 1(0.2) 0(0.0)
Eczema eyelids 1(0.2) 0(0.0)
Eye haemorrhage 1(0.2) 0(0.0)
Eye pain 1(0.2) 0(0.0)
Eyelid ptosis 1(0.2) 0(0.0)
Foreign body sensation in eyes 1(0.2) 0(0.0)
Glaucoma 1(0.2) 1(0.2)
Keratoconjunctivitis sicca 1(0.2) 0(0.0)
Lacrimation increased 1(0.2) 0(0.0)
Posterior capsule opacification 1(0.2) 0(0.0)
Vision blurred 1(0.2) 0(0.0)
Vitreous floaters 1(0.2) 0(0.0)

N = Number of subjects who received > 1 dose of investigational product in a 12-month open-label treatment phase

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 placebo/denosumab group.

Coded using MedDRA version 14.0

TRERFIE R £ 15.3.1-2.1.3 % F153.1-2.1.6 (5.3.5.1-2) 7055/
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FI)ART

£ 139 AEEROHIFIKRT (Open-label Treatment Phase Safety Subset)
(TSR 5DHITE)

276 BROFBDFT LD

Placebo/Denosumab (N = 406)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
RESPIRATORY, THORACIC AND 34 (8.4) 0(0.0)
MEDIASTINAL DISORDERS
Rhinitis allergic 11 (2.7) 0(0.0)
Upper respiratory tract inflammation 10 (2.5) 0(0.0)
Oropharyngeal pain 3(0.7) 0(0.0)
Asthma 2 (0.5) 0(0.0)
Bronchitis chronic 2(0.5) 0(0.0)
Epistaxis 2 (0.5) 0(0.0)
Cough 1(0.2) 0(0.0)
Emphysema 1(0.2) 0(0.0)
Haemoptysis 1(0.2) 0(0.0)
Interstitial lung disease 1(0.2) 0(0.0)
Rhinorrhoea 1(0.2) 0(0.0)
GENERAL DISORDERS AND 26 (6.4) 2 (0.5)
ADMINISTRATION SITE CONDITIONS
Device breakage 6(1.5) 0(0.0)
Oedema peripheral 6(1.5) 0(0.0)
Malaise 4 (1.0) 1(0.2)
Pyrexia 3(0.7) 1(0.2)
Chest pain 2(0.5) 0(0.0)
Disuse syndrome 1(0.2) 0(0.0)
Fatigue 1(0.2) 0(0.0)
Feeling abnormal 1(0.2) 0(0.0)
Pain 1(0.2) 0(0.0)
Thirst 1(0.2) 0(0.0)
METABOLISM AND NUTRITION 17 (4.2) 2 (0.5)
DISORDERS
Decreased appetite 5(1.2) 0(0.0)
Hyperlipidaemia 5(1.2) 1(0.2)
Hypocalcaemia 2(0.5) 1(0.2)
Dehydration 1(0.2) 0(0.0)
Diabetes mellitus 1(0.2) 0(0.0)
Glucose tolerance impaired 1(0.2) 0(0.0)
Hypercholesterolaemia 1(0.2) 0(0.0)
Hyperuricaemia 1(0.2) 0(0.0)
Hypoglycaemia 1(0.2) 0(0.0)
VASCULAR DISORDERS 16 (3.9) 0(0.0)
Hypertension 8 (2.0) 0(0.0)
Arteriosclerosis 1(0.2) 0(0.0)
Arteriosclerosis obliterans 1(0.2) 0(0.0)
Hot flush 1(0.2) 0(0.0)
Hypotension 1(0.2) 0(0.0)
Intermittent claudication 1(0.2) 0(0.0)
Lymphoedema 1(0.2) 0(0.0)
Orthostatic hypotension 1(0.2) 0(0.0)
Varicose vein 1(0.2) 0(0.0)

N = Number of subjects who received > 1 dose of investigational product in a 12-month open-label treatment phase

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 placebo/denosumab group.

Coded using MedDRA version 14.0

TEBRRIE R £ 15.3.1-2.1.3 } (VN 15.3.1-2.1.6 (5.3.5.1-2) 7551
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276 BELRDOEHBDE LD
FI)ART

£ 139 AEEROHIFIKRT (Open-label Treatment Phase Safety Subset)

(75t HRh 5 DBITE)
Placebo/Denosumab (N = 406)
SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
PSYCHIATRIC DISORDERS 15(3.7) 0(0.0)
Insomnia 11 (2.7) 0(0.0)
Anxiety disorder 1(0.2) 0(0.0)
Depression 1(0.2) 0(0.0)
Psychosomatic disease 1(0.2) 0(0.0)
Sleep disorder 1(0.2) 0(0.0)
EAR AND LABYRINTH DISORDERS 12 (3.0) 0(0.0)
Vertigo 7 (1.7) 0(0.0)
Vertigo positional 3(0.7) 0(0.0)
Deafness 1(0.2) 0(0.0)
Vestibular disorder 1(0.2) 0(0.0)
HEPATOBILIARY DISORDERS 8(2.0) 3(0.7)
Hepatic steatosis 3(0.7) 1(0.2)
Cholelithiasis 2 (0.5) 1(0.2)
Cholangitis 1(0.2) 0(0.0)
Cholecystitis acute 1(0.2) 1(0.2)
Hepatic cyst 1(0.2) 0(0.0)
Hepatic function abnormal 1(0.2) 0(0.0)
IMMUNE SYSTEM DISORDERS 8(2.0) 1(0.2)
Seasonal allergy 7(1.7) 1(0.2)
Oral allergy syndrome 1(0.2) 0(0.0)
NEOPLASMS BENIGN, MALIGNANT AND 8(2.0) 2 (0.5)
UNSPECIFIED (INCL CYSTS AND
POLYPS)
Breast cancer 2(0.5) 1(0.2)
Seborrhoeic keratosis 2(0.5) 0(0.0)
Colon adenoma 1(0.2) 0(0.0)
Insulinoma 1(0.2) 0(0.0)
Pancreatic carcinoma 1(0.2) 1(0.2)
Prolactinoma 1(0.2) 0(0.0)
Prostate cancer 1(0.2) 0(0.0)
BLOOD AND LYMPHATIC SYSTEM 4 (1.0) 0(0.0)
DISORDERS
Anaemia 3(0.7) 0(0.0)
Lymphadenopathy 1(0.2) 0(0.0)
CARDIAC DISORDERS 4 (1.0) 0(0.0)
Tachycardia 2(0.5) 0(0.0)
Angina pectoris 1(0.2) 0(0.0)
Arrhythmia 1(0.2) 0 (0.0)
Page 7 of 8

N = Number of subjects who received > 1 dose of investigational product in a 12-month open-label treatment phase

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 placebo/denosumab
Coded using MedDRA version 14.0

TR RT3 £ 15.3.1-2.1.3 X' 15.3.1-2.1.6 (5.3.5.1-2) 2255/
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276 BELRDOEHBDE LD
FI)ART

£ 139 AEEROHIFIKRT (Open-label Treatment Phase Safety Subset)
(TSR 5DHITE)

Placebo/Denosumab (N = 406)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
RENAL AND URINARY DISORDERS 4 (1.0) 0(0.0)

Dysuria 1(0.2) 0(0.0)

Haematuria 1(0.2) 0(0.0)

Hypertonic bladder 1(0.2) 0(0.0)

Neurogenic bladder 1(0.2) 0(0.0)
ENDOCRINE DISORDERS 2 (0.5) 1(0.2)

Autoimmune thyroiditis 1(0.2) 0(0.0)

Thyroiditis subacute 1(0.2) 1(0.2)
REPRODUCTIVE SYSTEM AND BREAST 1(0.2) 0(0.0)
DISORDERS

Uterine prolapse 1(0.2) 0(0.0)

Page 8 of 8

N = Number of subjects who received > 1 dose of investigational product in a 12-month open-label treatment phase

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 placebo/denosumab group.
Coded using MedDRA version 14.0

TR RT3 £ 15.3.1-2.1.3 X' 15.3.1-2.1.6 (5.3.5.1-2) 2255/
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FI)ART

£ 13-10 AEEROFEIFIKT (Open-label Treatment Phase Safety Subset)

(T / A< THGEE)

Denosumab/Denosumab (N = 404)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
Number of subjects reporting adverse events 343 (84.9) 41 (10.1)
INFECTIONS AND INFESTATIONS 171 (42.3) 4 (1.0)
Nasopharyngitis 121 (30.0) 0(0.0)
Cystitis 12 (3.0) 0(0.0)
Bronchitis 10 (2.5) 0(0.0)
Influenza 8(2.0) 0(0.0)
Gastroenteritis 7(1.7) 1(0.2)
Oral herpes 6 (1.5) 1(0.2)
Pharyngitis 6 (1.5) 0(0.0)
Sinusitis 6 (1.5) 1(0.2)
Tinea pedis 6(1.5) 0(0.0)
Herpes zoster 5(1.2) 0(0.0)
Herpes simplex 3(0.7) 0(0.0)
Onychomycosis 3(0.7) 0(0.0)
Rhinitis 3(0.7) 0(0.0)
Folliculitis 2 (0.5) 0(0.0)
Otitis externa 2(0.5) 0(0.0)
Otitis media 2(0.5) 1(0.2)
Paronychia 2(0.5) 0(0.0)
Bronchopneumonia 1(0.2) 0(0.0)
Chronic sinusitis 1(0.2) 0(0.0)
Helicobacter infection 1(0.2) 0(0.0)
Hordeolum 1(0.2) 0(0.0)
Infected epidermal cyst 1(0.2) 0(0.0)
Nail candida 1(0.2) 0(0.0)
Oral candidiasis 1(0.2) 0(0.0)
Otitis media chronic 1(0.2) 0(0.0)
Pneumonia 1(0.2) 0(0.0)
Purulence 1(0.2) 0(0.0)
Pyelonephritis 1(0.2) 0(0.0)
Pyelonephritis acute 1(0.2) 0(0.0)
Tinea infection 1(0.2) 0(0.0)
Urinary tract infection 1(0.2) 0(0.0)
Viral infection 1(0.2) 1(0.2)
MUSCULOSKELETAL AND CONNECTIVE 137 (33.9) 4 (1.0)
TISSUE DISORDERS
Back pain 29 (7.2) 2(0.5)
Osteoarthritis 20 (5.0) 0(0.0)
Arthralgia 18 (4.5) 1(0.2)
Spinal osteoarthritis 12 (3.0) 0(0.0)
Pain in extremity 11 (2.7) 0(0.0)
Periarthritis 10 (2.5) 0(0.0)
Muscle spasms 9(2.2) 0(0.0)
Intervertebral disc protrusion 6 (1.5) 0(0.0)
Tenosynovitis 6 (1.5) 0(0.0)
Musculoskeletal stiffness 5(1.2) 0(0.0)
Myalgia 5(1.2) 0(0.0)

N = Number of subjects who received > 1 dose of investigational product in a 12-month open-label treatment phase

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/denosumab group.

Coded using MedDRA version 14.0
TEBRRIE R A £ 15.3.1-2.1.2 } (VN 15.3.1-2.1.5 (5.3.5.1-2) 7551
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276 BROFBDFT LD

Denosumab/Denosumab (N = 404)

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

MUSCULOSKELETAL AND CONNECTIVE

TISSUE DISORDERS (Cont'd)
Neck pain 5(1.2) 0(0.0)
Arthritis 4 (1.0) 0(0.0)
Lumbar spinal stenosis 4 (1.0) 0(0.0)
Foot deformity 3(0.7) 0(0.0)
Musculoskeletal pain 3(0.7) 0(0.0)
Nodal osteoarthritis 3(0.7) 0(0.0)
Tendonitis 3(0.7) 0(0.0)
Plantar fasciitis 2(0.5) 0(0.0)
Synovial cyst 2(0.5) 0(0.0)
Tendon pain 2(0.5) 0(0.0)
Bursitis 1(0.2) 0(0.0)
Facet joint syndrome 1(0.2) 0(0.0)
Fasciitis 1(0.2) 0(0.0)
Flank pain 1(0.2) 0(0.0)
Morphoea 1(0.2) 0(0.0)
Myopathy 1(0.2) 0(0.0)
Myositis 1(0.2) 0(0.0)
Rheumatoid arthritis 1(0.2) 1(0.2)
Rotator cuff syndrome 1(0.2) 0(0.0)
Spinal column stenosis 1(0.2) 0(0.0)
Synovitis 1(0.2) 0(0.0)
Temporomandibular joint syndrome 1(0.2) 0(0.0)
Tenosynovitis stenosans 1(0.2) 0(0.0)
Trigger finger 1(0.2) 0(0.0)
Ulnocarpal abutment syndrome 1(0.2) 0(0.0)

GASTROINTESTINAL DISORDERS 106 (26.2) 9(2.2)
Dental caries 18 (4.5) 0(0.0)
Periodontitis 13(3.2) 0(0.0)
Constipation 12 (3.0) 1(0.2)
Stomatitis 9(2.2) 2 (0.5)
Abdominal discomfort 8 (2.0) 0(0.0)
Diarrhoea 8(2.0) 0(0.0)
Gastritis 8(2.0) 1(0.2)
Reflux oesophagitis 6 (1.5) 0(0.0)
Abdominal pain upper 5(1.2) 1(0.2)
Toothache 5(1.2) 0(0.0)
Colonic polyp 4(1.0) 2(0.5)
Gastric polyps 4(1.0) 1(0.2)
Gingivitis 4 (1.0) 0(0.0)
Haemorrhoids 4(1.0) 0(0.0)
Abdominal pain 3(0.7) 0(0.0)
Loose tooth 3(0.7) 0(0.0)
Periodontal disease 3(0.7) 0(0.0)
Abdominal distension 2(0.5) 0(0.0)
Cheilitis 2 (0.5) 0(0.0)
Gingival pain 2 (0.5) 0(0.0)

N = Number of subjects who received > 1 dose of investigational product in a 12-month open-label treatment phase

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/denosumab group.

Coded using MedDRA version 14.0

TEBRRIE R A £ 15.3.1-2.1.2 } (VN 15.3.1-2.1.5 (5.3.5.1-2) 7551
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£ 13-10 AEEROFEIFIKT (Open-label Treatment Phase Safety Subset)
(T/ AT THEGEE)

Denosumab/Denosumab (N = 404)

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

GASTROINTESTINAL DISORDERS

(Cont'd)
Irritable bowel syndrome 2(0.5) 0(0.0)
Nausea 2(0.5) 0(0.0)
Pancreatic cyst 2(0.5) 0(0.0)
Abdominal pain lower 1(0.2) 0(0.0)
Anal fissure 1(0.2) 0(0.0)
Diverticulum intestinal 1(0.2) 0(0.0)
Dry mouth 1(0.2) 0(0.0)
Duodenitis 1(0.2) 1(0.2)
Dyspepsia 1(0.2) 0(0.0)
Enterocolitis 1(0.2) 0(0.0)
Food poisoning 1(0.2) 0(0.0)
Gastritis atrophic 1(0.2) 1(0.2)
Gastritis erosive 1(0.2) 0(0.0)
Gingival swelling 1(0.2) 0(0.0)
Haemorrhoidal haemorrhage 1(0.2) 0(0.0)
Radicular cyst 1(0.2) 0(0.0)
Sensitivity of teeth 1(0.2) 0(0.0)
Vomiting 1(0.2) 0(0.0)

INJURY, POISONING AND PROCEDURAL 79 (19.6) 1(0.2)

COMPLICATIONS
Contusion 37(9.2) 0(0.0)
Arthropod sting 9(2.2) 0(0.0)
Joint sprain 6 (1.5) 0(0.0)
Chillblains 5(1.2) 0(0.0)
Epicondylitis 3(0.7) 0(0.0)
Laceration 3(0.7) 0(0.0)
Muscle strain 3(0.7) 0(0.0)
Thermal burn 3(0.7) 0(0.0)
Foot fracture 2(0.5) 0(0.0)
Heat illness 2(0.5) 0(0.0)
Nail avulsion 2 (0.5) 0(0.0)
Rib fracture 2(0.5) 0(0.0)
Spinal fracture 2(0.5) 0(0.0)
Alcohol poisoning 1(0.2) 0(0.0)
Animal bite 1(0.2) 0(0.0)
Foreign body in eye 1(0.2) 0(0.0)
Frostbite 1(0.2) 0(0.0)
Hand fracture 1(0.2) 0(0.0)
Muscle injury 1(0.2) 0(0.0)
Pubis fracture 1(0.2) 1(0.2)
Stab wound 1(0.2) 0(0.0)
Tooth fracture 1(0.2) 0(0.0)
Tooth injury 1(0.2) 0(0.0)
Traumatic haematoma 1(0.2) 0(0.0)
Wound 1(0.2) 0(0.0)

N = Number of subjects who received > 1 dose of investigational product in a 12-month open-label treatment phase

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/denosumab group.
Coded using MedDRA version 14.0

TR TR 26 15.3.1-2.1.2 XU 15.3.1-2.1.5 (5.3.5.1-2) 55
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£ 13-10 AEEROFEIFIKT (Open-label Treatment Phase Safety Subset)
(T/ AT THEGEE)

Denosumab/Denosumab (N = 404)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
SKIN AND SUBCUTANEOUS TISSUE 74 (18.3) 5(1.2)
DISORDERS
Eczema 19 (4.7) 4(1.0)
Dermatitis contact 15(3.7) 0(0.0)
Hyperkeratosis 7(1.7) 0(0.0)
Ingrowing nail 4(1.0) 0(0.0)
Rash 4 (1.0) 0(0.0)
Dermatitis 3(0.7) 0(0.0)
Pruritus 3(0.7) 0(0.0)
Urticaria 3(0.7) 0(0.0)
Seborrhoeic dermatitis 2(0.5) 0(0.0)
Xeroderma 2(0.5) 0(0.0)
Acne 1(0.2) 0(0.0)
Asteatosis 1(0.2) 0(0.0)
Dermal cyst 1(0.2) 0(0.0)
Dermatitis allergic 1(0.2) 0(0.0)
Dermatitis atopic 1(0.2) 0(0.0)
Drug eruption 1(0.2) 0(0.0)
Eczema asteatotic 1(0.2) 0(0.0)
Erythema 1(0.2) 0(0.0)
Erythema multiforme 1(0.2) 1(0.2)
Haemorrhage subcutaneous 1(0.2) 0(0.0)
Heat rash 1(0.2) 0(0.0)
Hyperhidrosis 1(0.2) 0(0.0)
Idiopathic urticaria 1(0.2) 0(0.0)
Nail bed bleeding 1(0.2) 0(0.0)
Pigmentation disorder 1(0.2) 0(0.0)
Pruritus generalised 1(0.2) 0(0.0)
Scar 1(0.2) 0(0.0)
Skin exfoliation 1(0.2) 0(0.0)
EYE DISORDERS 47 (11.6) 0(0.0)
Cataract 12 (3.0) 0(0.0)
Conjunctivitis 7(1.7) 0(0.0)
Conjunctivitis allergic 4(1.0) 0(0.0)
Blepharitis 3(0.7) 0(0.0)
Conjunctival haemorrhage 3(0.7) 0(0.0)
Vitreous floaters 3(0.7) 0(0.0)
Abnormal sensation in eye 2(0.5) 0(0.0)
Asthenopia 2(0.5) 0(0.0)
Eye pain 2 (0.5) 0(0.0)
Angle closure glaucoma 1(0.2) 0(0.0)
Chalazion 1(0.2) 0(0.0)
Diabetic retinopathy 1(0.2) 0(0.0)
Eczema eyelids 1(0.2) 0(0.0)
Eye discharge 1(0.2) 0(0.0)
Eyelid oedema 1(0.2) 0(0.0)
Eyelid ptosis 1(0.2) 0(0.0)
Foreign body sensation in eyes 1(0.2) 0(0.0)
Keratitis 1(0.2) 0(0.0)
Page 4 of 8

N = Number of subjects who received > 1 dose of investigational product in a 12-month open-label treatment phase

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/denosumab group.
Coded using MedDRA version 14.0

TRBRIRE RS # £ 15.3.1-2.1.2 RUF15.3.1-2.1.5 (5.3.5.1-2) 555
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£ 13-10 AEEROFEIFIKT (Open-label Treatment Phase Safety Subset)
(T/ AT THEGEE)

Denosumab/Denosumab (N = 404)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
EYE DISORDERS (Cont'd)
Photopsia 1(0.2) 0(0.0)
Punctate keratitis 1(0.2) 0(0.0)
Retinal vein occlusion 1(0.2) 0(0.0)
Scintillating scotoma 1(0.2) 0(0.0)
Uveitis 1(0.2) 0(0.0)
Vision blurred 1(0.2) 0(0.0)
NERVOUS SYSTEM DISORDERS 46 (11.4) 3(0.7)
Dizziness 10 (2.5) 0(0.0)
Headache 8(2.0) 1(0.2)
Cervicobrachial syndrome 5(1.2) 0(0.0)
Hypoaesthesia 4(1.0) 0(0.0)
Sciatica 4 (1.0) 0(0.0)
Carpal tunnel syndrome 3(0.7) 0(0.0)
Neuropathy peripheral 3(0.7) 0 (0.0)
Cerebral infarction 2(0.5) 0(0.0)
Dementia Alzheimer's type 2(0.5) 0(0.0)
Neuralgia 2(0.5) 0(0.0)
Tremor 2(0.5) 0(0.0)
Cubital tunnel syndrome 1(0.2) 0(0.0)
Dementia 1(0.2) 0(0.0)
Dysgeusia 1(0.2) 1(0.2)
Intracranial aneurysm 1(0.2) 0(0.0)
Parkinson's disease 1(0.2) 1(0.2)
Parosmia 1(0.2) 0(0.0)
Putamen haemorrhage 1(0.2) 0(0.0)
Ruptured cerebral aneurysm 1(0.2) 0(0.0)
Tension headache 1(0.2) 0(0.0)
RESPIRATORY, THORACIC AND 46 (11.4) 0(0.0)
MEDIASTINAL DISORDERS
Upper respiratory tract inflammation 24 (5.9) 0(0.0)
Asthma 5(1.2) 0(0.0)
Rhinitis allergic 5(1.2) 0(0.0)
Cough 3(0.7) 0(0.0)
Dyspnoea 3(0.7) 0(0.0)
Oropharyngeal pain 2(0.5) 0(0.0)
Dysphonia 1(0.2) 0(0.0)
Epistaxis 1(0.2) 0(0.0)
Hyperventilation 1(0.2) 0(0.0)
Interstitial lung disease 1(0.2) 0(0.0)
Pharyngeal cyst 1(0.2) 0(0.0)
Pneumothorax 1(0.2) 0(0.0)
Rhinorrhoea 1(0.2) 0(0.0)

N = Number of subjects who received > 1 dose of investigational product in a 12-month open-label treatment phase

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/denosumab group.
Coded using MedDRA version 14.0

TR RT3 £ 15.3.1-2.1.2 X' 15.3.1-2.1.5 (5.3.5.1-2) 2255/
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FI)ART

£ 13-10 AEEROFEIFIKT (Open-label Treatment Phase Safety Subset)
(T/ AT THEGEE)

Denosumab/Denosumab (N = 404)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
INVESTIGATIONS 45 (11.1) 6 (1.5)
Blood creatine phosphokinase increased 18 (4.5) 0(0.0)
Gamma-glutamyltransferase increased 6 (1.5) 1(0.2)
Blood pressure increased 5(1.2) 0(0.0)
Blood potassium increased 4 (1.0) 0(0.0)
Blood alkaline phosphatase increased 2(0.5) 0(0.0)
Blood creatinine increased 2 (0.5) 1(0.2)
Body height decreased 2(0.5) 0(0.0)
White blood cell count decreased 2(0.5) 0(0.0)
Alanine aminotransferase increased 1(0.2) 1(0.2)
Blood bilirubin increased 1(0.2) 1(0.2)
Blood calcium decreased 1(0.2) 1(0.2)
Blood glucose increased 1(0.2) 0(0.0)
Blood pressure decreased 1(0.2) 0(0.0)
Blood urea increased 1(0.2) 0(0.0)
Glucose urine present 1(0.2) 1(0.2)
Liver function test abnormal 1(0.2) 0(0.0)
Lymphocyte count decreased 1(0.2) 0(0.0)
Neutrophil count increased 1(0.2) 0(0.0)
Weight decreased 1(0.2) 0(0.0)
Weight increased 1(0.2) 0(0.0)
White blood cell count increased 1(0.2) 0(0.0)
GENERAL DISORDERS AND 30(7.4) 1(0.2)
ADMINISTRATION SITE CONDITIONS
Oedema peripheral 6 (1.5) 0(0.0)
Chest pain 5(1.2) 0(0.0)
Device breakage 4(1.0) 0(0.0)
Feeling abnormal 4(1.0) 0(0.0)
Malaise 4 (1.0) 0(0.0)
Chest discomfort 3(0.7) 1(0.2)
Pyrexia 2 (0.5) 0(0.0)
Thirst 2 (0.5) 0(0.0)
Drowning 1(0.2) 0(0.0)
Pain 1(0.2) 0(0.0)
EAR AND LABYRINTH DISORDERS 21(5.2) 2 (0.5)
Vertigo 15@3.7) 1(0.2)
Sudden hearing loss 2(0.5) 1(0.2)
Tinnitus 2 (0.5) 0(0.0)
Deafness 1(0.2) 0(0.0)
Keratosis obturans 1(0.2) 0(0.0)
Vertigo positional 1(0.2) 0(0.0)
PSYCHIATRIC DISORDERS 16 (4.0) 0(0.0)
Insomnia 13 (3.2) 0(0.0)
Anxiety 1(0.2) 0(0.0)
Anxiety disorder 1(0.2) 0(0.0)
Neurosis 1(0.2) 0(0.0)

N = Number of subjects who received > 1 dose of investigational product in a 12-month open-label treatment phase

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/denosumab group.

Coded using MedDRA version 14.0

TEBRRIE R A £ 15.3.1-2.1.2 } (VN 15.3.1-2.1.5 (5.3.5.1-2) 7551

328

Page 6 of 8




276 BELRDOEHBDE LD
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£ 13-10 AEEROFEIFIKT (Open-label Treatment Phase Safety Subset)
(T/ AT THEGEE)

Denosumab/Denosumab (N = 404)

SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
VASCULAR DISORDERS 16 (4.0) 0(0.0)
Hypertension 9(2.2) 0(0.0)
Varicose vein 2(0.5) 0(0.0)
Arteriosclerosis 1(0.2) 0(0.0)
Arteriosclerosis obliterans 1(0.2) 0(0.0)
Haematoma 1(0.2) 0(0.0)
Hypotension 1(0.2) 0(0.0)
Thrombophlebitis 1(0.2) 0(0.0)
METABOLISM AND NUTRITION 12 (3.0) 0(0.0)
DISORDERS
Hyperlipidaemia 5(1.2) 0(0.0)
Decreased appetite 3(0.7) 0(0.0)
Diabetes mellitus 3(0.7) 0(0.0)
Dyslipidaemia 1(0.2) 0(0.0)
Hyperkalaemia 1(0.2) 0(0.0)
Hyperuricaemia 1(0.2) 0(0.0)
Hypocalcaemia 1(0.2) 0(0.0)
Hypoglycaemia 1(0.2) 0(0.0)
CARDIAC DISORDERS 11 (2.7) 3(0.7)
Palpitations 4(1.0) 0(0.0)
Angina pectoris 2(0.5) 0(0.0)
Acute myocardial infarction 1(0.2) 1(0.2)
Angina unstable 1(0.2) 0(0.0)
Cardiac valve disease 1(0.2) 1(0.2)
Tachycardia 1(0.2) 1(0.2)
Ventricular extrasystoles 1(0.2) 0(0.0)
NEOPLASMS BENIGN, MALIGNANT AND 9(2.2) 4 (1.0)
UNSPECIFIED (INCL CYSTS AND
POLYPS)
Skin papilloma 2(0.5) 0(0.0)
Colon cancer 1(0.2) 1(0.2)
Gastric neoplasm 1(0.2) 1(0.2)
Lung adenocarcinoma 1(0.2) 1(0.2)
Lung neoplasm 1(0.2) 0(0.0)
Lymphoma 1(0.2) 0(0.0)
Pancreatic carcinoma 1(0.2) 1(0.2)
Seborrhoeic keratosis 1(0.2) 0(0.0)
BLOOD AND LYMPHATIC SYSTEM 8(2.0) 0(0.0)
DISORDERS
Anaemia 7(1.7) 0(0.0)
Lymphadenitis 1(0.2) 0(0.0)
Page 7 of 8

N = Number of subjects who received > 1 dose of investigational product in a 12-month open-label treatment phase

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/denosumab group.
Coded using MedDRA version 14.0
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(F/ A THrGEE)
Denosumab/Denosumab (N = 404)
SYSTEM ORGAN CLASS All Adverse Events Treatment-related Adverse Events
Preferred Term n (%) n (%)
HEPATOBILIARY DISORDERS 6 (1.5) 3(0.7)
Hepatic function abnormal 2 (0.5) 1(0.2)
Biliary cirrhosis primary 1(0.2) 1(0.2)
Cholelithiasis 1(0.2) 0(0.0)
Hepeatic failure 1(0.2) 0(0.0)
Hyperplastic cholecystopathy 1(0.2) 1(0.2)
Liver disorder 1(0.2) 1(0.2)
RENAL AND URINARY DISORDERS 6 (1.5) 3(0.7)
Hypertonic bladder 3(0.7) 0(0.0)
Nephrolithiasis 1(0.2) 1(0.2)
Nocturia 1(0.2) 1(0.2)
Renal failure chronic 1(0.2) 1(0.2)
IMMUNE SYSTEM DISORDERS 4 (1.0) 1(0.2)
Seasonal allergy 4 (1.0) 1(0.2)
SURGICAL AND MEDICAL PROCEDURES 2 (0.5) 0(0.0)
Cataract operation 2(0.5) 0(0.0)
REPRODUCTIVE SYSTEM AND BREAST 1(0.2) 1(0.2)
DISORDERS
Breast swelling 1(0.2) 1(0.2)

Page 8 of 8
N = Number of subjects who received > 1 dose of investigational product in a 12-month open-label treatment phase
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/denosumab group.
Coded using MedDRA version 14.0
RIS & £ 15.3.1-2.1.2 RUF15.3.1-2.1.5 (5.3.5.1-2) 555
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1RBRIE L DRI B 2 L HIE SNTIRBRIEO T E R ILICE S TeHEFERIL, 7/ A~ THk
BERED 1.5% (7/475) 1Z@RH BT,
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2) FEE#
BREOBRETIEIEESZHEERIL, 77 2R EOBITHED 22% (9/406) 7 A<
THEGERED 0.5% (2/404) WERD LA, RBREE L QMRS L L HIE ShzieBREOEK
BHILIZ B BEERIL, 77 ERH0OBITED 1.5% (6/406) 7 /7 A~ "7 {ERED 0.5%
(2/404) (ZFE® HTE,

132425 FEICE-LEEEER
1) 3618 (CEERHRUVIESHER)
WICESTEAEERIL, 7/ A TSRO 1.9% (9475) (LR, _EERHEIC
B LU HGIIE 122426 HICEEE L, UTEHEBRHIICRE L-ESE2EEHTH,

HEGE T B ooarx0028
FERI Bk 71
B F ) A TR

WILE-T-AEES: 1) FFRe, 2) Fik
F OO FEERS: BEEZ:, BRE RS, W, mEs, MEEMER, BEMRk, (KkE
B, ARy AiE, BAEGE, SIEEELE . K. Ok

ESESESfEER 1), 2) BEZR L

A 1) ARE, FREERIL, 2) AR

BRI - & (HE: BIEE (MEERH) , g (), BESHERMBEEE, &im

(A 2 EEHELE, o XT2—P(10), P77, TAL VAR

AT R LK), REEERE, oY ABBEHWES%. T
FIVHARF R DA, PTADLVY VEEESTE, V24X Bl -B6 -
BI12IESHR, AN T IR, 77 771 IV ABERTISER
EHEREEERNR. V7T OV ABERRAER MR EE
HEHTE. TR ARV, AV YHAY 7F 2, FFA PO A
MV 7 7 BRI AR KR EE(15)  *

2] I PE cesmmpae xR ey ] e | reErL.
fihfE~ ARz L 7= (ABEisas ks R 2 S A 20 B (57 A~ 7 RIE#R 5B 4 1090 HEZ) |
FFREME EH (B2 ALT 1700) L, T RTOEFOHFRLEZRIELZ, ARECTHFARL
pir s, BREAS, | AJPH. B AL, SEROLZOOEE L T T = R
bRL—ratkE, RESROERTE R R0, SRS, BRREE~BE L PA
B o KGR (5 Av T IEBEEHEE 1113 B WErr by viccz. AR
H. FEA, ATFEREERTS G, IERE R REMBIRIEO BRI 5 O
W72 P OB CERT A S HREOBKI L O FRS, BEAAHRLELEL,. “hoo
FEAERE LK L. O LIERE L OB 2 L LRIl L,
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otk /75 %

F ) A T e

Atk intEE

BNlE, ZRPEREEE. SEEER
e 3 1

IR, R LR E L R
EW&\%mFﬁ\ﬁ@%\EME\EW%mﬁﬁﬁﬁﬁ\Eﬁ%
PERBIEVE, GETEHERERIEE, ZTHENEHERE . H0E

YO 77— hF U D LoKAWEEE2 5mg, T2V 5V —IVEELS
mg, TH{EEESREE, R XU RUEBEIOmg, 7 A0 e Lt
5mg, £T7Y AT RN, REARY D VB ATIVF U LR
W, LART7oOR vk EER. o7 b7 U LRHBE.
HTHNEY YA FLEE8mg, BRe TV OV U D LR
Ww25mL, ¥or7xFrFrlvLn—zgy, xRV T Tz F b
U LoKfIPpgE, LN E REE, 7k R FEE40mg, GEE-CV VILE R
RFTEN20mg, AYFHLEY YEEFI/e FOos2onF Ty REd
BHFHD, = h O/ UV 25E0.3mg. © 587 2 — ¥ 10mgE. =75
2 AERBIESE3OmE, 7Y kL PRRLILEEIOOmg, TR LF U
FHRERO.1%). 7 b O ¥ URREEDKINERNR0.05%

i = AP B T AT OERS 748 B . BRESEBFECHA VWAL LS
THEIRT R, AR, LEHEIEIRE Ch -7, REDIEREED REIRE < LI T Hiid
TERMTH Y, LEMBEORRE) O AMELHESE L2 s/, BERORHEEE 218
BTHLHRR, MERAETHHR SN, BREEEMIZ, 7/ A-T7REEE LR
BIELCFRTHD Z &0 IR L OB BT E T & v & Lz,

FHERJE e B weens0040
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=ERE

WTE-T-FEESE

FOMOFEFR:
ESESESES

E
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(PR 2

ot 75 R

T A TR
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BSEEEE TNV UYHAY 7SS %
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R, ACHEPAPE 7 A THEREHLS 037 Hi) |, WEIBEHLTH Y, B SHA
il PR EOREF RIFHR Shed o Z LM Lic, IBREMEEML, #HREO
FRE SRAE Th o 2O NHCHEE P ER Y, ABTIIEELTLEN, SECE-F
LEZ BN, IR OB L & HIN L,

WEREES o0l
PESIT b Iote /66 #%
5 eSSl

FCEST-AEFR Poktim
FoMoOEERS:  MEHEE. BHEE

R Be e L

ALE: FiaiR, Abe, FHEAMERE

BEALIE - & DHE: wVESE , ZETEHERERERE, P ABRIF RS

(3% A 2. AT N TVIVRIA TRIv18.75, PIVF 7 E LAEBIEFE60mg, A

FIVRY O FY 2 8E40mg, LAY REE100mg, THR7 4+ —
W, Zxr2zV 22 BEE, BEHLI 7o 220V E, oio
U LBk, BREAET7 VI R YL, T LT ViEEE
], mMEHEARL K773 A S nilEe) VOV, D-v Y=
b=, FHAAT IV RS, CRXI VBB BHEE -T2
R, GEHZ Y TSV, T b7 YT R UL BEH
L7 TR RIS LKE, o ubkuy VTR
FU Y PIVFTPLEREENA, RoSI ERE, RoSI R
SR ) P24 7, I BEREAEL

] = A B HBRE T, KEELTWAREIC THETHEL TN & 2 A5 FR
{FE R S 7, Japan Coma Scale 200, W {HIBEFL R O IR BB TEE MRS = v, s o EHIEE
R, RN A TR . WOREE, BTLERARD TR Y, TRISED THL
VIREETH o700, FRIROMGCHES SV | [FH BB ERER 2T, R, —F
(IR TLRT R B ARRE R 2 & o 725, B OB < BT SO INEE, AR L
REFRDHFIFE S B, ML =T ORITERRD, 2OREe C2gRELEL L, 2]
Q5P T AT HERERLS L Hik) 12T Lz, AREEEMIZA F5ILE
FLERTLLOLER, RREL OBEMIIR L &Hl L,

2) IFEHEHM
FHILE-TAEFRSIL, 77 R0 00OBITHD 0.5% (2/406), 7/ A= 7THHEFED 1.0%
(4/400) IR 5N, LTI 7 7 B R OBITHETHEERICER LSRR HT 5,
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1LOES. B3y 707 w9 b U o LokKRIEs#1100mg. WHH R
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Wy TONARFFRIT L, B3V 707 2+ U o LK

BE{FEISOmg. ¥ 707 2t 0F PV LERE, Bt iy L, O
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RO, EESREDNC, EREEERESC CHESED ohaboc s 10 2] F ]
AR B (77 2R RIER S 344 H 4, 7/277%}]@&5?& 126 H%), RO SRR
LW, FHSEER S, (EmErERET s L Aok, o= AP e ER
CTHEIZT, BEEOM, U ~Eifsk, MEREL - UEIE, RO L2 ~0OBEEI5RE
Do A | PR A B S CT BELET S bREICK X REMZZED b s
o, | A B CERS LI CT Bk TR R B KX 2B b7 < MEEE, IRERETE,

BEBIIEEN OBN Th o, kEFEs#Esh s bEEL2 L 2 E= ] B
Az, MRBREEML, BARERRCARBOMNMN (BER) 2BEL2 L, —Hh
THEREE E O RBIR B D LIZE RS, TRERBRAAI AT - 7o IR TT I M 2 O AT Lt
O bh Thwand, BREL ORERITETE 2V LI L,

132426 EELHEEER

1) 361H (CEERIRUVIEEHER)

HELAEFROBERN 2R 13-11 12T T,

BELAEFRRET / AV THAHREED 192% (91/475) (C880 ohve, HEFIR <R o
FEELAEEES (BEEN 05%LLLE) (X, BNE cataract  (1.5% [7/4751) . IR
JE ostecarthritis (1.1% [5/4751), HERARZEH intervertebral disc protrusion (1.1% [5/475]),
HHFZE cerebral infarction (0.8% [4/475]), B0ME angina pectoris (0.6% [3/4751), BHHEF
7 cataract operation (0.6% [3/475]) , EEIEFFEE IRASE lumbar spinal stenosis (0.6% [3/475])
ROV GBETFM subarachnoid haemorrhage (0.6% [3/475]) Th -7z, 6EIE L OB EMELS
b5 LHESNEERSEEERIL, 7/ A7 THERD 3.6% (17475) (CRDH LT,
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FI)ART

x13-11 EELGHESZR (Safety Analysis Set)

SYSTEM ORGAN CLASS

Denosumab/Denosumab (N = 475)

Preferred Term n (%)
Number of subjects reporting serious adverse events 91 (19.2)
MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS 13 (2.7)

Intervertebral disc protrusion 5(1.1)
Osteoarthritis 5(1.1)
Lumbar spinal stenosis 3(0.6)
Muscle atrophy 1(0.2)
NERVOUS SYSTEM DISORDERS 13 (2.7)
Cerebral infarction 4(0.8)
Subarachnoid haemorrhage 3(0.6)
Carpal tunnel syndrome 1(0.2)
Cerebellar haemorrhage 1(0.2)
Dizziness 1(0.2)
Intracranial aneurysm 1(0.2)
Loss of consciousness 1(0.2)
Putamen haemorrhage 1(0.2)
Ruptured cerebral aneurysm 1(0.2)
INJURY, POISONING AND PROCEDURAL COMPLICATIONS 11(2.3)
Contusion 2(0.4)
Head injury 2(0.4)
Rib fracture 2(0.4)
Spinal fracture 2(0.4)
Ankle fracture 1(0.2)
Foot fracture 1(0.2)
Fractured coccyx 1(0.2)
Heat illness 1(0.2)
Patella fracture 1(0.2)
Radius fracture 1(0.2)
Ulna fracture 1(0.2)
NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL 11 (2.3)
CYSTS AND POLYPS)
Breast cancer 2(0.4)
Metastases to lung 2(0.4)
Ovarian cancer 2(0.4)
Bile duct cancer 1(0.2)
Colon adenoma 1(0.2)
Colon cancer 1(0.2)
Gastric cancer 1(0.2)
Lung adenocarcinoma 1(0.2)
Lymphoma 1(0.2)
Metastases to liver 1(0.2)
Pancreatic carcinoma 1(0.2)
GASTROINTESTINAL DISORDERS 9(1.9)
Colonic polyp 2(0.4)
Enterocolitis 2(0.4)
Abdominal hernia 1(0.2)
Femoral hernia, obstructive 1(0.2)
Gastrointestinal haemorrhage 1(0.2)
Gastrointestinal mucosal exfoliation 1(0.2)
Haemorrhoids 1(0.2)

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 1 of 3

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

Coded using MedDRA version 14.0
IR E £15.3.1-2.1.7 (5.3.51-2) 2551
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T/AIT
x13-11 EELGHESZR (Safety Analysis Set)
SYSTEM ORGAN CLASS Denosumab/Denosumab (N = 475)
Preferred Term n (%)
GASTROINTESTINAL DISORDERS (Cont'd)
Large intestine perforation 1(0.2)
CARDIAC DISORDERS 8 (1.7)
Angina pectoris 3(0.6)
Acute myocardial infarction 2(0.4)
Angina unstable 1(0.2)
Atrioventricular block complete 1(0.2)
Cardiac failure 1(0.2)
INFECTIONS AND INFESTATIONS 8 (1.7)
Appendicitis 2(0.4)
Enteritis infectious 1(0.2)
Gastroenteritis 1(0.2)
Pneumonia 1(0.2)
Pyelonephritis acute 1(0.2)
Respiratory moniliasis 1(0.2)
Viral infection 1(0.2)
EYE DISORDERS 7 (1.5)
Cataract 7(1.5)
Maculopathy 1(0.2)
HEPATOBILIARY DISORDERS 5(1.1)
Cholelithiasis 1(0.2)
Hepatic cyst 1(0.2)
Hepatic failure 1(0.2)
Hepatic function abnormal 1(0.2)
Hyperplastic cholecystopathy 1(0.2)
RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS 5(1.1)
Epistaxis 1(0.2)
Foreign body aspiration 1(0.2)
Haemoptysis 1(0.2)
Pneumonia aspiration 1(0.2)
Pneumothorax 1(0.2)
GENERAL DISORDERS AND ADMINISTRATION SITE 4(0.8)
CONDITIONS
Chest pain 2(0.4)
Device dislocation 1(0.2)
Drowning 1(0.2)
EAR AND LABYRINTH DISORDERS 3(0.6)
Vertigo 2(0.4)
Vertigo positional 1(0.2)
SURGICAL AND MEDICAL PROCEDURES 3(0.6)
Cataract operation 3 (0.6)
VASCULAR DISORDERS 3(0.6)
Aortic aneurysm 1(0.2)
Arteriosclerosis obliterans 1(0.2)
Varicose vein 1(0.2)

Page 2 of 3
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/denosumab group.
Coded using MedDRA version 14.0
TR IE R K 15.3.1-2.1.7 (5.3.5.1-2) 255
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TFIATT
F* 13-11 EELGHEFER (Safety Analysis Set)
SYSTEM ORGAN CLASS Denosumab/Denosumab (N = 475)
Preferred Term n (%)
PSYCHIATRIC DISORDERS 2 (0.4)
Depression 1{0.2)
Dysthymic disorder 1(0.2)
RENAL AND URINARY DISORDERS 2(0.4)
Calculus urinary 1(0.2)
Mixed incontinence 1{0.2)
METABOLISM AND NUTRITION DISORDERS 1(0.2)
Hyperkalacmia 1{0.2)

Page 3 of 3

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/denosumab group.
Coded using MedDRA version 14.0

FEBASEEHEE #£1531-217 (5351-2) 5 E5F

THEBRMICRE LR ELOBRENSH D S HESNCEESAERSR BT R
OFMIEH 122427 BICRBE L2, U TICHFERINCEE LBERE L OREIERH L &
ESNEEBLRAEES FECER) OFHELEHT D,

IHERFE T B wenr0057
PERI A i

& 5.8
EELEEEL:
FOMOFEREL:

ESPREIIES
E
BRI - & BRE:
EIEES

otk 69 1%

T ) AT R

FERER U=

SIFEALK, T LA —ERK, FEHET LAY - B, TA TN
A = — IR EE

B & 0

AP, KGR

BN, mfEE, S5 miE

TN RY LR FIUEAmg, T AT YY AL OVEIEGE
25mg. TENARFF MU LEEIOmg, YL/ VR RR
0.005%., EHL 7L VEEF R 7 LSRR 1%, FeE R T AR
FTHFRAMOAMIVT 7 RAKEREKAIYIEE 1 5mg. € TIVAA R
F R U T LH1Omg, L-AVRT AT $E500mg, V1175 m1— LA
il /v FiEl2mg, Y 2hTF A§E40me, OB
TIA Ty, TEFAF VEMEEE20mg, T ATV Y R VIVEEET
WEANAEESEZ Smg., 1 TV YHAY 7 F 2 iml, TN ARF T
FUYI LEESmE, NITTZA MY TARIREO 1%5me, 774
AV VR - AFVT L RV o CIRRE, iR ERER R
500mL., NF ¥ HEMHEEMNE3SmglmL %

= f=tn HH =
Tl A RRIRE
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FIART

7 A TRERE 228 Uiz, HEEOAEFE THLHKRGE ) —7RE, KIEHERE
HHEZW OSSR, BIREIE, lowgrade Th o/, FREHS 491 HiE, FRBIEDED T
WHEEARERT N, KIEHEREREZH OGS, BEoERBRECHERETH o,
FHEHND 862 HiE, THHMEENREREDTD AR, BERFICK T -7 BEIkREN,
EEAEER LW SN, FMEA, BEELEGIEL S HE S, IBBREEEML, 15
BREL B ICRE LT Y, RRAIRE D O BTSSRI TG E T E v L L,

BRI Fe B soenns0058
bRt ket 65 e

HELHEFR: 1 T R MR HE FE
ZTOMOBERS: SMEEEE ., W, 7 LAY —1ERR, HER, TH., FEE, @ik

R E

FSESEEE BRI & 1

AL : FEIEEE, ABE, NEMEST T IRZERGH T

BETERE - & OHE: RZA47 A, mimE, B, B3R U —7 @IGME, SETEHRE,
A I,

(3P 3 PNVY LA EE8Omg, W VY REESE 10mg, Y AUNA S F T

T LEElmg, A TNT I VHES00u g, 77 EF YV UH20mg, b
THARY VAL VEREUKIIEE. YOV 0T o g, LN
VE§E, 77NV YHAT 2 F 2, 777 V) VHEEBIESER, ©
YTFIWAARFRUSLEE, Ty aRv—EREL oy S, S
Bl 7, EARERIEF) O ERERE10me, /) EETIE
EHE, 7L RoVorEEREL AT OVERET AT OVERE, 270 L
ATKREERE ., Aol Y Ui, Yra s F 2 F R L
&, yo7 R —VIEREERE. LA T oRY s ke o <
Z X FiE, MFLEEEEREAEE  *

7/ A= 75046 980 B CT A&7 THHIEIR AR AR MR ES Class 11 & B2 Mr S iz,
F0 13 Bk, B AR L, BH, BEREIT 2 FhE, ABb 7 HEICRE, FHREHMN
531 HBIZEER, BBRELEEMDT, BERERES—ALL-TRELLZLEALND B,
RERHZBHETE T R 2OBBRERERBNOAS » ARICER L THDH I &hb,
BB L OFERITIE ST HTETE 2N L L,

HHERH TE T rrrr0050
Sl = 1 otk 74
=ERE: T AT Tk
BELAEEES: 1) v VARG, 2) FlilsE
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2.76 BrORBOEED
FIART

FOMOBFERS: B, WEE . DEE A B T LA — PR TEE
W, LEEE

B B GR: D B0, 2) BEH Y
W - 1) HEpiage, AbE, fER
2) HpiseE, AR, A2 TIEGIRRT
BEAERE - & (HE: FratE RIS EE, 2K, EE
G AVTIVEYHAT 2 F 2, v T VRFIVERER K85

100mg. 7> KA 2T L%, T /07 o kU wiok
H¥gE. 77 ©F Y UE10mg, 7 xVEF 73y 770, NSy n

VOURREHSES00, 7 =4V 7 o ¥ VM SE6Omg, AR AF

ANLOUVBEETE10mg. b7 R LEEE250me, & RO LTy g
BT AT IVEREO.1%, TA RV VT 52 VR BT AT IVIKHI#I S
SR50 e 112M8%EH ., 7l4 0 X F oy EKR0.1%, URS5 Y VR
B3%., -4 PHBRBESTAE. Ao\RLoKkHH. 7
/B U2 IVBIIRAERER, 7 Ve JERRE3%, O
FTTT 2 F BT LKHIEEE0mg., A 2737 X EE500 1 g,
LNV F§ELI0Omg) | SEREHRERNR, o2V o U EaiR, 7o
Y R BRI SEO. 5mg, ANV T LA IVR R R U Y
LIKAERTE100mg, b oY LRBEERTE 10%

[0 A I AR

7S A T RERG o4 Bk, KEOZENRSHE, B, 38 BHORE, £ TEITRS
HE L7z, %0 3 B, R B B Tibe i AR, Mg & o#5F ., WBC: 9000/uL, CRP: 13 mg/dL
E b5 MsRERAEE S ER GENRED, MEiE 38 A TR, I8 CT LITRERTR A
L, ABE25 2 B, BEOZS, BB OHFIRCER. ABRTOEE CrEIEIC%
FEAGRD H DI Th oz, ARG 28 A, KPRBENBHIER, MRS 5 —i
Moo AV ABRROFMREN GBI EN S, BREEG 91 HBIZHEL,

BB EEEM LGSR E L OWBAGRN G E SN A DR ER S <, 1BBRER 5 ORRY
HIBS G s O BT | &5 T & 7w LI L7,

[ i Rt dg |

T A TRERB3 » B (BREOHEMETH), B, CRP LR, TEiMH: E0RE
WHARER, HEOBRTHME CT 28 FE i 2., MZEBREFFED 5z, PET bFEE Iz
EEFEO LT, BRRBE Lok, FEREROERZHBESNLT. 20 ABEANT
REFEFIRICEERE L, HECT 2 FM L2 L 25, 2T 10 mm KOMGEIMERE B3E0 5
FUE2s, fERR - REVRTICEBA2 Y o HERITED T, RRBlE Lok, TOH2 3 A
PHICREEED S, BERE CT 2 Ei, miEo~&R S R L, SEERE oA EmE
AR, SEXERENERESNS Z L Lo, #3 ABERICRE ERT S Ehi
v, Bl & 2 S, ZE 582 » BHRICHE TR A £, U o H@issia
W bhedofz, 33 A 1 EOHEE TRBBET T, FEEE L 1 £0 TREHE,
BB EEEM L, BEMESH AR 2 FZ 2 o5, EBRER ST IC B L
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FIART

FERETHD, BRICEITFTETE 20 LML~

IHERFE T B weens0060
PRI e 61 1%
B 5HE ) A TR

EELEEEL: TEHBE
FOMOFEREL: L

ESEIES[ETS RS D

AL HEiEeE, At BEESWHETAEGEUMREE (., )
BEFEIE - & OFE: SRR

(7 FH 2. AT 22y 7 0.3%30mg

7/ A 7SR 1177 B, ABROBERSKRFOBRREIC SV TR ZFED T,
FOR3BEEICBNTLELOAMRZFE O, EMoEERTHEZS, EEST
ML e ole, Z0%, BERBERCCT ICTHTHEBICERESH Y, KBE SEDI
7. EKRIENHEREC TERAED I REE 0D KIEOBBREEH 0 | FREHNHGH1
R RS TH¥RIBUIRRINEIT,. FW5 6 AREICHE BT TRIE. MEHER
BT, U o A RERR,. AT~ 3a LBl RO 2 » AR OFRBARO
B ZMRG L, FREENS 97 B B TARMNE, EREEEMIL, 1BBERSHRMGID 3
FROBETHY | IBBRE L OFEETSETE Q20 L HHllr Lz,

2) FERH

BERELAEEZORBREPMN %K 13-12 RUOR 13-13 127,

EELAEEGIL. V7RO L0OBITE® 6.7% (27/406), T / A~ 7 HFEEED 7.4%
(30/404) IZREH LI, HENBR RONFEERAEES OWINPOHT2AUER
B) (77 ER000BITR, 7/ A~ 7HEREOIR) &, &#%F U —7 colonic polyp (1.0%
[4/406], 0.2% [1/404]), THEF T spinal fracture (0.7% [3/406], 0.2% [1/404]), FLEE breast
cancer (0.5% [2/406], 0.0% [0/404]), FAPI[E cataract (0.5% [2/406], 1.2% [5/404]),

O TEHEBIEIE ostecarthritis (0.2% [1/406], 0.5% [2/404]) Th -/, {EHRTE L B %@
hHLHFESNEEEREEESRIL, V7RO OBITHD 1.5% (6/406), 7/ A< 7k
FRED 1.5% (6/404) IZFED BT,

AH_
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#13-12 EEHLHBHEEZR (Open-label Treatment Phase Safety Subset)
(FTZeRD 5 DBITE)

SYSTEM ORGAN CLASS Placebo/Denosumab (N = 406)
Preferred Term n (%)
Number of subjects reporting serious adverse events 27 (6.7)
INJURY, POISONING AND PROCEDURAL COMPLICATIONS 9(2.2)
Spinal fracture 3(0.7)
Chemical peritonitis 1(0.2)
Femoral neck fracture 1(0.2)
Fibula fracture 1(0.2)
Lower limb fracture 1(0.2)
Skull fracture 1(0.2)
Subdural haematoma 1(0.2)
Thermal burn 1(0.2)
GASTROINTESTINAL DISORDERS 6 (1.5)
Colonic polyp 4(1.0)
Colitis ischaemic 1(0.2)
Ileus 1(0.2)
NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED 5(1.2)
(INCL CYSTS AND POLYPS)
Breast cancer 2(0.5)
Insulinoma 1(0.2)
Pancreatic carcinoma 1(0.2)
Prostate cancer 1(0.2)
NERVOUS SYSTEM DISORDERS 4 (1.0)
Carpal tunnel syndrome 1(0.2)
Cerebral haemorrhage 1(0.2)
Cerebral infarction 1(0.2)
Subarachnoid haemorrhage 1(0.2)
EYE DISORDERS 2(0.5)
Cataract 2(0.5)
HEPATOBILIARY DISORDERS 2(0.5)
Cholecystitis acute 1(0.2)
Cholelithiasis 1(0.2)
INFECTIONS AND INFESTATIONS 1(0.2)
Pneumonia staphylococcal 1(0.2)
MUSCULOSKELETAL AND CONNECTIVE TISSUE 1(0.2)
DISORDERS
Osteoarthritis 1(0.2)
RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS 1(0.2)
Interstitial lung disease 1(0.2)
Page 1 of 1

N = Number of subjects who received > 1 dose of investigational product in a 12-month open-label treatment phase

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 placebo/denosumab group.
Coded using MedDRA version 14.0

TSR IG g E #153.1-2.1.9 (5.3.5.1-2) 22551
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# 13-13 EEHLHBEEZR (Open-label Treatment Phase Safety Subset)

(F/ A THrGEE)
SYSTEM ORGAN CLASS Denosumab/Denosumab (N = 404)
Preferred Term n (%)
Number of subjects reporting serious adverse events 30(7.4)
EYE DISORDERS 5(1.2)
Cataract 5(1.2)
NERVOUS SYSTEM DISORDERS 5(1.2)
Carpal tunnel syndrome 1(0.2)
Cerebral infarction 1(0.2)
Intracranial aneurysm 1(0.2)
Putamen haemorrhage 1(0.2)
Ruptured cerebral aneurysm 1(0.2)
NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED 4(1.0)
(INCL CYSTS AND POLYPS)
Colon cancer 1(0.2)
Lung adenocarcinoma 1(0.2)
Lymphoma 1(0.2)
Pancreatic carcinoma 1(0.2)
CARDIAC DISORDERS 3(0.7)
Acute myocardial infarction 1(0.2)
Angina pectoris 1(0.2)
Angina unstable 1(0.2)
INFECTIONS AND INFESTATIONS 3(0.7)
Pneumonia 1(0.2)
Pyelonephritis acute 1(0.2)
Viral infection 1(0.2)
MUSCULOSKELETAL AND CONNECTIVE TISSUE DISORDERS 3(0.7)
Osteoarthritis 2(0.5)
Intervertebral disc protrusion 1(0.2)
GASTROINTESTINAL DISORDERS 2 (0.5)
Colonic polyp 1(0.2)
Enterocolitis 1(0.2)
GENERAL DISORDERS AND ADMINISTRATION SITE 2(0.5)
CONDITIONS
Chest pain 1(0.2)
Drowning 1(0.2)
HEPATOBILIARY DISORDERS 2(0.5)
Hepatic failure 1(0.2)
Hyperplastic cholecystopathy 1(0.2)
INJURY, POISONING AND PROCEDURAL COMPLICATIONS 2(0.5)
Contusion 1(0.2)
Spinal fracture 1(0.2)

Page 1 of 2
N = Number of subjects who received > 1 dose of investigational product in a 12-month open-label treatment phase
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 placebo/denosumab group.
Coded using MedDRA version 14.0
VEBRRRIE R E £ 15.3.1-2.1.8 (5.3.5.1-2) 757
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#1313 EELEEEZR (Open-label Treatment Phase Safety Subset)

(T/ AT T#&RE)

SYSTEM ORGAN CLASS Denosumab/Denosumab (N = 404)
Preferred Term n (%)
RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS 2 (0.5)
Epistaxis 1{0.2)
Pneumothorax 1(0.2)
EAR AND LABYRINTH DISORDERS 1 (0.2)
Vertigo 1(0.2)
METABOLISM AND NUTRITION DISORDERS 1(0.2)
Hyperkalaemia 1(0.2)
SURGICAL AND MEDICAL PROCEDURES 1 (0.2)
Cataract operation 1(0.2)
VASCULAR DISORDERS 1 (0.2)
Arteriosclerosis obliterans 1(0.2)

Page2 of 2

N = Number of subjects who received = 1 dose of investigational product in a 12-month open-label treatment phase

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 placebo/denosumab group.

Coded using MedDRA version

14.0

IEBRAAIT I E #15.3]-21.8 (5.3.51-2) 2 65H

AT 7R OBITERE CIEEREIC R U BRE: oBEE S 4 FHESNE
HELAERES i) OFMET#HT L, 7/ A7 HERIIE 132426 HIZFH

(Bt

BRI e B wenns0060
R

& 58
HE L EEES
FOMOFEES:

ESESESIE
G =
BEMERE - & OE:

etk 66 R

77 R L OBITE

RGN U —7

IREzMEe, mIE L5F, Bk, S0HEE%, Bk, SN2, ST
PERARRE, EURSIR, A, RiEstEo v, e, Fx

ESBE RGN

ABE, ERIERERIE, RRSEKIGE U — 7 OIBRHT

FIPNRE, ERL, RERESS TRINARRE . RRREER, E AR

{3 FH 22 AR TTOHL ERERER, SR T O BT U D LSRR, AR
P&y ARFEVI I, BV FABANLY YL, VL 23V v HlEE. B
e 7oy U LEREE, TR T g EER ) — L, oy oo
T2 YT PU T LIKHIe0mg, NEA XV VBRI ATV OEA VBRI AT
JVETE0.05%., 7L FoERL, TIbwE b, BOEERESES. 225
VALIVERR, A RO TSE P, T 20 VBT U AokintE
i, RNS IV O RUVEE, NEAX U, AR ARV R T AT
o vEd B AT VEE, o) VEE D —g Y, B Fodv U viE
BriEge, T YT AFVERER, YT r— b U Lokl BT

R T R RIEE >k
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F A TREMG S B (72N BB B, KBV A TRERC ORI —7
W3OMERENS, TO48 BE, RER Y —7RHEMR oo AR, BH, KIER) 7%
2 HfEH, BMETHAZ &AM, ZoBAICRE, AU —71 #iZfiHEd, 18061
EEFZCNEBREIC T 7 42— TE, FERHEBG 92 H H TAREIE, B EEERMLXIE
AN =T RESEENELUNERTHY , BBREL OREBERIZOWTEE T 5 ERM:R
Wiz, IBBREE L BELEES D LM L7z,

HHEGE T, B oookx0063
PRI

EeEEit
HELHAEFR:
TOMOBERS:

ESEREIES
WE

BETEIE - & fRIE:

{2

otk 82 iR

7T wR I OBITH

1) BBEAE, 2) 7 B o eR@EPERi4

5 L B L SRR R A R LA U R R T A —E AN,
Y- NHE I ST AT TP, BEREMERE, RE R

D) sy, 2) ML

1) EpinsE, ABE, EBRELLSPIL, EESTFEO 5 i,

2) HimingE, AW

BNEE, TRERIRE ., M e, TR E IR (L, 181 F 4.
EEME, FERF, 21 HiRY . AERHERREEE, WEEREST
fAE, MOEZEIGIEEE, BT EEREE, AR RE.
ERRPAEE, MR BEE, 7 LR e SR, RERE

FESE, FAMER MR, R RIE S

B RoalFV BB I AT ) —L01% Hevte Uy, EHREL vy o
Ty, PLOYE AV B, YT AREN 1% = e U0 R
D&Y ARy ok U LAHSIGAEL BETEY > S hkab =y U— U
Pru7 R )T LARL b RS AD R, BV SR, Ty
VESE20me, EHEEE T ALV =P FU S Lg, A AT =i B U o L
Bl EHEAB-Z /A CHEFHE et Elg. 7 P EERER SRR, 3
YRR LEREION, VAT Y ) T AT VT EEE00mg, 7 P
EEES% S50ml, EHA AR LAGH05g, VU FA A B E AT E11%
Sml, Bhnl)—#igH HReEYaIr 8. 73 B BEEROIM. Fhol)—
B AWE T REAYE. 5%7 FOBERANE, AT o AL VBRI
500mgl00ml, FEHAHNF— R AIVIBE100, EEFAHL AR LRTUESES
0.5g. AWE D KAESE25%1ml, AL 77V v )Y L1g, AMET
T 2R E25% 12.5g, U Bl SAREBBEY U —2% ) B o REEE Y 200 22%,
DT ESLERES Mg, BELEE, RS URARER, 1% 087 VTR
El200mg. 7x X =i 7 TR SR 1mg0.005%. BHER LS 7o ok I LIREE
H2mg, v 0= LE{PHERES0mg, A h 7 CIREEEEA L%, TLE T
BT o7 FERREIOmg, T B R TEAOme. D) AV,
O sRE, MIEFBHBEAE., Yol T r— b b oL RAEE0.75%, A
YoU R L n y F5%, EER AT SOAERIE05g. <L b— AT
LR, AT AT LIRSl EASUBL ¥ BmEE - 73 B BT
BV F TR EEE, ©) PR —L U VB AT, b Fndyaoss
IUEHEE, BMEERI0%ETE. MEMEReNFeREgRERE L EEE
0.12%, F A7+ ENERR100 8%, EHAI /U4 7 EBEIoomg) | &
AT VERE 200 8% #
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F ) A TRLEE 02 B (770 RIS HE 305 B4 . WL, TR, fACRIRD R,
204 0%, WRERL, RAIESHE, ML CEBRE LB, AR, HERH
B 22 H AL MERES FIREEREHAT 4 M 1T, PREE A+~ O L = & 23R L. hak 2 E1E
L HIR AR EHEEMRLA R S B L FRTH Y OEREBE TR,
TRIREE 1 B2 0 b M L7

HERFE T B wpenr0064
PERI A i

%58
HELAEES:
FOMOFEFSR:
SRS A

P
BEERE - & OHE:
(PR 4

/70 1%

T EREL OBITR

JiE Mt KNG 7%

R, ERMEREE, g, SE, "RERK
B & ¥

e w ., AR

L, MRIE

YIL b 717 2 2 8E80mg, 77 T 0 U A R A R
HiREES. LI Y REEI00, 7 X7V PHAY 7F, BT
. aF 707 e BT Lk, LS REE, T ARF
S PUVITIFA, BYTIVAARF R DL NERAAF
ANIOVEESESE, BREKERIER., o RT RV, 7TV /AT
Wb, TrInady—UEEEERE. TFA RO A MLVT 7 Y RIEKE
EEtEUKFIHIEE. R R 3 — Ril7%, 7o+ V 7 oV g
(60), 7SV A=A Y EE(200), 74T 4V YEE(100), L-ALR
VAT A UEE(B00), A ATV —IVEE(0), Y a T a— LA
(2)y BFLTF200 pgA AN—00 AF], U ITHNY BERF
2OV KIEE 100me, 75 ) A= & 88200, 1Y T
7w 2 b U AOKRHEE60me, 7 AL VR R U Y Lok
HHFRI0.4%, 7ARFE Vv VI ITHRA, ¥ A0V,
$E, TV TV VORISR, BIESEE T AU, 7o
Tx VT —T20me, U ERIA Y VRBESRE, 127V PHA
TS, mEETIVE VEET B O LA R25mg K

7T AR TRER 174 AR (77 B RE 5% 895 HE), TM L& FTlARE., FA T
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Fea % L, KIBOMBRHZHMAZFmO shizicn, Ak, AR BiE, KIBRHERT
Ehe L, mEmtERER L2 s h s, BIEO —Ha/MfER Loef, BRIETH- . ARds
518 HZ R, [GBREEEM LN, R ORFOEFERIC LY AERPTIE Lo wREME
WG, IBREL OMEERESICETE TE LV LM L,

IHERJE Fe B oenns0065
PRI ik

= 5.8
BELAEEFRS:
FOOFEFE:
(PSSR

L

BEMERE - & fFIE:

{2

80 R

T TR OBITE

1) AtElEgEs . 2) BB, 3) (LFEIEEIBSE
WHEEAE, ERS, PRI TR

) s, 2) B L, 3) FHEl L

1) Epinw, Al EBRELZESIE IBo S FEHHT PTGBD,

2) IR, ARE, EBB R,

3) FEEEE, AR, BO 9 R

BT, BEZE, FEEAR, b AEAL, EIBHL, SRR,

FEETERERE, ZAEEERREEE, TREEHE

v Fnn—)L 7 Ve, T T =LA T 15mg.
IS VYIVA Tl 5mg, 7 V78w F70me, BEw TR
W LHE330mg, YLk 07 2 VEE8Ome, JHILEHIBIEEEA], LART
T L L KAISELOOmg, BEL= 7R T AgE, TR IO T
F kU LK EEESOme, 7 LS A T IbE0 me, RETALL LR
7 Oa Y KHIPIEE100mg. B ¢ EEREEERL, T AL AL
R EEF BV LK EWORA%, LAVRS AT 1 VEE250mg. A
AR I ) & VIR KHIMEE375me., 77 7 3 FiIERsRE
100mg. 2 ./4 1 7 VEEEESE 50mg. FLEEY > 7L 500ml, &
YT 4 F 7 LSRR g, v Rosy YV IERE R 25mg, 7 B
TTE BRSO 5mg. 7 R U BEEMENR  MERRR500m.
N IV I KSR, A A TV B ) O LR
20, VY E BRI R2mg, YT o F v F b LARE]
25mg, 10%HE Fr3— R, U FA0 EREEHRE1%, EEA -
77T 3 RFERKR10mg, NV 2YVY VERR S5mg, ~/R)
U LEAR, U B VEERIR%. U FAT EEEEY Y 2%, 7
TINF S R ARO. 2%, TBMLEE. AR 7L I A R
Wi, oo AR PR S0me, AA<T 7 A N U LR
200mg. L7 x RV EEEHFRAOME. 1% 71K 7 4 —VHSH
20ml, Fo) B—UiESN&25meg. 1% RO singesg ) o 7 Uik,
EHERL 2 7 2V R VIEEE R 2me, T 2 R IV T BRI
O.1mg, LR % 3 /EREES0mg  *

T SATEREREE 135 HE (7R RS Se4 HiZ), ERAREMHE, BH, IEEZZ
L, BERENCT, BBRERmEORSSRERNLZ2, igkEx, BEdLr 7 -8

347 MR BB S P
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B CT 2Fhi L, SFERER S sh, SH AR, ARND 4 Hiz, IBI-ERERL G
BOWREDH o, B EERER AT CIEERTES M v —Y 2R, T0 14
Hi&, i BREF TR, FRFBHAO 20 B BICHE, BB BEEEMIGRERGPICRE
Li=FRThHY, FFREIEE X 0 IE5RE L OREEIIEE TS v L H#r Lz,

132427 ZOMOBELGHESRER

AEFESO L, Ky 7 LMmiE, MEMEERK, ONT, RELE, W2, @EE & B
TAHWRMEOH HEEFS, LnEEE, EEEE, BINELAE,. BNE (BiEgsEo
Ay BUOSEERIFICOWTEANTE D, el fTEHEE i > TEBc 85 L,

13.2.42.71 BEAI LD LISE

1) 3618 (CEERIRUVIEEHER)

EH A AMFEIL, 7/ A THEEEET 3 4 (0.6%) (HEGhEw-ee003s weee0l09 T ( Reerr058 )
(ZERD BT, BERE 0 T, T A T HERE#ER T S BIRFEEEO 2 BEES LS
7 LIAE 25388 B, AERIBEEFOME A>T LEEE, 8.1 RO 79me/dL Th -7,
LB E 2B B OERBEHBIC AL T LARUE X I D EZNEE600 TU LT915 mg
(CHER L7, BB 010 TL, 7 A T OFEER GARITE S VT L IESFRD B,
AREEBHEFOMB I AT T LBEEL 81 mg/dL Thoiz, HHEF =008 Tl 5 ) A<
6 | B IR GRS ALY AMIEAFED biv, FAERBEHEFOME S LS LRER
78 mg/dl. Th o, WIhOFESRLEBE - OEEERH S LHE SR, WTIhoESY
BENOEEETHY . FERIC L > THEBRERSTILCRBRTIRICES Z Liddhdol, 3
G055 2 A (PR woes0se o 058 ) (2 FEH 7= AR LS 0 AR REREETH Y |
1 4 (Rl GR 2 w0109 ) (T {E D Lo o7 »A[ﬁlir_ RS 3 S WREME OO & 5 FEL (FHFEAE muscle spasm)
PMEA A MMIEFRERD G 1 FHICERD b, Fio, #FRRFE 009 (TR A 2 7 Al
JEREE, XD (6001U) RUHA LA (915mg) ZMRELTEY., HEMGRERY
I I i 7 /L3 o7 SRR T TE RSN (8.5~92mg/dl) THhotr, FHEHEIIEE)DIEE
BTHhY, YHEBRT IR EOREAZRIETH I < 36 ﬁHWﬁ%%F—ET Lad,
MedDRA EEAZER Tt {23 '7_A[ﬁlf_ i hypocalcemia id 1 A IZFR& B, A i L
b blood calcium decreased i3 2 4 (258 & H vz,

2) IFEEBRH

A7 AMFEIL., 777 Bl 5 OBITEED 548 (1.2%,) (0110 sl sl
RS | ROl ) 5 ) A THERIED 248 (0.5%) (IR eee00ss T eeeanes ) 7 38
HENZ, T REENPEOBITHO S AT, WIihe T/ A THIERE#ZIZBR L, FF
SRBEFOME NN 7 LREL, FAEN 79me/dL, 8.0mg/dL, 83 mg/dL, 7.4mg/dL,
EO82mg/dl Thotz, BBRELOBEERED LHESNEZERIT, 772 0608
O AR/ RTT 7 A TfEREO 1 ACRO LI, WINOBROCEELOEFEETH

348 BT HTR R AR I E X 2
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N, FERIZE > TERFERESPIEOCHBPILICES Z Lidhd o, FERBIICBHR L
B 7 LRSS~ CEERENETH - 72, MedDRA EAGERI T, L7 LiiE

hypocalcemia (t, 77 2R 0 OBITEO 2 ARVT / A= 7#HERHO 1 AICFEH LN, M
s A blood caleium decreased (177 ZR L OBITEO 3 A RUT S A Tk
BRED 1 TR BT,

1324272  HEMSEEE

1) 36 1A (ZCEERHRUVIESER)

T AT T HEGRETIE, MIEMEMERA L 6 ARSIV, 09 BIAERIE L OREEN S
BLHEESNEEEII R -, ¥, BELHEESLEDLAR 27,

2) JEEHH
MEMSREEL, 77 2R e OBITHEREOT / A7 TH#FEHEOWTOBE TLIERD BN
IR

1324273 ONJ
1) 36 1A (CEERHRUVIESER)
ONITiZ, ¥/ A~ 7B ciiRiv ooz,

2) FEBRH

ONIVE, 77 ER L OBITEO 1 AL I, 7 /7 A~ 7 ERETIE ONI D &
iphsoi-,

el T Beees0lls (5 R 6 OBATED

FEZIIFEHREREH O 2B R OERERSHRICKkERE CRamiiEd ikl (28R L
Tmo JERE UTHER, R, RUIERE, YR e L TEEESED bR, ookt
L, PUAAILE, ORGSR OEBIESE S v, AFSTHEE L, BREEEMIIAES S
PR, FEEE S LUHE L, IGBREEORED O B IS E TE Ao B M L,

13.2.42.74 R SR GE

1) 36»rA (CEERHRUVIESER)

BRIEIL, 7/ A THEEED 68.2% (324/475) @R bhiz, EEREERES L LTH
XN BRI, BER appendicitis (2 4), EHEREZ enteritis infectious (14), HE
# gastroenteritis (1 44), HiiZk pneumonia (1 4), RMEE LB pyelonephritis acute (1 4) .
eIl #3€ = U 7E respiratory moniliasis (1 4), OV A /L ARESE viral infection (1 4) T

=27,
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2) FEEH

JEYLEIX, 77 2RO OBATEED 41.4% (168/406) . 7/ A~ 7 kG kED 42.3% (171/404)
IO BTz, BEERAEFEFL L L THMESNTEE (X7 8RN0, 7/ A~
THEGREDIR) 1, 7 KU EKE MM pneumonia staphylococcal (1 44, 044) ., fifiZ¢ pneumonia

(04, 14)., BMEBTE R pyelonephritis acute (0 44, 1 44) . L TNY A /L AJEHY viral infection

(04, 14) Tholz,

13.24275 2%

1) 36 »A (ZCEEHRPRVIEERE)

T A THEGRE T, TIB1E 19.8% (94/475) IZRRD DAL, Z D 9 HIRERIEK L OBk
W% EHIESNIZERIT 1.5% (7/475) IZRBD LT, WEBOEERAEFZIIRDOLN
o,

2) kEBRH

W2, 7T BRNEOBITED 7.6% (31/406), T/ A~ THEGEED 9.9% (40/404)
RO LNz, T2 HIRRIEE OREMENR S 5 LHE SN FGIL, T T8RNSO OBITEE
D 02% (1/406) . T/ A~ THEGRED 1.0% (4/404) (238D bNT-, BB OEE A EEL
TR LR Tz,

13.2.4.276  BEELEETIAREEDHIEEER

1) 36 »A (ZEEHRPRVIEEHRE)

T A Tk Tl WEUE & BT 5 FTRENED & A FEFLRIL 26.5% (126/475) 1T
DHIL, 209 BIRRIE L OBIEMN B 5 & HIE ST FLRIT 1.5% (7/475) 12RO BT,
WHEUE & BT 5 AIREME O H 2 EELRAFEFLIIRD bNRd o7,

2) FERH

WHEUE & BET 2 AR O H 2 HFERHRIL, 7T ERNLOBITEOD 13.5% (55/406), 7
J A THERERED 13.6% (55/404) ICRD BTz, 2D 5 HIRRIE L OBIEMNH 5 & HE
SNT=FELRIL, T 78RN LOBITED 0.7% (3/406), T /7 A~ THkGRED 1.2% (5/404)
IZFRD BTz, BEUE & BhE 5 ARt B 5 mE A ERERITRO b Rno Tz,

1324277  DhEEE

1) 3618 (CEERIARUVIEFERE)

T A TG TCIE, DI REE L 18.7% (89/475) IZiRD BV, ZD ) LIRERIE L O
BIHEMEN B D &HIE SN FRIL32% (15/475) (IC@o bz, EERAEFRGE L CHd
ST FEE L, BEOME angina pectoris (3 44) . S LFEZE acute myocardial infarction
(24) . RLEPLME angina unstable (1 44). KENIRIE aortic aneurysm (1 4) . PAZEMEEIR
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fE{LJE arteriosclerosis obliterans (144), 5E®EZE T 1 v 7 atrioventricular block complete (1
4) . LAE cardiac failure (141). RO¥HIRE varicose vein (1 4) Th o7z,

2) FEEH

DIETEFIL, 77 R 5 OBATHED 4.7% (19/406) . 7/ A~ THEGHED 6.7% (27/404)
RO BNz, 205 BIRERIK L OREMENH D LHESNTZFLRIT. 7T BRNLDOBAT
BED 0.0%. T/X?7ﬂﬁﬁ@0ﬂ66mm ZEBO b, EERAFFERL L THRES
NI LERES (7 A~ 7kt 1L, S0 % acute myocardial infarction (1 44)
MelMiE angina pectoris (1 44) . Kﬁﬁ?ﬁ%/uf angina unstable (1 44). M O\PAZEMEENIRAELIE
arteriosclerosis obliterans (1 %) Th o7,

1324278  EHES
1) 36 »A (CEERARUVEERL)
T ) A TREGEETIE, TEMERERE 3.2% (15/475) IZR® AL, 0 9 HIRERIK L opgE
PR & D LHIE SN2 FRIT 1.5% (7/475) ICRO LIV, ERERAEFRLE LTRESN
7o EEVEREDE L, FLIE breast cancer (2 44) | ili#5%% metastases to lung (2 44)  YNELJE ovarian cancer
(24). B bile duct cancer (1 44). #5M3¥E colon cancer (14:). B¥E gastric cancer (1
4) . MilR#E lung adenocarcinoma (1 44), U > 73f# lymphoma (1 44) . fT#5F metastases to liver
(14). MOWER: pancreatic carcinoma (1 44) Tho7o, I, sk, HiE, KOHER
E. AR A B LT,

2) FEEEH

BT, 7T R RN L OBATRED 12% (5/406) . 7/ A~ THEREHED 1.5% (6/404)
IR BTz, Z0 9 HIRERIE L OREMENH D LHE SN TG, T ' ARNLOBAT
BED 0.5% (2/406) . 7/ A~ THEGEED 1.0% (6/404) (RO B2, 7T BRI DOBAT
HCTEERAETFS L UCHRE SN EMEERX, FLFE breast cancer (14), A AU/ —
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