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22 ERABEEZFROXEIZKLSHEHHA

ARBRSINP OFE T IO FEE 7RG FFEG 2 B L I Ot IL, R OIaBia i
FCFOT (FEV 2 —/153), MOBEERAEFERFRZIIOVTIL, BRICRIBEE 72 2 Fr L3R
D BTG IR F SRR Lz,

3. ERFRIREED T

HE Lo T R CORKRREE B IZ W T EMOERFHEHEK R —R T 1 5 b DZEAL
EELD, EY 25 Ol 2 OIGBRBIEREEFICRT, 7 b— B3R REAREHE B IZ2
W, V7 F T =T OV THEY 22—V 537 R T, MiEA LY T MBI 5 K
FRATHE RIXEE 3.1 THICERNT 5, LT/ A~ 7P O ERITE 3.2 HIOR L, ZOMo%
VBT D R REM O ML, X CH 33 HEICENT 5, BR#~—I—Iz 20T,
Y a2—/L 273 TERL,

TR R O R FIEO I BRI, CTCAE version 4.0 H AFERR JCOG MUt » TEFHE L
7~ BRI S E A -, BRIRHIEIE B Ic DWW T, 7 L— RO CTCAE version 4.0 0 A:E
FRICOG R x % 7-1 T d, 7ods, 25 & Lo &M IS 24 ERR B 3R O 2 BT
TlX. CTCAE version 3.0 (21> TiEF L7 HE EE MBI AEHE L H V2 (M2.7.4-G-PMO/HALT %
57),

31 TFILTIUHEMBHILL D LIE
3.1.1 Japan Safety Analysis Set IZHTDT7ILT I UHIEMBEAIL S D LIE

TU— K24 T DT N7 2 UAFIEME D LY U MEDIK T, T A~ 7 RHEAE 0.6%
(4/633), 77w REEATE 0.4% (2/535), 7 L— R 3 DIKFIET ) A~ 7 EEAFE0.2% (1/633) |
T L— R4 DIKTFIET / A~ T E7H02% (1/633) (IAS # 5-12), X"—RAT A U NH 27 L—
RULEZAL L7988 13, 7/ A~ TREAFH 0.9% (6/633) OV 7 B AREEATF 02% (1/535)
RO b (IAS £ 5-13), 7/ AV THEEH0.5% (3/633) 1%, TRBRFEMFHEEICEUE &
NIFHERE S0 9 B, D7 &b 1 EIBLETT AT I UAHIETE A VS 7 JMEA 7.5 g/dL il
Thotz IAS £ S5-1.1), TL¥ Fuaxr— METIEERIZHEY T2 7 V7 2 U HiEmiE oLy
U LMEOE T IIWT I bR bR T,

AR AMG162-A-J301 }2 T 20050172 DWTHUZBNWT Y, 7/ A~ T HOELRIA 1 7 A
BOMIE DN T BREFRAEIIR—R2 T A N L ThT IR T Lz, Z oW o i h
Ny METIREMIMERT 5 2 & 137 < A& ORIl TR EE TN — R T A O KYE
(R > 72 GRBR AMG162-A-J301 TnfRiesh & —EEMI] X 15.3.1-6.3 X TVIAS X 5-1.1),

AR AMG162-A-1301 TiX, 7/ A~ T7HET, 7 BAREFL LI LT, 77 I UAHIEMTE
AN T MED DT NI TR G046 1 » HRICRO 6T (T ) A THON—2F 1
D OEAbE R [P 5 #F] 1 —3.2% [-6.3%~0.0%]. 77 £ REEOME: 0.0% [—2.1%
~22%], 7L v Rax— MEDOM: 2.1% [-4.2%~1.1%]) GRBR AMG162-A-1301 JEBRIAFE
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HwEE [CEEHRY] £153.1.773), Fothoeipi T, 2RO PRECEREERT
RERBENTRL, =2 T A E LR O BN 4 MR Lz BB AMG162-A-1301 4
BRGIEHREE [THSBH 153.1-63 BRUA#* 153.1-773), &5 24 » At (ZOHEBRT
ODEBRESHMOFEEKIERH) ON—2 74 b OBEEOFRE (Q1, Q3) X7 /A~
TEET-1.1% [-3.2%, 2.2%), 77 BERBT0.0% (-3.1%, 22%), T L > Fep— MET-1.1%

(—4.3%,1.1%) T o 7= (5 AMG162-A-1301 {REBEEEHEE BB #£153.1-7.73),

B 20050172 T, T/ AR TERT, 779 ERBELERLT, TATI CHEELE LAY
7 AEODTHRETAS 8 HAERUERGRKR 1 » ARICFEDO L (8 HA: 14 mg Q6M &
~5.8% [~7.8%. —2.7%], 60 mg Q6M F£—6.4% [-8.2%, —3.1%]. 100 mg Q6M #¥-3.3% [-5.5%.
~1.0%], 7 7 B REE0.0%[-32%.32%]. &5 1 » B4 44%[-8.0%, -2.1%],-5.4% [-8.3%,
—-2.2%], —2.2% [-5.2%, 1.1%], 0.0% [-2.1%., 3.2%]) (B 20050172 iRBHEEREE R
14-7.12.1), FOfOERE Tid, ZEOPRECKEHB TREREBEWIR, 1—RAF
A ED B 4% D EFHP & HERR L2 (BRBE 20050172 BB EREREE K111 RUFE14-712.1),
512 3 AtE (ZOEBRTOREHOREHEAFERER) OR—2F A b 0RO R RE

(Q1, Q3) £ 14 mg Q6M HF-2.0% (-3.2%, 1.1%), 60 mg Q6M #£-2.0% (—3.3%, 0.0%), 100 mg
Q6M BE-0.5% (—4.1%, 3.3%), 77 EFEE T 0.0% (-3.2%, 2.2%) Tho7= (B 20050172 1A
Bredh s E & 14-7.12.1),

312 HNESEHRICBTAT7ILITI VBEHILL I LIE

1)  Primary PMO Safety Analysis Set [CHITA5TILT I VBEAIL LI LE

Primary PMO Safety Analysis Set TiL, 7 / A< 7O 64 (01%) R U7 7 BREED 44 (0.1%
i) IZBWT, AT CHEME Y 7 L OET L CTCAE (version 3.0) 7 L— K2
ELE (FNFNA—RATA 05 27 Lb—FOER), 7/ A7TETE, WTh)HofF
EHER T L — N3 T 4 DMELA 7 AMET 2R LEERFILT R s, 77 2R
D 1ATIE 7 b— F3 OETHERD 7 (M2.7.4-G-PMOMALT 3 40,M2.7.4-G-PMO/HALT
IAS 32 SP2-7.2.2 RO SP2-7.3), MR EHEOA 24 (0.1%KE) 1Z, BRI EE R E
SRRSO 9 B, AR ES TR ETT AT S CIEmME S 7 AED 7.5 g/dL F
T H o7 (M2.7.4-G-PMO/MALT TAS 5% SP2-7.4) . Bl 1 4 (A8 20030216 O@yER4 " "0071)
T, 7/ A7 5533 » AROBMEME S 3 v 7 24049 KIBEMERME (- X 5 AR
f1i7, EFEE TOHE TMF AL Y AED 736 mg/dL (1.84 mmol/L) Thoi-,

B 20030216 Tik, T/ AR TERT, 7Y RERBCELT, TAT7 I CEMEMBEI ALY
LEOQ DT RETHEERNG p HECEDONE (T /A THOR—RAF A4 U LOE
(LR g [P AzEBaBE ] —2.1% [-5.2%~1.0%], 77 EREEOM: 1.0% [—2.0%~3.2%])

(35% 20030216 TRFRGRIEHREE # 14751, o2 TIE RO PR & 58 O
BMIAR L, AT A ED BRIE%OE N & MR L7 (M2.74-G-PMO/HALT & 3), #
5363 A (Z0oRB COREHMOEEITER T OR—2A7 4 e OEEOFREQL,
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Q3) 17/ A THET2.0% (-5.0%. 1.1%). 77 BREET-2.1% (-5.0%. 1.0%) ThH o7,
R 20040132 TliE, &5 1 # ABROT VT I UAHIEME ALV T DMEOSR—RT A ik
DAL (PYAE [Q1, Q3]) 1X, T/ A~ T HE-3.1% (=5.7%. 0.0%) . 77 & REE 0.0% (-2.2%.
32%) Th oz (FRER 20040132 nBRARfL T E % 14-16.2.2), € OMOERF R TIE, 2R
D P RAE N G RERT DO MT 2R < L R_R—Z T A MED BRI % DEGPHN 2 MEFE L7
(M2.7.4-G-PMO/HALT X 4), #5-24 % Atk (Z ORBR TORGIDORARIERF ) D~—
AT A IS DEFEOFIAE (Ql, Q3) X7/ A~THT-1.1% (-5.1%, 1.9%). 7%
REET-1.0% (—4.0%., 2.4%) ThoT-,

2)  Primary HALT Safety Analysis Set 12§72 7L T X VHIEAIL O LE

Primary HALT Safety Analysis Set Tli&, 7/ A~ 7HD 34 (03%) KOT T EHRHED 14
(0.1%) IZHBWT, TIT I AHIEMIGE LS 7 LD TH CTCAE (version3.0) 7 L— K 2
ICELTE (ENENR—ATA 05 2 7 L— ROZE(L), BW&EERIZENT, WOk
fiRE R T2 L— R34 DMIFE AV 7 ME T 278 LI (M2.7.4-G-PMO/HALT # 41,
M2.7.4-G-PMO/HALT IAS % SH-7.2.1 }x O'% SH-7.3) . KOV T IOl CT V7 I >
FHIE M 27 V> 7 MED 7.5 g/dL Kl & 72 o TR 13N 725> 5 72 (M2.7.4-G-PMO/HALT 1AS
7% SH-7.4),

ER 20040135 TlX, 7/ A~ THET, I RBECH LT, 747 3 UMHEMB ALY
DMEDODOT AR TR EGHIA 1 » ARICEO DN (T ) AT THOR—=ZA T 4 DO
ez g [Q1, Q3] : —2.7% [-6.4%. 0.0%]. 77 EREEDME: 0.0% [-2.2%. 3.0%]) GX
Bk 20040135 1RBRIEREE £ 14-73.7), DBEORFEOT VT I AHIEME I V> T MMED
HRAEICIX, 7/ A~ TREE 7 T B RBEOR OEWTRD b - 7z (M2.7.4-G-PMO/HALT
4 5) 512 5 HEOWEREREDO T VT I AAHIEMIE A VS T MEIZN—AT A AMEZE A,
PUs_R—AT A U EBZ DIEEHER LT,

AER 20040138 Tix, 7/ A~ THET, I ARBECH LT, 747 3 UMHIEMEA LS Y
MEDDTHRIE TG 1 4 ARICRD b (F /) A THOR—2F A 5 b 0%
o [Q1., Q31 : —3.3% [—6.5%. 0.0%]. 77 ZAREEDAH: 0.0% [-2.1%. 3.1%]) GABx 20040138
IBBRARFE RS K 14-7.5.5), LI OFHERER THEAMIIN—R T A L OKEIZRE STz,
(M2.7.4-G-PMO/HALT ¥ 6), #5-36 » H1&2 (Z OB CTOREG IO HEARERF ) D~N—
AT A IS DEEOFIAE (Ql, Q3) 1TT / A~ THET2.6% (—1.0%, 5.6%) K77
TARRET2.1% (-2.0%., 48%) Th-oT-,

3) BEEEEBREIIBTST/ATIR5MHB4BERV10 BEOILEAIIL DD LEHE
B 20010223 K& O%RER 20060289 (235 CTF / A~ 7 & G-BItA RN MG o v o o A% JE
L7z R 2 LA RIS T,

B 20010223 TIHEEBLE 4 H BICHIE ALY 7 L E2HE LTz, ZORBRTIIT LTI v
HEMIE D N> 0 AP RER TR TOT ) A~ THTHhT KT L, 2R iZ4HET
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—3.0%~-43%, 1 » AFFHET-1.1%~-39%Th->7 (FE 20010223 EREEREE £
14-7.1.2.3) AN 0 DE(LEO PRBIRFE OF M & & ISR T A VARETUIZRY
WEAOEAIC BN T, &7 7 A7 TBHITEN TRO=R T A s b OE(LEA-43%% FE
B Xl hote,

B 20060289 (TEKER 20030216 DEITTOEREB SRR THY | MIFH /L ¥ Ll 10 H
AECHEERBLIE 6 » AL 0l Lz, ZORB T ayEBaicd L TEER T T/ A
~7&%E LT (60mgQeM). 2 A EEA T, 2 < L6 10 B HORE E TRER
AR LT T ERNGT S AT ~08 0 B2 R ERE 20804 (BB 20030216 0 7T £ AREE)
BOF J A~ 7% 58 2207 4 (RB& 20030216 OF J A~ 78 o 07— 8B LNT
WA (B 20060289 RBRREREE 24 v ] FR03:T1TRUTFE03-722), S—RATA
(BRI 20030216 OFEE 36 » B ERR) QM A 7 AMEE PR 3E SRR &R
bt GRS 970mg/dl [2.43 mmol/L], RHIFE 58 9.70 mg/mL
[2.43 mmolL]) (GRER 20060289 BB IEREE [24 » A] FR03-251, 7473 UMEM
BH AT 7 AEORER 20060280 D<—RA 7 A 05 10 HBE TOETEOFEE (Q1, Q3)
2, TEERNLT AT ~OY ) B2 5 (3.1% [-6.1%, 0.0%]) &7 ATk
BERE (-2.0% [-51%, 1.1%]) OB TRERENIEED R -7 (B 20060289 75
BiefhisE (24 » H] £ 03-785),

4) TFLrFRR—ABHABRICHS T HMEAIL D 2 LFHE

#BR 20050141 B O 20050179 2 FAVT, 7/ A FIC L AMEL VL D LEOESN A T L
o= b & HlE L7 MR & B EBERMIEE 12 s HRTE -2 (7 7 A= 7201 5),
WTNORBRICBW T, MRS T B OB M 2Ly AR ST B, Bl
T HEEERIZ ol RE 129 HET /A7 REHTOBCEOFRELZT LR
op— MEEHTOME —B LT BB 20050141 0.0%, 3HE 20050179 -2.1%) (3R
20050141 EBRBIEHREE X111 BT 14-7.1.5, 3B 20050179 {EBHBEHEE K 11-1 &
Ak 14:71.5),

32 T/ A IhiERE

ARERERAORED, RERSYFERTHAEELES S, 7/ A7 MEE /70—
FARECHED, 6 y AL ET /AT 25 Ehe NUAOBEERE T, SHETH
ERER (35%~76%) RO (20%~47%) OERFERD oA, Zhoofifkic kv,
T/RARTOI VT Z A3, BAFEARZ A—FOBEITNEL Bol, TOMIZITE
WILREAICRAT ABEEEMFIRIER Rz (V2 — 24 F4T1TEH), —77,
AR - B SR EAORE TR~ 72,

TARTOHBERERBRRE OBERBRCT / A 70T 50 ELBET S 20 REOEWE
By FEE2RRE L, BYEaMet L, ERIEERLET Y v P FEERERIC LY,
ek FE®EE Ry J—= 7 Ui, BEOEGE, s A7t F 8 mRNA BEHO

g I
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HEZ L0 PRIFROMER AT - 72, GBI R 53 4 FIE R OME ~« R B
RiF, €Y 2—A 5353 OREREICETIHEREEICT T,

B AMGI162-A-1301 TiZ7 / A~ 7R GBI C 14 (HBETO8) (0 ihBRIER 50161
#» AR A TREIESHBEH S (02% [1474 4 ), &EEFuEoREE—EME TH D AgE
FH O FOHEOMER . CIIE TR R ORI B S i o B AMG162-A-1301
IBERRIEEE [CEER] #£153.1-101.1, [B#] #£153.1-101.1, BT 153.1-101.2),
F7o, BEeiiERboORE TR AEFSRORBBIEO bR (B
AMG162-A-1301 IGBRGTEHEE (ZEEHRH] —E#162.73),

HA A B & & g b L7348k 20030164, 20050172, M TF AMG162-A-J301 (7 IV T HifE S
M ‘ézm‘: FZO1AHOLTHY, FOMZITREESHERCPIEIRE Shido 2,

EAGRHGEICHCE TR TOBRERBR CT / A~ 72 RE L iEREE 2072 10895 4 0
WEED S H 44 (04%) IZHEESHTEBESED bh 2, R ahEfiEolz s A Sid—
WHEORR Thol, 7/ A7 OBEERREIHE (fhoEBHEKY &) BT, ZhET

AR s TWRy, e, BEEEEE R LEERE BN T, T/ AYTD
BT 07 7 A MCRBITFR D b TWia Wy, BERTT S R 5 JA| R OAIE 2 B2 2 8A

PREAICRIETEEIGES LTV (F5221H),

33 ZFOMOEBEBENTA—4
3.3.1 Japan Safety Analysis Set IZH T2 F DO EBERE/NT A —4

CTCAE 7 L= F Lo L2 % L Uiz mig A R O s i & R~ 21
THRTHIBWT, ZLASOBREER TREHM THL W RENIRD ONERD ol T/
AwTECTT AT I VRER AT Y AMERD, MiE~ 7 327 AMEREM, ROUnE U B
D OEENE R Ui iRE 0BG MR T 7 1R L e UMl EE BN Ao L7 (TAS # 5-2.1.1
~F&521.19) 2B, AEEEL L TRESNEZLOEENRTH Y, £< 0L IERE(TERM
L OERR EEEE 2L O TR L EhE (IASE4-2.1),

FL—FR3IXF4O b7 AT 2 —EF{EEMIEEREHETED SN (IAS F5-2.2),

TL—F30E I A EMER LEHEREILY 7 2R 02% (1/535) THho, 7/ AT
Bucii oz (1AS £ 5-2.1.10),

i 2 OFEFER T, S ETERBSINZBEERB RO N TWA T AT I HIEMF
A AR U R BT ALP Wb A BRE | A PR A R O TR R A T 6 e
TS bk hofn Bk AMG162-A-1301 1ABRMIEMEE (CHEBRM] #153.1-7.1.1
~3%15.3.1-7.6.3, B 20050172 {BERRTEHEE #14-71.1~3% 14-7.11.28),

B AMG162-A-J301 T, 7/ A T7HREUT Ly Fefo— MET, 7 2REEL L
T, 2307 R BESEG 1 » HRICRD N (7 AT THOL—ZA 7 A 60
28 (b SR o il [ DU A7 a1 —10.1% [-17.1%~0.0%], 7 7 R EEOE: 0.0%[—7.4%~8.6% ],
Tl o ge— FEEOE: -53% [-12.8%~3.7%]), %524 5 A% (ZoOEBTOEKRE5H
DEERERER) OR—RA7 14 b OE{EEOPRIE (Ql, Q3) EF /A7 HT-32%
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(—=12.2%. 3.0%) ., 77 EHREET 0.0% (=7.4%, 7.5%). 7 L'> Fax— MEET-7.4% (-14.6%.
42%) Th ol GRER AMG162-A-J301 JEBGRFE S & [ HEMB] # 153.1-7.7.2),
ALPIZBILTIX, 7/ ASTHLOT L Ruex— MNECTT 78RR L L TG 6 »
ABITBODRRD NI (T ) AR THON—=AF A )6 ORI YAE (U5 Eeki ]
-36.0% [—45.2%~-28.0%]. 7" 7 CRBEEDMHE: —11.5% [-20.4%~-19%], 7 L > Rux— Mt
Dfi: =31.1% [-40.3%~-21.4%]), 5 24 » A% (Z OB TO Gtk G- 0 ek E R 5)
DR—=ZAZ A B DOECEOHPIE (Q1, Q3) 1LT / A~ 7T HET-34.6% (—44.8%. —25.3%) .
7T AREET57% (-15.0%, 48%), 7 L Rrx— MET-31.7% (-41.4%., —223%) Th
o7z GRER AMG162-A-J301 {1 FE RS+ [CHERY] £ 153.1-7.7.1), 2B, UKD
ALP % 5 907kl AMG162-A-J301 CHIE L 72 X CTO BB AEEIZ I TRUBRBAARF I IEF i
Zor L CW 2 B SR BR R i B 2 R LRSI R SRR TR b o7
(B AMG162-A-J301 pBieshms & [CEEM] #* 153.1-7.5.1~% 15.3.1-7.6.3),

B 20050172 TlE, 7/ A TEET, 77 BRBEE LT, MIF Y B 23 5B %
LT b GRER 20050172 1RBRiefL G & # 14-7.12.2), e b RE 2B 13IHKR G 8 H
H® 60 mg Q6M B TRED H AL, RX—A T A b OE bR P I [ U0 St 13-16.3%
(—22.2%., —5.7%) Toh o7z, FFLETT 7 2REETIE23% (-5.1%. 7.9%). 14 mg Q6M Ef
TIE-0.2% (0.2, —0.0), X% T 100 mg Q6M #ECTi3—0.2% (-0.2, 0.0) ThH-o7z, #5 12 » A
% (ZORBR TORLGHORMAERFK) OX—R2T A b OZEROFRAE (Q1, Q3)
1. 14 mg Q6M A£—2.8% (—10.0%. 3.9%). 60 mg Q6M #£—6.1% (—12.5%. 0.0%). 100 mg Q6M
BE-5.7% (-13.2%. 0%). KOTZ7EREET 0% (—2.6%. 5.9%) Th-orz (GRER 20050172 1A
BB s £ 14-7.122) . 7 ) A~ TREOWERE 15 4 (14 mg Q6M #f 5 4 [9%] . 60 mg Q6M
74 [13%]. XKV100mg QoM #E3 44 [6%]) T, X—=ZXT7A4 D7 L —R0nH 7 L—F
2 ~OMF Y O NRD Nz, TTERBETIER—ATAL DT L—R0NHL 7 L—FR2
~DOMTE Y VD DNRD SN HRE 1T hoTz, £, TR TOTREHET/L—R3 U E
DEACE RO T-WERE 1T\ 2o 72 (BRR 20050172 TRBRRFER L £ £ 14-7.6.5),
ALPICEALTIX, T/ A THET, 77 BRREL IR LT, 52 » AR X VD BRD
b7z (FRER 20050172 TRBARIE RS £ £ 14-7.12.3), ORI REITHRG 3 » A O
60 mg Q6M HE TR H AL, N—R T A LB OZAb il [ U557 Bt 113-37.1% (—40.7%.
—25.5%) Thoto, 77 EREETIERFERT4.0% (-13.0%, —0.8%) Thot, &5 12 »
A% (ZORBR TORGW ORMEAER ) OX—=Z2F A b OEEEROHIME (Q1, Q3)
%, 14 mg Q6M F£-31.6% (—-37.7%. —18.4%) . 60 mg Q6M #£-33.9% (—47.3%. —28.4%) . 100 mg
Q6M FE-35.8% (—48.1%. —29.5%). N OT T AREET2.6% (-10.9%. 53%) ThH-o7- (R
Bk 20050172 1RERFEHREE £ 14-7.123), WTHOEERIZEB N TH, 2B Lo/ L—
KD ALP b 2380 - R 1T v o 72 GRER 20050172 1RBRRFEIEE £ 14-7.6.11),
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1) Primary PMO Safety Analysis Set [CH 1T 5 F DMODEBERBEE/NNT A —4%

Primary PMO Safety Analysis Set Cid, MEAl FRER CMiE AR EIC R SHETHG A
REWTIRRD DR oz, HlEAFERER G FBRERRICBWT, CTCAE 7L
= N LEOEMTERTHY | K ORERE T A7 4 ED L OBENICERO B A E(L
(ﬁv—%®1&%UL®EM)@;®6nﬁﬂo#(MZMG$M@&%IMS%$%JL1
A5 SP27.117) .

Z L= R 3 ik 4 OEERERFTOBEEIME BERECR SRR TRV Do
oo L, L= FR30miF) SBOORREDTT ) A-TRER 04 [02%]) TFZ
AR (BEEBRE R L) LER L ThThiEmmom (M2.74-G-PMOMHALT & 42), 725,
T EAREO 1A 01%RHE) TEAL—F40 0 v PEDLNE,

T —=RF3X3 40 b7 AT I —VEEFOBREC REHRE TEVWEIRD 520
27z, (M2.74-G-PMOMALT # 42), 7L — F3D U A E AR LICERELT /2 A~
TESA01% THY 7 ERBETERD b o i, 2 4 (FRE 0072 R (r™"0073)
T, EF®SELROIZFOT I/ MR T = 7 —ElEMS, EFEEEEBRO2F0o e
HENN & RIFRZ R L7 GRBR 20030216 TEBRRFE@REE —B# 1-5.14)  fBrE 0072 13
856 H HIZHFHi Y hepatic neoplasm #3588 B fL, % O 7= HIEAUMETE B IE E 1% [ decompensated
chronic hepatoxicity] B UMEAK ascites & X 7= L7z (ABE 20030216 {BBRGRIEREE —&EF
1-414), 1020 FRICZ L —F3DT =TI 7 b7 A7 27 —FHM alanine
aminotransferase increased ([ALT]212 U/L) 27X 1097 BRAIZZ L— 3 O E D A 00 blood
bilirubin increased (68.4 pmol/L) #SFH Li-, #&E ™" 0073 3 709 H BIZHERE pancreatic
carcinoma & 2HrEf, BBTHBWEZ S L= R3O ALT, TARTIX L BFI ) N7 A7 27
—1 (AST) B8/ aspartate aminotransferase increased, & TAE U /L& 2 HEM blood bilirubin
increased 2338 L7z (£ F1 504 UL, 280 UL, FOF 1385 umol/L) (BABE 20030216 JEHE
FBHEE —BER 1414 RU—E#1514), ZOWBRETREOERREEHALN 1 » H¥E
\CIERE D 1= D FE T LT,

2)  Primary HALT Safety Analysis Set (ZH (15 F DD EERBEE/NT A —4

Primary HALT Safety Analysis Set Cid, M4 (R R CIEFFIBRE &SR THL
RBEWIERO b d o T, HMEAEFRER CIMEFRIBERRIZEN T, CTCAE 7
L— R EOEMIZENTHY  KESOEBRE TL—2 7 1 VEI S OREEICERDH H L
M(ﬁv—%ﬁl%%uL®EM)@;@%ﬂ@ﬂot@m146mmmm1ms%SHiu
~ SH-7.1.18),

ZL—F33E 4 OFEFEBEREOHEEIE BRECKREHEBRTREWIZED b -
7= (M2.74-GPMOMALT £ 43), 7/ A 7HD 44 (05%) Tid, Y —F3XiZ4 oM
Y VDB, F L —FR3IRC4D 7 VAT I —ElEERORBERET, 7/ 2
VRIS ERBE T E NS, VAT I -FELAOERD S L, EFES

97 kTR GRIE AR FRICE &
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PH EFRD 2 LA Lo B U v e N & RIRFIZHEIBL L 72 b Oid7e 0o 72 GRER 20040135 {55 R
RSS2 14-7.5.1 K OEER 20040138 JREBRAFEESEE B 1-4.19),

4. NAZNLYA Y, BERMAMERUVREEICEET SithDERTIER
4.1 NAZNLHFA Y
411 ERENIHEARRTERNE I BRRIZETAN\M 21

AR AMG162-A-J301 J TN 20050172 OWF AU T & UHER M ORsRI M, Akia%L,
RIR, RE, UEBMILIZK L, 7/ A~ 7 OEETIRD oo G AMG162-A-J301
BB S [CEEMRE] 51251 H, [RE] KOWER 20050172 165 FEHREE 5
11.12.1 ), A Z A CBRT DER TS (IRME, &imE, SR, Rk SR, (K
RIR) OFRBRIC, FHEHM TEWITERD b o7z GRER AMG162-A-J301 JRBRFEFE RS
£ [CHEERM] F122H, [EM] KOEER 20050172 EBEEREE 5 11.1 1H),

412 HSNESERRICBFTENAZILTAL
FRBR 20030216, 20040132, 20040135, KT8 20040138 DUV HUCIBNT S UG K& OFEE
e, Rda. IR, RE, SUIBMIICX L, 7/ AT ORBITR D LR T-
(M2.7.4-G-PMO/HALT IAS % SP2-8.1.500, 7% 20030216 VHBAMFEHE £ & O 20040132 iR
BRAG RS #, M2.7.4-G-PMO/HALT IAS 3 SH2-8.1.500, M ONMZERER 20040135 JRBRAFEH L
TN 20040138 TRBRIRIERIEE) . /A LA BRI D ERRA RS (RME, & ifE,
BEIR, R, B ORBIRIC, 7/ ATHET TR L OB TEWITED bR o7
(M2.7.4-G-PMO/HALT IAS % SP2-6.2.3 1'% SH-6.2.3),

4.2 LERFEM

7 ) A= 71X RANKL X9 B @0 EAE (Kd:3x 107 M) LHREMEEZA L, £/, 1
BT 150kD TH 2D Z £ 5, invivo TOLAGABIEOHEREN KB~ AIEHIR S b, L
7273 -, human ether-a-go-go-related gene (hERG) 1 U 7 AF v /L ZFLET D010 (3
kR LEWE L 138720 . 7 7 A~ 712X hERG F v RV & EEET 2 ERIT /W EE 2
S5, KM TIE, I =74 Pz TS R ORI OM, 12 5 A/
MR TR G-I & OEE I IS O BRI 21T o 7o, 2D ORBRIZHOWTITEY 2
—/L 24 F23HTENT 5,

e 72 B A AN BARR% 2otk 256 42 & L7273k 20030164 2 O H A A BARR B4 B HLERIE B & 6 42
& L7-3R 20050172 Tik, DERBRAELZFEM L7z, WTHoOREBRICEBWTH, BRRNICE
Do LRI, T/ A TEEIZL 5 QT/QT ¢ MR ~DOREI IR S i ho 7o (R
20030164 JEERFRFERSE 5 11.12 T L OB 20050172 GBI GRS E 5 11.12.2 1H),

IHE2RBREET 17 R B O85OI LEXFHE RORAME LA T 2 — L 55
53.53 HITART, A, OERFEHG A S L 72 2B TlE S TR ToLERM R
HO—EREZO, BRI, 7/ A~ T EEIC X D2ERMICEEZ2OEREF IR b
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o l, SHIZ IEFEHZ FREAME D VY 7 LMEOK TRED LN HBRE BN T,
BRI 22D EX R IR B 7o T2,

4.3 EEBFE R R OB B a0 E T

FERERFBR CIX, A (9~161%) JIEFH A =27 A i, 7 /7 A~ 7 25 X 50 mg/kg
ZH1EN16 » AMKE THREG Lzt 25 (AUC IZES &, HEEEKEA RO 100 £12H4) G
B 103981) , ‘BR#~—m—MET L. BAKHEEOCARKAGEEIZRE KT LE (97%~
99% DI, VI 50> R BLEE H ok FRENY) & O LElEC p < 0.05)  (Atkinson et al, 2005), F7-.
HEIR OUERRE OB SRS RBR I 31T D I KRBT DY 69%~82%H NN L 7= (VAR 5- 0D PN L4 Hi % IR
i & DT p<0.05), BLEDZ &G BB OINHN HLF] U7 B iR EE D LA 23R
Sz,

R 20010223 (12 % H). #%% 20050234 (12 » H). 7%k 20030216 (24 » A KO X% 36
H H) . KOGAER 20080098 DFNZENDFAMRYT 7 A X T ¢ WONTEHER 20080287 (FAER
20050179, 20050141, 20060237, K T* 20030216 DFARERO P IEE) (2B TH AR
T OVE R RE AR 23 320 S 7= GRBR 20010223 JRBRFAFEHE % 14-9.3.1 KO
11.12.5 31, 3Bk 20050234 JEERRFEHREE & 14-9.2.1 O 11.12.2 T, 3Bk 20030216 755
RIGHEE £ 14-17.2.1 O 11.12.3 T, 38k 20080098 EEGRFGHR A & £ 14-11.2.1 LU
10.1 ZH, A7 ONZEER 20080287 {RERIGFE MR AT & 2 9-1 MOV 9.2.1 TH),

BRI O R, IEH 2 EACE K ONER e A AL O FT RS bivie, —F . Bk
it XATHRAENE R OFT RITFE SO G ivie o 72 GRBR 200300216 JEERFAFE#REE & 14-17.2.6 &
OF 14-17.4.27 38R 20010223 RERF RS & 2 14-9.3.1, 508k 20050234 JEERFE RS 3 &
14-9.2.4 KUK 14-9.3.26, 7R 20080098 TEBAMRFEHR S+ & 14-11.2.5, 14-11.4.19, KO
14-11.4.27, W ONTHER 20080287 {GBRIEFEHR L E £ 9-2),

HHRERRFIRHMEORER, 7/ A~ THTIX, 778 RREXIEIT LY Fax— ML ik
LTHYVETY VI OETIA/REN GRER 20030216 1RBRRFEHIEE £ 14-17.4.25, Bk
20010223 {GERIRRE SR A E K 11-11~3K 11-14, L U5 20050234 1nBRie AL & 2 14-9.3.25,
B 20080008 IRBRFAE IS E £ 10-2), XD, T/ A~ T EEIC X D BEHEEROE I )
HHENZ LY. T IV A7) AFRROBA BB S GRUR 20030216 TEBRRFEHRSE &
11-18, 3Bk 20010223 JRBRFRIER L E 2 11-15, Bk 20050234 1R FEHREE £ 14-9.2.5,
J OV 14-9.2.5.500, 7R 20080098 inRiafE R E S #£ 10-1), 7o, 7/ A~ T REHIERZIC
B R RO REAM K OVERLRRIE e RO RFA 2 S0 L 72 38R 20080287 DfER., 7 7127 U v
ORI 1 BRIARR T ToRK TR S GUBR 2080287 sl fimGEEH £9-3). 7/ &
~ 7 ERENCG X DRITAHTH D Z LR E T,
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5. HALGEREBRERTKATICEITHLL2MH

51 REM%EER

511 HWMHoKHABROREMOHER

51.1.1 Japan Safety Analysis Set IZH [T 2R EHBETOLREHDHER

Japan Safety Analysis Set Ot (65 AT SILLL B, KOV 75 Rl XUFLL B) 12 X 585
HEHTCOREFREONEERAEFROMREL IAS £ 7-1.2.1~1AS £ 7-128 IR T, 728,
HOYEMRNTIX, 7 A~ THEARI RO 7 B REEA G TR 5, Ky oFERLRIC
BT, HOERM KOS MOoERICIT 2 & 58 TRERICRE 2E Y (BE E 10%2
FoZE) TR T2A3, BNHEAER nasopharyngitis (7 ./ A~ 7 EETO 65 WA 46.7%

[78/167] & 75 m%LA | 35.9% [52/145]) ZTEMEBIENE osteoarthritis (7 A~ 7 HETD 65
AT 6.6% [11/167] KON 75 A 10.5% [51/488] & 75 LA | 20.7% [30/145]) . K OV
1 dental caries (77 LREETD 65 Al 18.1% [28/155] & 75 LA E 6.2% [8/129]) (2>
WL, oMM TRIRIGEVR R O, £, BEHFHTRERIGEVWRAONTH
FEHELQIL, ERMEBEEIE ostecarthritis (75 WL L TOT ) A~ 7HE20.7% [30/145] L7 T +&
WRE8.5% [11/129]) Tdh o7z (IAS # 7-12.2), TH b DHEROEKFEHRITITRE 2@
Aomolz (IASF# 4-2.2) Z b, AEERD BAVToE T 65w b OV 75 L Lo
WREL DD 2o T2 Z DD, BEHICAEEELORBURY AL, BELLLEE T,
T ) AT TG LT 7 B R CoEE OWERE (65 M LRV 75 L) 12T
5 EELAEFEFZOSRBEHRIIEFE L0 @ VEHIIATRD Sz, S5 TR 2
RO LR o T2, (TAS # 7-1.2.5 ROV IAS £ 7-12.6), BEHRER CHERAEFRO2R
FELRICRKEBWVIRBO R0 o7 (IAS & 4-4.2),

Japan Safety Analysis Set ORE (40 kg A3, 40 kg LL_E 50 kg A, 50 kg LL_E 60 kg A X
X 60kg LA L) 1K DM DEMTOREFRG L OEELRAEFROMEEE TIAS # 7-1.3.1~1AS
FT-1381I77, KB OAEEFRIZEBWT, LML KMo ERIC BT 5% 5HEH
THBRIZRE @ Bl L 10%LL Eo7%E) TR 6N >T2, WS ONDOAHEFRTH
Sy EEFAT J OV A SR IS 31T 5 & GRERH CRBVEICEIE Lo ERH LN, ZHLHHELD
ERFBRITITRE 2E 0T < (TAS % 4-2.2) ., 40 kg A B O 60 kg LU OYEERHE E A3 70
Mol Z EMBBFEICAEFZORIUMRY BNEL, BELLLEEZ X (IASK 7-1.3.2),
HERAEFELORERFEERIC, MOoEFAMKOEGEHE TREREVTEO b o7

(IAS % 7-1.3.6),

Japan Safety Analysis Set DRI (ZMESUTENE) I X DH D EFH TCORFEFERLOEERA
EHL DR T A IAS # 7-1.1.1~IAS # 7-1.1.8 |ZT/RT, KEHOAERERITBT, MBI KL
OBMERNZ 1T 28 G-HERM TRBRICR E EWT (U | 10%2L EozE) ooz,
PRI CRBIRICR S @O O 7o 51372 < | Bl dental caries, $/84¢ periodontitis,
FNZE stomatitis, M OV#EHE muscle spasms (2 DUV TIX B O HERE TR GREMIZ BRI
EWRAR OGN JAS# 7-1.12), T DOFEZROEHEERE TORBRITITRE REWITAS
nigmolo (IAS % 4-22) Z &b, SEIE O NTEWTBEDOPEREL N ViR oToZ &
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M BB HERRORIURO N EC  RE LB LT, BEERAEFROBIREIC,
PRI & O GRER] TR E Z2BEWITER O b o7 (TAS # 7-1.1.6)

5112 SESERRIZETHLEABRTORLEDEE

1) Primary PMO Safety Analysis Set [T 2 E R EHBTORZEMEDIER

Primary PMO Safety Analysis Set D4 (65 sk S IFLA b, KOV 75 skl T LA B) 12X
LD EMATORERR R OCEERFEFEL ORI % M2.7.4-G-PMO/HALT IAS # SP2-6.7.1,
# SP2-6.7.2, KU SP2-6.7.9 IZ7° 7, AEFZOLERFHRIIKREREVITRONAT, K
S OFFFEGITB N T, H R & O 5-FE R TRBLRITEWVITRD b olz, \iflE
hypertension (4E{if 65 AT DT J A~ TRE9.3%, 77 BAREE 11.6%I2xF LT 75 Ll EDT
J AR THE16.8%, 7T BARRE 18.4%) K OARIHEHZ nasopharyngitis (65 kAT DT / A~
B 25.9%., 7T BREE22.6%I2xF LT IS UL EDT ) A~ TR 13.4%, 77 B AREE 12.6%) T
MRS X D RBROEBEVR R LNTZA (M2.7.4-G-PMO/HALT 1AS # SP2-6.7.1) . & 5-BEH
TRERENT R >, EEEOWERE (65 MLl LR 75 Ml L) ClamGRt e LS
RAEFRZOLEREBERNTERE LY Er-o7 (M2.7.4-G-PMO/HALT IAS 3 SP2-6.7.9), 65
A by 75 AT . OV TS sl L O TR, SR CEE LA EFLORBBIRITK
EINBEWIRED Lo T, 65 RO EMICK T 2 EERAEFRORBBRII, 7
) A< TEEN11.8%, 7T BAREE10.7% T o 7208, 75 meATM O 8 M T GRERIE VT
WO LN oT- (232%, 21.7%) (M2.7.4-G-PMO/HALT IAS # SP2-6.7.9), L7=28->7TC, 65
AT DR TR DN R BB OV T, D2V E S (SHEREE D 10%A
i) N—HE R AHEN N S D,

N—Z T A D BMI BB M Tl (30 kg/m® A, 30 kg/m® LI E) | W GHEE
AEFZ M OEELRAEFEFZORERFEBRITH LR OEVTAR < | EIfE hypertension @
FEHERD, BMI 30 kg/m® LU EDESSER (57 A<= THE17.2%, 77 £ AR 22.5%) T 30 kg/m’
K (7 A THE15.0%, 77 BREE 149%) LV @mhrolofzbz, MloAERS (&

FE) OFBLROFEWL, AR RO GHEOWTIUIB N TS 5%ARETh o7

(M2.7.4-G-PMO/HALT IAS % SP2-6.7.7, & SP2-6.7.8, MK (V% SP2-6.7.12),

2)  Primary HALT Safety Analysis Set IZ8 1 2 2 EHBHTORLEDER

Primary HALT Safety Analysis Set D4Fn (65 AT ILLL B, KOV 75 Al XX LL ) 1T &
LEDEM TOREEFRZ R OEELRHFEFROMFE M2.7.4-G-PMO/HALT IAS # SH-6.7.1 X
O SH-6.7.2 127" T, AFFLOLEBIRICKREREVTRO bNT, K OFHFEFRS
IZBWT, BRI L O 5B CRBLFICRE @ VIR b o 7o

(M2.7.4-G-PMO/HALT IAS # SH-6.7.1) . BASiJ arthralgia DFEILRIZIBW T, & G5HEMH T
WERD BN -T2 b OO, EEMM TIREWARD bz GEl 65 AR OT / A~
THE243%, 7T RAREE21.9%, 65 LI EDOT ) AT EE124%, 7T B AREE11.3%), 8B,
75 AT & 75 mLL B OIS CIIEWVRERO LR Do 1o, MOFEFERFRRIZOWTIL, ok
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Ff CORBEOENIM S%UEL T Th o7, mlinfE O#ERE (65 Ml L&Y 75 mll 1)
TG L b EERAEFROBBRDNEFERE LY mr o7 (M2.7.4-G-PMO/HALT 1AS
# SH-6.7.2), 65 kLA LR 75 Rl OF 34 TId, G CEERAFTFROER
ICREREWVTRD SN otz (65 EDT ) A~ T8 33.9%, 77 wREE 30.8%, 75
ARG DT ) A~ THE24.4%, 77 BAHREE23.0%), 65 RO DENTIX, T/ A~ TRt
20.0%K O T B AREED 10.9%ICHERAEFERNEEL LIz, 75 LOEERAERFZOR
BRITT ) A~ TRE392%, 7T BREE32.0% TH o7, D2 DOESEMIZET 5 B58
M OENE, DR RBREBITER T 2 fRetkni & 5,

N— 2 F A WD BMI BIER A EE AT TIE (30 kg/m® K, 30 kg/m® BL L) | WifGHE L
HEFZOREFEFI B O K E BT 2 < FROFEFEFRS GEAGE) ORBLE
DIEWT, SRR R OGO WTNIZIBN TS 5% LT Th o7
(M2.7.4-G-PMO/HALT IAS % SH-6.7.7), HERAEFFRORBIBRIL, WkGHL b, X—2
FA BEO BMI30 kg/m’ LA b (5 A~ 78 35.5%, 77 2AREE31.7%) TIEBMIEE (5
A< THE29.9%., 7T EREE26.1%) LT, K 5%m0r o7 (M2.7.4-G-PMO/HALT 1AS #
SH-6.7.8),

FRER 20040135 TIE TR TLAMEGEERE DAL B, 3R 20040138 TIiX 3~ THMEHERE
DA DN, 238 E b, AFFR, BELAFEFR, HICESTAEFL, HBRED
BHGHIEICE A FEFROLEBEEIC, HEHMTEVNVIRO Dol
(M2.7.4-G-PMO/HALT % 12),

512 BHEHEREEREETCOLREME

Japan Safety Analysis Set ® % PEERT & OFRER 20080098 (S5 5k) % VT BB HIFRIE
BETOT ) A~ T OREME TG LT,

Japan Safety Analysis Set O BYEGRERE TILE 5.1.1.1 EIZFER L7z L B0 | MERIR TRIRIC
KEREBOVRAONT-AERGII RN T,

FRER 20090098 (X, BHEBHIRERE LT DT / A~ T ORI L ZRME T TR L g
THHEIM, —HER, 77 RHERBETHD GRUBR 20080098 JEERFAFEHRE T, #RERE
Z 1.1 O CEERBIS L, 24 » AOREHIRY, &0 12 » AMIZT 2 A~7 60mg & L
{EF778R%6 5 A1 ERTFELEL, 9 D 12 5 HRIZT X TOMBREIZT / A~7 60
mg % 6 » AIZ 1 EE THRET 5, ARBRIIBUEERT OO, BB 1 4% £ ToP%
BT — 2 E T 5, AR TR b 1 EIBLEOIGBRIED B 2 52T - 48 120 4 3%
VTG & 7o T,

AEFEL, BEERAEFS., RIIE-TCAEFLRORBRITR R THELE L T\, 7/
A~ THED 12% (86/120) KO 7 B REED 70% (84/120) 1 1 UL EOHFEFGNHIE LT,
i X< RN mEFEFSE (WTRhORGHECHRILE 5%l ) 1%, &YW back pain (7
J AR THE 8%, 7T EAREE T%) . BAHJE arthralgia (7%, 6%) . SNABHZ nasopharyngitis (7%,
6%) . KOMERE constipation (0%, 6%) ThH o7z, 1T & A EDHEFRIIRIEK NMHEIETH
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i, BREFELOBEEDRH S LM S ETERFRITT / ASTH 1LI%R 77 R

500 CH-tc, BELAEFRIAT / A-TH WK UT 7 ARHE3%IRES L, 24
LIEOBBE CRE LAEEREERIIT / ATHO3 4 25%) [CHE Shairig
& prostate cancer (5 5 2 A ITHERE O EEED L IEFBGIRICS0F L T ETTREEYRH 5
FENTIRUNT A TEO 2 4 (1.7%) 0 {4 S L7 DU REENIR MAREE  arterial thrombosis limb
Tholm, WINOESRL 77 ERETITRESN R o7, KBS, 2808 CARES
Nz (7 A T7ETOLHEE myocardial infarction B UV 7 2 AR EE T O MNESEh R MR EE

basilar artery thrombosis), JBBREDEREFILIIE-FFERELET / AV T7HO 3L ICHES
AL B IEEREE & ORI T L I S 7, ARBRIC B W TES v A ME,

ONJ, BirEEERE, RUHFEEEEHORBIFEO oo, RERIYELT 2 A7
TIERERET, BYEOTEFS, ML, EEE, RUOBEESFEOH 5 FROFEH
T SRR TEE LTy GRURR 20080008 BB TEERIEE ),

513 EBREETERICBTLIREMER

EWMEOBETIEHEI AT AMELEELTEBY, Zhud, 25-t Fed &I Db
EHEHTHED 125- PV FuFrv7 I D (AL b A—n) ~OEBOBDE—HE S
nNTWa, ZOEEMREDTAZ LY, Ay T AOBELEERIRD L, miFsLrs
AMEPME T 7578, BIF RS AT - (parathyroid hormone: PTH) (& L BB 060 H /37
LFHAER I MIED A T AEERHER L X 9 &3 58 BRIINEIA O &R 513 Z ORI
f L CHBiE A T, Lo T, BEESET L 2B ICaRIkEs 535 & e
SOANT T LRHBELICETLESI ALY Y AMEEZRET A ) A7 3@ E LA HEESS
B, 20, BHEEEBEREANSICT 7 Av 7 60mg nHEypEhEE ettt NUREEE
Rt L7z (GRAB& 20040245), Z OFFER% 5 51.3.1 HIZEHT 5, $72. Japan Safety Analysis Set
W, BRI IMIE AL v AEOEE A BRE L (B 51321, 33 & LT, Primary
PMO Safety Analysis Set } TF Primary HALT Safety Analysis Set (Z 3 A Mg #7107 LEOE
PRREAIEFHRE R, I ONT B 20060289 (231 A7 / A~ 7 HIEIES 10 B (&5 ) #oOMmE
Ay AMEC T 5 BN ESHEREE 5133 HIDTT,

51.3.1 BHEEFTEE 2R E L5 20040245 (28 1T DR EERET

FAE20040245 CIIBHBREIEE B H 2RI T /) A< 760 mgDIRpENE, e, ROUEEM
AR L, IBRERMFEERCC. BENICEROHAHEI AV VT LIiES, TAT I U/ME
M3 H b2 7 LPRET S mg/dLA (1.9 mmolV/LAR) SITSEBEIE DD o 7 LAfE & 3% L
7z, BEEAICEWO B H{EH 3 7 AlUEE, BB ICHE AN SR 194 O#EREE O 9
B34 (REE#AEREES, BEEEEREES2R) CRObNE, PP EELTEFES
ELTHESh, Mgy (R 0002 Rr 0 ) Ly S ER AT A O
RN 52207, BEERAL LT, BEMIZEHROH AHEI AT LIFERREER L2340
WREITIWTNE I ALY ARRE S I CDOMELZT TEL T, 34 124 T EEESAERE
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EF O M ORI FIRMERETTEEZ S0 LT, 2honESOREE . kEAREEMSL
R (FDA) kOW#E & T, BlEEELZ G o 8RE Tl 27 LUEFRE O ATReM: %
FRBICT A0, IBRERFTEE I MELREE & 0 FK1000 mgDH L0 b L300 UM E
F 2 DA R CEEE SRR ERE (TP e BT A IGET 21T o 7. AT R OIRRRE
MEEHEEO L & T, BEEETOWBE ., BHAWIRE, TEE, NTEFEOTMEREE S
B3 LWL OVTNI BN TS AREMGIEE CTER LZEENICEWROH S v v
AIE (Mg 2 v o LIRFET.S me/dL A [1.9 mmol/L A | SIEMRIE DR B L3 7 A i fE)
R BV Ao T, BET LI AR EM S EZ 0 b & TRLAATL B I BT 22 i T 5 31
BEBRBE A, BEREOTAT I CRMIEME S A Y T LEEFET S mg/dLAR ~ D{E T 2558
B (HEERE TUT000 34 ESH B 27.28 me/dL [1.82 mmol/L], #EERF TUTO005 kb
43H Bic736 mg/dL [1.84 mmol/L]) (GRER20040245 EBABIEREE BEHRo.D, LavL, @
HREL LA D LAOMAESETLTCEOT, WiRiRED A >0 AEOBERED 8- 7

(RBE20040245 EBRBEREE BB IERUC—ERY), WThoERE IZBNTHE DY
T AMEDETEEELABEFERORBER IR o FFHERICB T AT AT I UHELE
AN T BBEODSR—AT A b OE{LEOFRE (Ql, Q3) FM2.74-G-PMO/HALT K7
(2, TAT I CHEMFEA NS T D= AT A b OE(LROFRE (Q1, Q3) &
M2.7.4-G-PMO/HALT E8IZR3,

FRBOWRELF T, 7 / A~ T7HRE LBHREEE L OFEL ~ TR et LOEERFR
TR LAV, Ei, ARE TR O AEESORBBER OHEE OB R TORK R
EEELTWe, 7T/ A7 OBRINEIER L PR ENET A7 I HEMBFI LT A
B, U, ROTAHD 74 A7 7 Z—EDETF, LCCMmFA ¥ 7 @I RERAE

(intact parathyroid hormone: iPTH) @ EH (REMERIS) ZBrE, mEA(LFHBAE, M7
B, MERBEICREAB(MERRD o hinof, B0 RICm A, A3E TIEEHEE
ENT / A7 OEMEEICEE L 22 LR ERE,

5.1.3.2 Japan Safety Analysis Set ICBITAR—RA A VBRI LFFZ 0 UTFT I A
BlOmMEH I Lo LEIZET 5FHE

PR= ARG VDI LT F =y T F A (Cockeroft-Gault ) (0 HS & WEBRE & 15
~<30mL/min (7 / A~ 7HEH oA, 77 EREESE14), 30~<60mL/min (144 £, 121
£)., 60~<90 mL/min (3624, 3124), 90 mL/min LA £ (1174, 101 4) o8 L, 2B,
VT F=ry U T T RANOEHSERBENTL, T/ A THREHECT T RS THE
BEtLiz, BE51 2 ABOTAT I VHEEMED LT T LI T, CTCAE 7 L— RdD3—
ATA VEPLOBEMCEROELZEl (7L — o1 BEULEOEER U-ghsRE) |
L= R2U EOET 2R LizgiRE ROV L— F3d7 b— R4 OE T &rm Li-gises,
TR R IR A8 U T iiE s L A58 7.5 me/dL £l & R o TR E 0BG ID, -2 T
A VBED Y LT F 2y VT T v AR ERB CEWIGED il hofn (TAS # 722~
#1725,
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Flo, R=RTA VEEOT VT I UAFIEMIE VS T AHEE (P E) I GREE L0 L
TF=2 7 )T T AR EMBCHEEL L T (PR O 9.10~9.40 mg/dL [2.28~
2.35mmol/L]) (IAS 3 7-2.1.1 X TVNIAS % 7-2.1.2), TR_XTCDOT /) A~TEET, WTHOHIE
KFRTCTHRN—RA T A D OOT MR TR e, B TN —RA T 1 VFF
DI VT F=r o )T T AR EMB T, 77 2 IR LS T MME O BN R E
FTREM[RITRD R0 o7 (IAS % 7-2.1.1~1AS % 7-2.1.5),

5133 HSNESEBERRBRICETEIR—XRSAVEILTF=U0 VT I URRNDAILS DL
B i
1) Primary PMO Safety Analysis Set [CE [T 5RXR—R A4 VDY LTFF=U0 TS5
RBOMEH IV LEICET 55T

Primary PMO Safety Analysis Set |38\ T, X=X 7 A VIO I LT F=27 V7 7R
(Cockeroft-Gault 2) |ZE-3& ., #ERE % 15~30mL/min (F /) A~T7#E364., 77 Rt
3744). 30~60 mL/min (7 / A~ 7H#f 14254, 77 2 AREE 1408 4). 60~90 mL/min (2089
4.21244:) .90 mL/min LA | (498 44,469 44 ) 1253 ¥ L 72 (M2.7.4-G-PMO/HALT IAS % SP2-7.5.1),
NR—=RA T A VREDOT VT I UHIEIMTE A VS T NRE (Rl 1, BERERR O LT =
7 T T AR EME CHELL L e (FREOFPE: 9.60~9.80 mg/dL [2.40~
2.45 mmol/L]) (M2.7.4-G-PMO/HALT IAS % SP2-7.5.1 }x "% SP2-7.5.2), 15~30 mL/min &£
PRAE LS HER) D 72 < BB CTOIRE S SE N B o7y, &7/ A~ T RECE G- BtA% )
HNZREDRX—2 T A b OIRT (B5 1 5 ABROELREHRRAE:  $-1%~-2%) DD 5
NIRERE | BHHMXEIRN—AT A VRO 7 LT F=0 7 VT 7 2 AR T, 7
VT X HHIERLIE VS T MEOEENCRFE T R EEHAITRD Sz o7
(M2.7.4-G-PMO/HALT IAS % SP2-7.5.1~% SP2-7.5.5), IMiEH /N> T DEDR—RAZ A )
B O, XAXMIE A N> T AME 7.5 g/dL Kiifi &= LIRS OFIGIZ, X—A T A VDU
VY F=r 7 VT T AMEIC K DEMIERD bt o 7c (M2.7.4-G-PMO/HALT IAS #
SP2-7.9), M2.7.4-G-PMO/HALT X 9 (2%, & GHICBIT LT V7 I AAEMIE LT T A
DR—=ZAF A PO DENMBEORRELRX—=AT A LGOI LT F=7 VT T ZRNTR
L7, E£7z. %51 5 A% ORIEME K ORI 72 2 O #AI [ % M2.7.4-G-PMO/HALT 1AS X
SP2-1.1.1 ) OX| SP2-1.1.2 (27”7

2) ERFRERER 20060289 ITHITEZRN—RASA VDI LTFZU TS URAROMm
BHID ) LEIZEET 45T

FRER 20030216 DIEE & HRER TH 5B 20060289 EITH) TIXIME D Vv 7 LA % B

KRB 10 HE &5 H) ICHIE Lic, AEGERFEARBFEORGS T, 78R NET /7 A

~ T ~DY) 0 B Z P 5RE 2080 44 S ONT ) A~ Tk 5RE 2207 448, RRBREALS 10 B B of

HEHNT T MEEZRIE LT (GRBR 20060280 (RERIAIGHEE (24 » H] #03-7.1.7), X

—RAFGA UVBEO I VT F =7 VT T A (Cockeroft-Gault 2o) 1ZE-3 %, 15~<30 mL/min
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(BB PR ETE) . 30~< 60 mL/min (155 LR FEREFEERE) . 30~< 60 mL/min (B8 B B
REFEERE) . AT 90 mL/min KA b (BHEREIEFRE) (T L. MIGH /L U MEDOELRO H
RAE A EEMBICER Lz, 2B, KRB CIIBARE20OEBRE ITHAAN LN > T,
T ) A T KGR G T, B RE IR W RE T2.1% (178 44 ) B8 5 R HE R S E ©—2.0% (1068
4) . PEEEEREREEET-1.1% (930 40), BEEBEERERET-38% 234) THH, 7
TERNDLT ) AT ~OE R Z FEEEETIEL, BRI EFRET-3.2% (198 4) . BB HAE
PEERET-3.1% (1050 44) . W2 BB REREHHECT-3.1% (806 44) . M B HREREEHECT-5.7%
(204) Toh-o7- (B 20060289 TRBMAIEIES [24 #» H] K 04-7234), 77 RNDL
T ) AR T ~OY Y B2 B EREROT ) A~ TGRS REOWFRICB W TH, iE vy
MMEOELRE 7 VT F=0 7 VT 70 AL OMICBEEMEIIRD e ho =i
(M2.7.4-G-PMO/HALT [¥] 10) , EEEBREREMEERE CIXME L2 7 MMEDIR T AR D18
MBA RSN, B, T/ A TG GRED 1 4 (<0.1%) ROTTHRNLT ) A~ T~
DYV X BHRED 54 (02%) ([T V> T AEZZBD =BT G IEEE T—ilfED
FRHRThoT,

3)  Primary HALT Safety Analysis Set [IZHTHR—RXAS A4 VOO LT7F_09 VTS
VRRDMMEA IV D LEIZRET 5 FF

Primary HALT Safety Analysis Set (Z3BW\ T, X—A T A VFEOI LT F=0 7 VT TR
(Cockeroft-Gault #0) (TS %, #BRE %A 15~30mL/min (7 / A~T7#44, 77 BREE2
4). 30~60 mL/min (7 / A~7HE 1854, 77 ®AEE 194 4). 60~90 mL/min (7 / A~
408 44, 7T BAREE398 44) . 90 mL/min BL b (F 7 A~TRE262 4. 77 ©AREE 250 4)
[Z¥E L7z (M2.7.4-G-PMO/HALT IAS % SH-7.5.1), N—Z T A VEDO T V7 I AHIEMLIE S
Ty NRE (RRE) 13, B ERERIR O LT F =0 U T T 2 AR SR CHEEL L
Wz (P IEO#IPE: 9.40~9.55 mg/dL [2.35~2.39 mmol/L]) (M2.7.4-G-PMO/HALT IAS %
SH-7.5.1 ) 4% SH-7.5.2) , 15~30 mL/min BEDOHERFEFL D O 6 44 &7 < BRFE TO
EoEOENH ST, BT /) A~ TRETHEGRBEBRIIICRED X=X T4 B DR (%
51 5 A% OBELRO T IAE: KI-3%~-6%) Dided LIz SawbRE, SR UIN—R T
AVRED T VT F= 7 VT T o ARG ERRIT, 7T X ARG 1 V2T SMEDZEE)
ICRFE T REHIRD b e o 72 (M2.7.4-G-PMO/HALT IAS 3 SH-7.5.1~% SH-7.5.5),
MAGA N T DEDN—=Z T A b DOEAY, ATMIE AV 7 LME 7.5 g/dL A &7 L 72
BEDOENEIL RXR—RATA VRO VT F =27 VT T 0 AMEIZ K DHIERD Hivie o7
(M2.7.4-G-PMO/HALT IAS % SP2-7.9), M2.7.4-G-PMO/HALT ¥ 11 (21%, &HFGRECBIT D
TIVT 2 UHIEMIE IS T DDOR—=RAT A NS DAL BEOFRIEE RX— R T A VDY
LT F=r 2 VT T ABNCR L, £z, 5 1 5 A% OREMRE K OFRRERY 72 28 b O HAi X
% M2.7.4-G-PMO/HALT IAS [X] SH-1.1.1 & O'X| SH-1.1.2 {2/~ T,
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514 FTOHDEETOT/ATIOR2HE
5141 e eFEE

B 20040144 (TBWT, BIEIY O FRECET LT/ AT OFEMEL LA BRI L
TWD, ARETA M Frdth— Mo X0 EERORES ) v FRE RS L L2 1,
_HEMH, V7 EAAE, WTHARBE TE S, #RE A2 111 OFEG TERIEARIMCT L R
SHEE 1B 704, 24 » HORBHBT, R0 12 3 HBIZ7T / A<7 60mg, 180mg & L
77 e REREHMGE L PERE 6 » HiED 2BEZTiRE L (6D, 20#ED012 2 H
TGS B E 21T o7 (BiasEH),

BRMTIET / A T8O 9% (1134) RUT 72RO 9% (684) THEFESH
HFank, BRELOMEEHY LH SN EFAEERBROLNEOET /) A7 13%

(184) RUTZEREI% (T4) Thotle, ZOIH 24U LTHREALLAEFSRIT, L
KB upper respiratory tract infection (77 / A7 HE3 4, 7R 4A), B8 headache

(24, 04), FWIEIE herpes zoster (24, 04), BUOMHENM muscle spasms (24, 14)
Thol, BEERAEFRIIT /ATTH6m 04), RUOT 7 ERE% (T4) ZTHE
ahiz, /A7 B0mg M L7 7 BAHOFNFN 1 AIZHLPE breast cancer 2R L, W
THOLEBRTIEICE 7 GER 20040144 IRERERE G .

EIGFEMTILT / A= THD60% (7154) RUT 7 RO 68% 414) THEELIH
Hanle, BREOMEESY LU SN AEESPREDONTEOET S AV TR 24

(60 mg B, 180 mg BETHFNFN 1 A HE SRR sinusitis) RO 7 2REE 14 (B4
B 7~ F rheumatoid arthritis) THh -7, ERLAZTFRIIVTHLOESE TLIEER & [F
BEICEEL, 7/ A7 8% (104), ROTT7ERF10% (64) CTHRES I,

AR A S U CIRBE - OBEERH U LI S - EERATERII Lo, FELH
FES oI, T AV ZIZAY HEE PUER U RIHUEIIR L S ds o 7o GUER 20040144
BRI REE) .

5142 EBEBERETLIHETEAMESEENRELAEZEN HHABRRUE I 4858, LU
BEMBEREZHNEE LEE I HRBOEN

FANL, T2RMEHEL L 28RERVERERERCL2E8WRE) 2EE, 7/ A7
7 120mg D 4RI I FE TREAHE - HEL LT, Frk23F 2 H 28 HIZAGERFE LT
BY ., FOREREBT —F Ry r—VICERERZ BT HBITHAREI LRI A ZEEHT — 4%
RLTWS, RIEENEZER» S RAOZBERHEEC LS BRERCERBEREREZIZLD
HRE T AEMMETREN RO NIRRT ¢ v FEE 2D eI RHETH
e sns FawsEiesn: TR ER AR -
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52 SAMER
521 ERT+RTAR—MEENOBITLLEEREEREZIIETST/RY
JnREeMH

AR 20050241 GEAMRUER) & 1020050234 (2EREB) 2HWT, 7L FrX— b7
) AR TICBAT LTI WBRE LB T 5T ) A~ T OREMEZFHE LTz, 38k 20050241 DN
VLIS U, SRR BT Y 2 —)1 2.7.2 THERSEER O | 45 2.4 TH (SMRMEZER)
(297, #BR 20050234 [ZOWWTH LA TICHERICFELR T 5, Zeds, 7R 20050234 1%, 3 (7
Ly Fax— 1K) xPHEEER & LT3 L7238k 20050141 } 1) 20050179 & & 412 Secondary
PMO Safety Analysis Set Z &3 2 ERDO O L > TH Y | AR % 5 Tp Secondary PMO Safety
Analysis Set DfENTFE A% 2.1 TH, §2.1.1 H, H212H, ROFE 213 HIIRT, £/27/
AT ROT Lo Rax— ks OIRFEET, JEAF, A2 M 23 EHm 7 v 24—/ —ilbk
20060232 (ZHFHER) ITHOVWTH L FICERICEEET 5, ZhoEBROTHA v XR—=2F A
R, BRSBTS A B TIEBRIRIE RS 1T E Y 2 — v S ITET T 5,
INHORRED, EAT RT3 x— K (T Ly Ruax—R) 5007 7 A< TICBAT
LTHLEETHDHZ LRI N,

1)  KER 20050241 DEH

RER 20050241 (X7 Lo Rex— MEGREO®H 5 20 4 O G LA xR L L-EEMm, H
FIEEHOE THERRTH LD G 20050241 1BEREHRER) (7 A~ 7 60mg X #4512
%, T I)AT 1I5mg LTG5 34, 7L Fax—h70mgi#l 18] [UIR%EE] EO&ks
540), ARBROFER, Laetk, s, KOENFONThICEBNTH, 7Ly Rrx—
RNBT ) A TG ~OBITIC L 5 EBITRD e h o 7o IBHRIE & OREMEN H 5 & f)
Wr SN B EEFROREBII /2, MLV T DO TITRE NS>\ Th -7, mighn
VU LDENRIZT ) A TEEE T L2 Rur— MR CIEVEER O B b o 1o, SRR
MzZEL T, WTNOBRGEIZBWTHEER AL T AR 8.0mg/dL LA ETHh o7,

2)  iE& 20050234 DEH
%%m%mw IRBRBALERT 6 » HUL EIChl=0 7Ly Frxr— 285 (70 mg # 1 [7] [ X
F%E] ROE) L TWRIRESE (BHEUIKRBEEEAE T 2 27 -2.0~-4.0) DR
?&ﬁ‘i%ﬁ%‘ék L7 A, ZEHEMR, 7 L2 Rux— bt WATHERIGERBR ThH 5 &R
B 20050234 JRBRFEHEE), WBRATOT Ly Fux— F o5 (6~12 » AR, 12
~24 5 A, 24 » Ai) ZEHIRF & L THBREZ 1: 1 O TEEZBEIN L, 12 9 HO&REGH
fH, 7/ A<7 60mg Q6M % 1 [RIfZ N5 (n=253), XE7 L Rex— h&H 1 [EfEN
BhH L7z (n=251),
AEFEL, RBRIEL OREENH HAHFFR, HELRAEFR, TLICETAEFLOR
BRBRIZ, T/ ASTHET Ly X — MEL DR TREREWVIR D o7z, RBRHIZ 1
AW LS (57 A~ 78, BMIAEFRIMEICL VD), REBREE - oMERIIEE ST,
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gL < RONEFEEFSE (WThphOREHETHREE %A L) X, SMHEIER
nasopharyngitis (7° / A<= 78 13.4%, 7 > Fu3— FEE 10.8%) . & #i%E back pain (10.7%,
11.6%) . M ®E T4 bronchiolitis (6.3%., 5.6%). PR arthralgia (5.9%. 10.4%) ., {#fi
constipation (5.1%., 4.8%), VUfEHE pain in extremity (4.7%, 8.4%), EAERIEIEE osteoarthritis

(43%, 5.2%) Thol, KRB TIL, 7/ A~ 7&EH% 2ABUNOMESL LY v LE(L
Rl L 72 (M2.74-G-PMO/HALT ®12), &5 OME RV 7 AEls, o m o i
ANy LEEDENIR G T (PRI —AF 1 8256 2% [0.05 mmol/L]
OFEPAMNZHERE), 7/ A THO 1481 BATIIES LS Y AME 79 mg/l. & 75 o 7 N ERE
ETH -7z, MogsEE cix, BBHAT, mFE sy 7 ARED 80mg/dl (2.0 mmol/L)
e~ FIdERD 5 do i,

3)  5iB% 20060232 MEH

B 20060232 (37 / A7 OIREHESE, B, ROBMEBEELZT L Foip— b LT 5
EODEEEENRELAEBELHSEE LAEIIH, F5H, 7 FoX— Ml 7o
AT —=A—FETH D (R 20060232 16REBTEREH) . FBE 2 11 O TEESBIMF L,
24 y HoOBREHIMT, @0 129 H (B5# 1) (37 /7 A7 60mg Q6M % 1 B TR 5 X
7Ly RFesa— 281 BROESEL, ZOD 12 5 HRE (&5 2) & 582 ANEX,
BELE, T /AT OREEZAEBRE IO~ 2314 (BE5H8 11254, REH 2,106
&) TT Ly RFep— b oEEEZ BRSO 2284 (BE58 1,184, &5# 2,110
£) Thol,

AEFSMNVEELAEEFROSRRBERICEGHB TEITRD b h o7, B X <
RENFEEEES W INr0ESRETHREE %L E) ik, BEEE arthralgia (7 / A~ 7#
6.1%.7 I Fog— hEE6.6%) , IS pain in extremity (6.1%, 3.9%) . 5 #1/8@ back pain (3.9%,
57%) Thol, HxDHEFEORBRHEFBCKEHEB TEIFEO N 272, FEAEHK
FHZFET L7 ghBR e QM 0 3 7 A ME & R T 1 T b o 72,

522 HEMEBHMRUAEBTOT/ ATIOREM
T AT ORE DL BEFHAMEZ LT v A =—ANAAF— IR X0 | Fnsg
F A O E M ER L E MR TRAHWTEE SN 5, AAGEREEIC S Eh TWE T/ A%
7 OIEMERERAR R R CEORBEARIL, 49 BLERC (Fog) * (
BEFC GRE) O ) TEESNT ) AT RE CF BE) AR LE, T AYTOn
AT, BERBHT 2 A7 REOMGCHER LIRS 8EA Gig) *
ELERrA (FEE) *AF) B R HIEFRR (F12) * ( ghEmB (EE) *

BI) Ol REEELS MR D TR L L (Fh Bk AR JRERR (BET R
AV — i, FEOBLESE CF, A LB Bloz etk onTiEik T 5,
EIN T HE M Lz OV TiE, 3R 20030164 KU 20050172 3 CFF JRER, R
AMG162-A-1301 (3 AFT* JFEE D S0 7UBE 2 L7, BHEEA DRE - DR - LTS
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FE LT A 8HFL 60 mg/ml @ PFS T A, PFS 8A| /4 7BH L F CEERE. /A b
—VALHEBRRHWERTHNADR, MELFORREFILT 57208 U Ja— | 20 (0.01%) 25
METND,

7 AT RE L WA ET A BEAMEATRBROBRIL, T2 271 00FRT, T
J A T R DN A o fLE TROBBBEILTEY 2 — L 23 I07R7,

BB E 2 S L Lz, LT o3 208EL{L, BREIES, Eﬁ#ﬁmf i%%%ﬂ%
MERBORER, CFT FEE, AR BEE, RUBF FEoZetEirduwiaRbond, £, -

A T BLE & PES B0 B IC B W T B EEEOBEWERED Do T,
B 20050227 (n = 122) T, AP FEDHMENE S0 7 7 (L% CHF* FE (&b
(28 TASAD) L HE L,

o BB 20060286 (n = 116) Tk, B FEEOIEMpENE 0 7 7 % CF FIE (Lb12
ANATABEH]D) LR Ui,

« B 20050146 (n = 148) T, 60 mg PFS HLA| 0 IMpERE 7 1 7 7 o /L% 60 mg #3A
TOCRIA] (L b AR FRER) L ERER L7,

i, A FEOENZFROEZSMET 0 7 7 4 A2 3Bk 20050233 T, AFT FEOZE £
Ty AN, ROPFS SUH LS T ASAKIC BT AT S AT 60 mgiml 0%t R TR
IR 2 38k 20060237 TFEAN L7z, Zho0EBALELNAMRE, BB 20010223 (3B
20050233 OFERER) 2 ETMORBLHONF O FEOKR K LA, Fo/R, &
BB EERE LEIC AT JFEELZIRE L7 L 2 oFEeiE, fuEFRlE, KOS H5E, COr IR
TEREShEERLERDZLOTCER) o/, £, (RRBEMRELECB T LT / AvT
60 mg PFS A %2 2k R URERMEIL, 60mg 34 TABAOFER L —E L T,

3Bk 20060289 TiL, #34 7oUME] CFF JREE) ROVPES S| B FEE) AR L T 5,
FEx 20060289 O FRAMENT (24 » H) OFER. S0 7L CFF JFEE KU PES #E BAT
FE) OZetER CRERMA BT 2822 RIiGEE0 s Tuvieuyy (BB 20060289 TEHHE
EaEE 24 5 HD.

oz bhs, 72 A7k, iR ORI Mo T AEERBRF THY, —B LI
ZEE 7o 7 A0 (BEESREOGREREMRITICEY 5) 2o Lin,

5.3 EYMEAEEHA

T/ ASTIERANKL (2f By € /7 o —TF AETH 0, FFRORGHEE (G203, &
k7 o—4P450 [CYP] 72 8) TiZEE LAV, CYP OB ICX 35 RANKL OFEI
RENTELT, T/ AT BHRENTA A4 v OBEPEECERELZE 25 L0 ) FEER
CERFEBROSRIE oL TWRY, DFE Y, 7/ A9 7% CYP ORBEIEME I L CHEEE
BB E A 5 AAREMI B, £, T AT Lo 2 7 u—F RO 6
Hic L AEBEEER . IEEROBRESCEERNTOBE g6 BILEEF B E 25 LB 2
LUy

KRETIE, MR A7 OFmCARERHBECEE ] OBICEC BT 2 AGENER D, &
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SRS OERE LT, 7/ AT L CYP3A4 HE & OB 2EMHEERO Y A7 25T
i AEEEDHAERRBEOER Y FDA LR~ sh, ARGEHRERRELZ NS L L
T /AT EIZT T (CYPIA4 E) LommEpEEERE Eejusy =
EW LTz, TORER, 247 208 MERITT ) AT OHBESICE s TEELRNWI L
R ahie,

A7+ A7 43— MEEDRLT A TESCBIT LEHEBREICBT A7 /AT O
MEhEE 7 07 7 AL, EAT+ A7+ 53— bERE L TWehomiliBE L L TERY,
T, IhoOWBRE TOEEET o7 7 A MIhOBREFEBR L —F L T (EV2—
272824 HETE 3.4 1H),

54 HIREUVIZELEFOER

RANK/RANKL ¥ 7 F/WEELROBEFZRKESELZ v 7 A (RANK/RANKL / v 77 7 b

V7 A) Tk, fHERC D ERREE S R ETT, BEEsA T o BELTE ko
(EV2—N24822H), 7y FHAEFICERRZE DHTLEHED OPG 25 L1
Ba, WOBEAIME SN, oPC e E A HFIET S Z L TEGI A R L (£
a—/V 248228, S5, OPGERELET v FHFAF TR, BEERUCEWEN LH
L7=s, BREUEIESMET L, EROBRE LB ESREO LN, BOKE EREIROZEL
HRHE A2 R Ls (B2 — b 24 §F22H), SR = 7 A VZEREREM 00 E T
O, 7/ AT (S0mgke) & 4EMIC 1 EETES L, S8, R, HAMRTHAR
DA T HREATEM L7 R, FEORM, HAROFECORM, §FORERR, FiH
U BB RS EOBEREFREDO LN (BVa— 24 F450H), Fi-, A
DHBTIFFTERICRZL TN (EVa - 266 H63H), #o djosso L7 >
FEER) OF A RURERICET 25EME S O, OZMGER OVERER AABIEICE T 5 3R
FREMmO BB BRI 2N TIEE Y 2 — A 24 10FRT,
R TERE R AR L LieT / A T ORBITER L TRy, Lo T, IRAE (3)
Tk, R IERE L T ARIRREO & AR A~OREIERE L Lis, 7/ A7 e FEH
FUIRATS 5028 9 DD TIEIFARTH LB LRI 27 7 A~ 7 OBENZEIER O
T2, BMAOPIEZHREOFIEA ¢ A 0ERL 5,

7 A7 oMET v 77 spsSn CURE, o £ A P £ comic 1 AR
PSS GERVEZ B2 0WEEERR - 0BHR), ZUFA0BENERIEZUTO LB
NTHBH,

o AREEEERFDT, ERMEENBEHICHELE (55 1 £308 R OEH
DG BT /A< TIZBRES T .

o 2AEATHMHENTAEBRIRLUE (BEEIZLALO),

o 1 RIZBERTELE,

o AZOBEENEBERIZITHTH- (D B1AERKEBT / A TICBEINE),

HERMEII R EMILIES A1 5 27 MOWERE 128 4E Ui, A ici@ZEmE Oty M
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EMATF F ey (HCG) REKTHRO b, BEERRE T FENERAR DD -
7o FERIRAERIRABID 4 X ICBI L. 3 AITEBIARREL I 72y, 1 ZITIRAET TH D,

55 BERSE

T AT DORERG X axxT 7 A, e HAE S50mgkg DA 1 [BIEZ 5% H
WTH=IAPFNLTI6 p HE TSN TS (FY2—/L2.64 55 821H), MBEEEIIME
MO TIE, IZFHREICHA L THML, BELR2ER QHH) oo ole, 7
AT H 12 5 AMEES SN =7 A4 P LOEHEIERE (no observed adverse effect level:
NOAEL) [T F#5T50mgke HThHhd (EV=2—/24 §425H), ZOHEL 6 » A
DEHRREEICHEET 5 L BRHEEAETH D 60 mg Q6M (2 X 5 2 HIRFE O 150 (5 Th
D (F MR CORE-RM R T [AUC] I283<), EITAABREEXIG L LIZH
I FHFER THIFEH D 120 mg Q4W 1 X 5 &5 g & O 15 £ Y% 95 (6 » ARl AUC
IZH5<),

T AT, BRI TRk A e BER OB G A Y a— LTIl S TR Y | BRI S &
ELTRBIZEGAIRERT ) A~ 7 O KRAEITRE LT e, 35k 20030164 Tix, HA
NPARRL PR 2o 2 RP5:0Z. Femi 3 mgkg (n=6) E COHEEREA{To 72, 3R 20050172
TiX, HARANPRZ B MHRIELMEZ XG0, RemA&EE LT 100 mg QoM (n=150) @ 2 [A]#
B 2475 7, 7k 20010223 TlE, SMEAPARSARE % EEE 2 502 m &R E LT 210 mg
Q6M (n=46) D 4[5 E21T-7-, HFEHOETNABE xR L LZBEKRBRTIL, A
NFLE B EE 23, 3k 20040176 The 180 mg Q4W (n=6) @ 3 Bl 5., Hisk
AT D ETHRIERE 2RI A AR Z BT EFR LR & LTI L 7235k 20050136 (&5
B EH) TiE, 120mg QAW (n=69) O (FPofE) 25 ARG (k38 [mlf&k5) #1T-
72o AEEITS A BB B I, B 20040113 K O%ABR 20040114 T, 180 mg Q4W (G
Bk 20040113: n =43, 3Bk 20040114: n=38) D 6 [H#&5- %1772, Zh oML - HET, H
BEHIPRTEVE OMEEITERD STV R,

56 ZEWiLH
T A= TITEEME L O 2 R 5 P LIERR O BTy,

57 HERERRURBIRR
5 LA ROV I ARRRBRIZ 38 1T D 3mENRE - ) FRIFEOFER, 7/ A~ 7 D 60 mg Q6M
DOFIFA72 b 6 » AR T o B2 o, 2070, BEORBRT, 7/ A~T7D
BeE#THRORMA R (8571 1), KOS5 PEi#% (LR24) oG HEROEE (6
572 3) ZEHE L7,
o RBR 20040132 DT ) A~ TG T4 24 5 HHEIOMRNT: AEFES, EELRAEFS,
B OEERRAEMBOREAM, WO E ST A —% (BMD, ‘B~ —5 — K OVET)
DIt 2 & Te GEIZOWTITE Y 2 —/1 2.7.3 KURER 20040132 JRBRHFEH S 3 [24
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B Al 2B,

o FRBR 20010223 DI HEARNT I OV OIE R4 550 20050233 OF ) A~ T 51% 48 1 A
WO 7 A~ 7RG T, REHRE, KORGMGHICB T2 AEFRR, &=
ERAEES, BRRAEMEOFMN, KOEENT A =2 WICHINE T A—4
(BMD, ‘B #H~—T— ROEH) Oz & GEIZ DWW TIEY 2 —/1 2.7.3,
Bk 20010223 EBFRFERE . KT 20050233 IRERiEREEESR),

o AR 20040144 OEASENT: T 2 A~7 2 H & (60 mg QoM KL T 180 mg Q6M) % & T ¢
5 ST RIE ~ P EE OIS ENERIET ) v~ T BE BT D, T AT EEKTH 12
H HMOAEFEFR, BEELRATFL. 0PHE ROBKRBEEOF M, 3N AZES
T A =4 (X KO DXA T K 25M) OFfli 2 & e GERIZ DUV TITEER 20040144 16
Bt fEmEE LS HR),

o FRBR 20030216 DIRAEARNT: IRBRIEEE 5% 36 » A LLRNICIRSRIE (B T) o529k
LICHRFNCRB T DT ) A~ T IRi& 5% 6 » HMOBEELRAEFZRNT XTOHR
Bk pe Gorp R ISR T D IRBREER 5 36 » H1% D BMD %3l L7= GEMIZ DV T
13EAER 20030216 TRBRFRFE G E 2B,

o WBR 20040135 DT ) A~ TG T 24 » ABOMRNT: BEFG, EERAEFS,
B OBGARRAEE DT DWW TR L7z GERIZ DUV CIIakER 20040135 IR s
£ 48 » Al #5H),

o WBR 20040138 DT ) A~ TG T % 24 » ABOMNT: BEFS, EERAEFS,
B OBGARRRAEE DT DWW TR L 72 GERIZ DU CIIEkER 20040138 RS
£ [60 v Al #5H),

o ABR 20080747 D EKSENT: FRBR 20050179 DEWERE DRHEBIZL, Vil L b 12 %
ARE#% S 30 HOEERAEFRIZOWVTHHME L7z GEIZ OV TIdak
20080747 TEERFAFEIRE HEE S M),

571 BEAKLOZE

FRER 20010223, 20040132, 20040144, 20030216, 20040135, 20040138, K TX 20080747 D
BT AR TREE THROFMBM T OREFR T 0 7 7 A )WZT ) A THEL 7T 2R
TEWILRD B o Tz, MIRALFRE LM FAORE AR EOEIEEED DT, 7
J AR T DOERGAET & R RAE O Z I BIENE IR O bR o T,

FIRBEOMNT CIE. T/ A~ T OERAR AN TH D Z L1 X DR MEITED 5
Nehofo (GABR 20010223 1EERRFEERE . B 20040132 InBiRfEREGH (24 » A1, &
Bk 20040144 IpRiaEESE. 3R 20060216 {RBRFAFEH S . 3R 20040135 1R BRI G E
[48 » H 1. 7R 20040138 TRERFEH S E [60 » H 1. 3Bk 20080747 16BFEREE),

572 BIREZEDAEBHOEE
B 20010223 TlE, 7/ A~ 7 O G4 1~2 MW L, 20O b T E S - 25140 2 ks
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TAHHE 2lomg RO 30mg Bf) 2507, 91 FROBREHWE, 30 mg BOERE LT
S AT OFE (60mg QeM) ZHBTCXAZ L L LA, 210me BHOWEBREIL, H2E8O
5.t . B 20050233 BHAEIRIC 7 2 AT OB 5 (60mg QeM) A FHETxAZ L L L
Tr. WBRE 04 (F AT 210mg #2248, T/ AT 30mg B 17T4H) CHTAHT ) AW
7 5B 0% 2 OFEM & 3B 20050233 TREGIEHEE 48 2 H) 0E DT, WS
TEITHEND WL OO0, 1~ FRORETHEOT /) A< 7REFRAC LY FEFE,
HELGERES, WEBREER (F: miFhrs s MET), BHEAER AR, THEE
AL T, FERREARS R o, BB, BMD RUE G~ — I — 0 W T,
T A TS ERESRE TAEMESTER SN (BY -1 273),

58 BHEEGRUEHEBEICHTIEZEXRIFBEEOREE
T AT OREEZT TN ARE W T, B ST EROBRE I T A R AT
AR T ER S T,

6. MRET—2

7T/ AT TiE20109 5 A 26 B (EEEAR) 12, EUC T ERUDIC B L72@ e (]
BRBRBERT S LT HALT (O 5 B BERD) 17T Prolia®0 fiEA TRAC AR S iz,
2] F | A RAE. 60mg (X ToLREE L <EEPFS B | 6 5 HIC 1 I TR 50 M
BiZT 60 p LU ETERBENTWS, 7/ A7 OHKE, ZhE T 4B otz e
e (PSUR Number 01~PSUR Number 04 [/ 2=/ 53.6] ) 253&HUEK ORRHI Y 2372
tHaniz, UTIZZFOWNEA2ENT 5,

7 AT ORE e s 7 LB s kT Q) Ej A Rr s b7 BETT
AV = AR BT HEEFERBRIC T 12847 L OBE 38022 BEF - ) 12, E£i2, TAV= v
HOBRBETHLFE KA SHR T 57 VAI AT T4 P EETHEERBICT
N7 ADBEER 40 HDBEFCENTNT S A7 BEREE R, MAT, T/ ASTO
AL, 331895 B - 37 /S A7 OMEREA A RS SR,

HE, BB L THE T ~E7T /AT OREERE LTERIN TV AERICE, By
7 AMSE hypocalcaemia, ZHEBEFE osteonecrosis of the jaw (ONI), ABZIZE - 7= K BIHEYE
skin infections leading to hospitalization, EH¥YE infection, WAEUESR: hypersensitivity reaction,
AL DB BAE osteonecrosis outside the jaw (SEFFPEEESE avascular necrosis) . B 7 28 4E 5 Jii
fracture healing complications or delayed fracture healing, /L& & cardiovascular events, #=f:
fE4% malignancy, #ERME immunogenicity, FIPI[EE cataracts in all indications, FEEZE
atypical fracture, FE# pancreatitis, M UZEREES: dermatological events 738 5.,

T oLy td G T — # /BRI TOZ2MEET, $hbbT 2 A7 R L5k
BUEFBH B9 A, (B4 2 7 ANIE & SRR RO T 250, fiA R R 2T 23,
FEBEEE  (Summary of Product Characteristics) (2508 & 41 TV BB 720 FEWIE F B O BB L2
B 25, ROV A< HEERsilcBET 258 M2 Em Lz, Zh o 2R,
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R 2T BT / A< 7 WL H 1 BB O EHAZ 2R HRE (PSUR Number 01) |, % 3
HEIZE 2 M EOFEHAZ e EHERE (PSUR Number 02) (2532 BROJNERGY /i & 53
RS FEic i S = ERIC L FHEh L7, $£72, F 3 FIB 0B E2ER SR (PSUR
Number 03) (7 F0#k AL MAFEHRIC BT 25 M, RSB S L TR W EE R EYE
& ORI AT AFEMICH L, BUNEHIAY R X 0 BNOBEREH - 2o, BN e ERT
Ak L7,

HBEGEIC BT A ESEARMEERBE L2 2 A, 7T/ AT RE LBEUE (355 rash,
=% urticaria, FAETENE face oedema, N UNLEE erythema 72 &) b OEISRIB AW, 2O
=@, MECERILEmREOZeEREREdRIBEML, F7 —F 2~ (CoreData
Sheet : CDS) &&MIkdD T / A~ 7 ORMLEIEBMNLE,

—FHTCEAINT T ANERT / AT HRECLE[BESNZIAZ L LTRESNTEY,
FEEOV AT CDS FORR, BEELREFAMESFE, ROBEHOERICGER ST
B EH N7 AIE & FEGICE L TORETENTHY , YEEFRPRELEBETLE
DEEEENEERROBERIC/R>TWAZ LB TENE, BB, INETILT ) AvTHLE
L BE AL T AMEEREEET 219 1 (64.5/100000 B - ) BT LAYV = o SR
TWA, Lo EERMEr LYy ahEoRs s =] I ~2dl
S AR B BEofin, BENGERFEMET o, EEREI LY T LAMENH REH
HEENEITAD YL, T/ AV TRE L ERIBEESH D BE IHEREOE S L T L
MiE: LT 8 A ant, 205 7ABNEEEERE, BF2, RUEERICL2ETE
OEEAA L TWE, e lioE R, EEOERMEE D LD LME & AFRS L oRE
A2 EET DR R oln, T, FERPET /A7 ORIER & LT CDS ORET
KB &7z (PSUR Number 04 55 9.1.2 1H)

WEOBEEESONEER/BE L LA 7/ A~ 7RE L ik EICRIEMEIIE S L
Rhpole, FORED, 7/ AT TEREROMERBTICET 52 LB ROETIRE & 2
iz,

Fio, MAMECFRH I T RWEBSRME: OF#EARE LA, T/ AYTE
Bz X 3 Zh O REE OMET ICBEET 2 ZReEERERED T, AROSRT 0w b
UAZCER TR  SEOBIRERNST 7 A= T EET A ERATE T A 0E T
W EEZ B,

FEE 2 oORBEYE BT I RIC R L, B RiEENEhRY & O AR Lz,
BB LIS OEROEBMT 2 X 9 BER L2 Zhioas L, £, 8RilEICE
FHENTWRWEEZREYYE & OREOFEMICE L T ERREERRELZ E D FHORE
B\ & BN TR OSSR C X LT / A T REBRER AL AL 5 E
R U, FHEORR, BEART — ¥ ROHRE T — ¥ OnThir s b7 / A 7R EBEE
PE SO B O SYE IR L CEREE S 5 2 AEEIEED T, BRI T, T/ A
< 7T A e R A LS ETANE TR EE L ONE, £, BEARERECR
LTHBNERICEY ZAETOT ) A7 0BT 22 2EEREEET 508 TR0k
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Bz b,

DT, MR 2 bR < a2 A i L= & 2 A, TR OB RO FRO
WEBIT T I T eb DL IR L, B RV EB X b, REIRERE S5 BEOF
J& & B LI E RSO AR EE 2 B TR T ) A~ 7 O T EREKRRICE
WTHIBHRES AONTAEFEFLL L THRESNTZOL THIL LB THD, LTchio
T, BRERICBWT, 7/ AT ICHEET 2R ERELE T 20BN B b,

¥, A REM L EVERSREOT — 2 1y NAT U, BIRRBR b E S 2 o
KERE B E TN IEEILEYT & L TRIE SN0, FEEBUE I 285 R O EoEED
HBIZBEMT 572 CDS #&iT LT,

ZOMIIFENT=T ) A~ T OREMEFRIL, 2 E TOBRKRBRONE L —ET260T
bolz, BUED L Z A, RERNORIKHIRNI T 1 MU R ZIXBUEDBEIE DI
LTHIWERLDOTH D, F— KSR OT LY = ARTA % b BERR L OH IR 5
BohbdT ) A~ 7 OREVEERE EFIICER L T,
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MedDRA Preferred Term®

Blood calcium decreased

Calcium deficiency

Calcium ionised decreased

Hypocalcaemia

* Adverse events used in search strategy based on MedDRA Version 14.0.

®7-2 MEMHEBREXTE

(A L 1= MedDRA EAKEE

Page 1 of 1

MedDRA Preferred Term®

Anorectal cellulitis

Cellulitis streptococcal

Culture wound positive

Pyoderma

Application site cellulitis

External ear cellulitis

Dermatitis infected

Pyoderma streptococcal

Breast cellulitis

Implant site cellulitis

Diabetic foot infection

Rash follicular

Catheter site cellulitis

Incision site cellulitis

Ear lobe infection

Rash pustular

Cellulitis

Infusion site cellulitis

Eczema impetiginous

Skin bacterial infection

Cellulitis enterococcal

Injection site cellulitis

Eczema infected

Skin infection

Cellulitis gangrenous

Periorbital cellulitis

Eosinophilic cellulitis

Staphylococcal impetigo

Cellulitis of male external genital organ

Post procedural cellulitis

Erysipelas

Staphylococcal skin infection

Cellulitis orbital

Vaccination site cellulitis

Erysipeloid

Streptococcal impetigo

Cellulitis pasteurella

Vaginal cellulitis

Eyelid infection

Cellulitis staphylococcal

Bullous impetigo

Impetigo

* Adverse events used in search strategy based on MedDRA Version 14.0.
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MedDRA Preferred Term®

5q minus syndrome

Acute lymphocytic leukaemia
recurrent

Adenosquamous cell carcinoma

Adult T-cell lymphoma/leukaemia
stage |

Abdominal neoplasm

Acute megakaryocytic leukaemia

Adenosquamous cell lung cancer

Adult T-cell lymphoma/leukaemia
stage 11

Abdominal wall neoplasm

Acute megakaryocytic leukaemia (in

remission)

Adenosquamous cell lung cancer
recurrent

Adult T-cell lymphoma/leukaemia
stage 111

Abdominal wall neoplasm malignant

Acute monocytic leukaemia

Adenosquamous cell lung cancer
stage 0

Adult T-cell lymphoma/leukaemia
stage IV

Acral lentiginous melanoma stage 1

Acute monocytic leukaemia (in
remission)

Adenosquamous cell lung cancer
stage |

Aesthesioneuroblastoma

Acral lentiginous melanoma stage 11

Acute myeloid leukaemia

Adenosquamous cell lung cancer
stage 11

Aleukaemic leukaemia

Acral lentiginous melanoma stage 111

Acute myeloid leukaemia (in
remission)

Adenosquamous cell lung cancer
stage 111

Alveolar soft part sarcoma

Acral lentiginous melanoma stage IV

Acute myeloid leukaemia recurrent

Adenosquamous cell lung cancer
stage IV

Alveolar soft part sarcoma metastatic

Acral lentiginous melanoma stage
unspecified

Acute myelomonocytic leukaemia

Adrenal carcinoma

Alveolar soft part sarcoma
non-metastatic

ACTH-producing pituitary tumour

Acute promyelocytic leukaemia

Adrenal gland cancer metastatic

Alveolar soft part sarcoma recurrent

Acute biphenotypic leukaemia

Adenocarcinoma

Adrenal neoplasm

Anal cancer

Acute leukaemia

Adenocarcinoma of the cervix

Adrenocortical carcinoma

Anal cancer metastatic

Acute leukaemia in remission

Adenocarcinoma pancreas

Adult T-cell lymphoma/leukaemia

Anal cancer recurrent

Acute lymphocytic leukaemia

Adenoid cystic carcinoma

Adult T-cell lymphoma/leukaemia
recurrent

Anal cancer stage 0

Acute lymphocytic leukaemia (in
remission)

Adenosquamous carcinoma of the
cervix

Adult T-cell lymphoma/leukaemia
refractory

Anal cancer stage |

* Adverse events used in search strategy based on MedDRA Version 14.0.
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MedDRA Preferred Term®
Anal cancer stage 11 Angiocentric lymphoma stage I APUDoma ISBt;;llIsmall lymphocytic lymphoma
Anal cancer stage I11 Angiocentric lymphoma stage II Astrocytoma B-cell small lymphocytic lymphoma

stage 11

Anal cancer stage IV

Angiocentric lymphoma stage 111

Astrocytoma malignant

B-cell small lymphocytic lymphoma
stage 111

Anal neoplasm

Angiocentric lymphoma stage IV

Atypical fibroxanthoma

B-cell small lymphocytic lymphoma
stage IV

Anaplastic astrocytoma

Angioimmunoblastic T-cell
lymphoma

B precursor type acute leukaemia

B-cell type acute leukaemia

Anaplastic large cell lymphoma T-
and null-cell types

Angioimmunoblastic T-cell
lymphoma recurrent

B-cell lymphoma

B-cell unclassifiable lymphoma high
grade

Anaplastic large cell lymphoma T-
and null-cell types recurrent

Angioimmunoblastic T-cell
lymphoma refractory

B-cell lymphoma recurrent

B-cell unclassifiable lymphoma low
grade

Anaplastic large cell lymphoma T-
and null-cell types refractory

Angioimmunoblastic T-cell
lymphoma stage |

B-cell lymphoma refractory

Basal cell carcinoma

Anaplastic large cell lymphoma T-
and null-cell types stage I

Angioimmunoblastic T-cell
lymphoma stage 11

B-cell lymphoma stage 1

Basosquamous carcinoma

Anaplastic large cell lymphoma T-
and null-cell types stage 11

Angioimmunoblastic T-cell
lymphoma stage 111

B-cell lymphoma stage 11

Basosquamous carcinoma of skin

Anaplastic large cell lymphoma T-
and null-cell types stage 111

Angioimmunoblastic T-cell
lymphoma stage IV

B-cell lymphoma stage 111

Bile duct cancer

Anaplastic large cell lymphoma T-
and null-cell types stage IV

Angiosarcoma

B-cell lymphoma stage IV

Bile duct cancer non-resectable

Angiocentric lymphoma

Angiosarcoma metastatic

B-cell small lymphocytic lymphoma

Bile duct cancer recurrent

Angiocentric lymphoma recurrent

Angiosarcoma non-metastatic

B-cell small lymphocytic lymphoma
recurrent

Bile duct cancer resectable

Angiocentric lymphoma refractory

Angiosarcoma recurrent

B-cell small lymphocytic lymphoma
refractory

Bile duct cancer stage 0

* Adverse events used in search strategy based on MedDRA Version 14.0.
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MedDRA Preferred Term®

Bile duct cancer stage |

Bladder cancer stage 0, with cancer in
situ

Bladder transitional cell carcinoma

Bone sarcoma

Bile duct cancer stage 11

Bladder cancer stage 0, without
cancer in situ

Bladder transitional cell carcinoma
recurrent

Borderline ovarian tumour

Bile duct cancer stage 111

Bladder cancer stage I, with cancer in

Bladder transitional cell carcinoma

Bowen's disease

situ stage 0
Bile duct cancer stage IV Bladder cancer stage I, without Bladder transitional cell carcinoma Brain cancer metastatic
cancer 1n situ stage [
Biliary cancer metastatic Bladder cancer stage 11 ]sstidedﬁr transitional cell carcinoma Brain neoplasm
Biliary neoplasm Bladder cancer stage 111 Isgtllagdedflrl transitional cell carcinoma Brain neoplasm malignant
. BI itional cell i . .
Bladder adenocarcinoma recurrent Bladder cancer stage [V s taagdedle\rltransnmna cell carcimoma Brain stem glioma

Bladder adenocarcinoma stage 0

Bladder neoplasm

Blast cell crisis

Brain teratoma

Bladder adenocarcinoma stage |

Bladder squamous cell carcinoma
recurrent

Blast crisis in myelogenous
leukaemia

Breast cancer

Bladder adenocarcinoma stage 11

Bladder squamous cell carcinoma
stage 0

Bone cancer metastatic

Breast cancer female

Bladder adenocarcinoma stage 111

Bladder squamous cell carcinoma
stage [

Bone giant cell tumour

Breast cancer in situ

Bladder adenocarcinoma stage IV

Bladder squamous cell carcinoma
stage 11

Bone marrow leukaemic cell
infiltration

Breast cancer male

Bladder adenocarcinoma stage
unspecified

Bladder squamous cell carcinoma
stage 111

Bone marrow tumour cell infiltration

Breast cancer metastatic

Bladder cancer

Bladder squamous cell carcinoma
stage IV

Bone neoplasm

Breast cancer recurrent

Bladder cancer recurrent

Bladder squamous cell carcinoma
stage unspecified

Bone neoplasm malignant

Breast cancer stage |

* Adverse events used in search strategy based on MedDRA Version 14.0.
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MedDRA Preferred Term®

Breast cancer stage 11

Burkitt's lymphoma stage 11

Carcinoma in situ

Cervix cancer metastatic

Breast cancer stage 111

Burkitt's lymphoma stage 111

Carcinoma in situ of eye

Cervix carcinoma

Breast cancer stage IV

Burkitt's lymphoma stage IV

Carcinoma in situ of penis

Cervix carcinoma recurrent

Breast neoplasm

Buschke-Lowenstein's tumour

Carcinoma in situ of skin

Cervix carcinoma stage 0

Breast sarcoma

Cancer in remission

Carcinoma in situ of trachea

Cervix carcinoma stage |

Breast sarcoma metastatic

Carcinoid tumour

Cardiac neoplasm malignant

Cervix carcinoma stage 11

Breast sarcoma recurrent

Carcinoid tumour of the appendix

Cardiac neoplasm unspecified

Cervix carcinoma stage 111

Bronchial carcinoma

Carcinoid tumour of the caecum

Cardiac teratoma

Cervix carcinoma stage [V

Bronchial neoplasm

Carcinoid tumour of the duodenum

Carotid body tumour

Cervix neoplasm

Bronchioloalveolar carcinoma

Carcinoid tumour of the
gastrointestinal tract

Cartilage neoplasm

Chloroma

Burkitt's leukaemia

Carcinoid tumour of the pancreas

Central nervous system lymphoma

Chloroma (in remission)

Burkitt's lymphoma

Carcinoid tumour of the prostate

Central nervous system neoplasm

Chondrosarcoma

Burkitt's lymphoma recurrent

Carcinoid tumour of the small bowel

Cerebellar tumour

Chondrosarcoma metastatic

Burkitt's lymphoma refractory

Carcinoid tumour of the stomach

Cerebellopontine angle tumour

Chondrosarcoma recurrent

Burkitt's lymphoma stage |

Carcinoid tumour pulmonary

Cerebral neuroblastoma

Chordoma

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Choriocarcinoma Chronic lymphocytic leukaemia stage Colon cancer stage 11 Conjunctival neoplasm

4

Choroid melanoma

Chronic lymphocytic leukaemia
transformation

Colon cancer stage I11

Conjunctival primary acquired
melanosis

Choroid neoplasm

Chronic myeloid leukaemia

Colon cancer stage [V

Contralateral breast cancer

Choroid plexus carcinoma

Chronic myeloid leukaemia (in
remission)

Colon neoplasm

Cystosarcoma phyllodes

Chronic eosinophilic leukaemia

Chronic myeloid leukaemia
transformation

Colorectal cancer

Dermatofibrosarcoma

Chronic leukaemia

Chronic myelomonocytic leukaemia

Colorectal cancer metastatic

Desmoplastic small round cell tumour

Chronic leukaemia in remission

Chronic myelomonocytic leukaemia
(in remission)

Colorectal cancer recurrent

Diaphragm neoplasm

Chronic lymphocytic leukaemia

Clear cell endometrial carcinoma

Colorectal cancer stage |

Diffuse large B-cell lymphoma

Chronic lymphocytic leukaemia (in
remission)

Clear cell sarcoma of the kidney

Colorectal cancer stage 11

Diffuse large B-cell lymphoma
recurrent

Chronic lymphocytic leukaemia
recurrent

CNS germinoma

Colorectal cancer stage 111

Diffuse large B-cell lymphoma
refractory

Chronic lymphocytic leukaemia
refractory

Colon cancer

Colorectal cancer stage IV

Diffuse large B-cell lymphoma stage
I

Chronic lymphocytic leukaemia stage
0

Colon cancer metastatic

Colorectal carcinoma stage 0

Diffuse large B-cell lymphoma stage
11

Chronic lymphocytic leukaemia stage
1

Colon cancer recurrent

Congenital fibrosarcoma

Diffuse large B-cell lymphoma stage
111

Chronic lymphocytic leukaemia stage
2

Colon cancer stage 0

Congenital teratoma

Diffuse large B-cell lymphoma stage
v

Chronic lymphocytic leukaemia stage
3

Colon cancer stage |

Conjunctival melanoma

Disseminated large cell lymphoma

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Duodenal neoplasm

Endometrial neoplasm

Erythroleukaemia

Extragonadal primary non-seminoma
stage [

Dysplastic naevus syndrome

Endometrial sarcoma

Ewing's sarcoma

Extragonadal primary non-seminoma
stage 11

Ear neoplasm

Endometrial sarcoma metastatic

Ewing's sarcoma metastatic

Extragonadal primary non-seminoma
stage 111

Ear neoplasm malignant

Endometrial sarcoma recurrent

Ewing's sarcoma recurrent

Extragonadal primary non-seminoma
stage IV

Eccrine carcinoma

Eosinophilic leukaemia

Extra-osseous Ewing's sarcoma

Extragonadal primary seminoma
(pure) stage |

Endocrine neoplasm

Ependymoma

Extra-osseous Ewing's sarcoma
metastatic

Extragonadal primary seminoma
(pure) stage 11

Endocrine neoplasm malignant

Ependymoma malignant

Extra-osseous Ewing's sarcoma
nonmetastatic

Extragonadal primary seminoma
(pure) stage 111

Endometrial cancer

Epididymal neoplasm

Extra-osseous Ewing's sarcoma
recurrent

Extragonadal primary seminoma
(pure) stage IV

Endometrial cancer metastatic

Epiglottic carcinoma

Extragonadal primary embryonal
carcinoma

Extramammary Paget's disease

Endometrial cancer recurrent

Epithelioid sarcoma

Extragonadal primary germ cell
cancer

Extranodal marginal zone B-cell
lymphoma (MALT type)

Endometrial cancer stage 0

Epithelioid sarcoma metastatic

Extragonadal primary germ cell
tumour mixed stage [

Extranodal marginal zone B-cell
lymphoma (MALT type) recurrent

Endometrial cancer stage I

Epithelioid sarcoma non-metastatic

Extragonadal primary germ cell
tumour mixed stage 11

Extranodal marginal zone B-cell
lymphoma (MALT type) refractory

Endometrial cancer stage 11

Epithelioid sarcoma recurrent

Extragonadal primary germ cell
tumour mixed stage I11

Extranodal marginal zone B-cell
lymphoma (MALT type) stage |

Endometrial cancer stage I11

Epstein-Barr virus associated
lymphoproliferative disorder

Extragonadal primary malignant
teratoma

Extranodal marginal zone B-cell
lymphoma (MALT type) stage 11

Endometrial cancer stage IV

Erythraemic myelosis (in remission)

Extragonadal primary non-seminoma

Extranodal marginal zone B-cell
lymphoma (MALT type) stage 11

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Extranodal marginal zone B-cell
lymphoma (MALT type) stage IV

Fallopian tube cancer stage 11

Follicle centre lymphoma diffuse
small cell lymphoma stage IV

Gallbladder cancer stage 111

Extranodal NK/T-cell lymphoma,
nasal type

Fallopian tube cancer stage 111

Follicle centre lymphoma, follicular
grade I, 11, 111

Gallbladder cancer stage [V

Extraocular retinoblastoma

Fallopian tube cancer stage [V

Follicle centre lymphoma, follicular
grade I, I1, III recurrent

Ganglioneuroblastoma

Extraskeletal chondrosarcoma

Fallopian tube neoplasm

Follicle centre lymphoma, follicular
grade I, 11, III refractory

Gastric cancer

Extraskeletal chondrosarcoma
metastatic

Female reproductive neoplasm

Follicle centre lymphoma, follicular
grade I, I1, I1I stage [

Gastric cancer recurrent

Extraskeletal chondrosarcoma
non-metastatic

Female reproductive tract carcinoma
in situ

Follicle centre lymphoma, follicular
grade I, 11, 11 stage 11

Gastric cancer stage 0

Extraskeletal chondrosarcoma
recurrent

Fibrosarcoma

Follicle centre lymphoma, follicular
grade I, 11, 111 stage 111

Gastric cancer stage |

Extraskeletal osteosarcoma

Fibrosarcoma metastatic

Follicle centre lymphoma, follicular
grade I, 11, I1I stage IV

Gastric cancer stage II

Extraskeletal osteosarcoma metastatic

Fibrosarcoma non-metastatic

Gallbladder cancer

Gastric cancer stage I11

Extraskeletal osteosarcoma
non-metastatic

Follicle centre lymphoma diffuse
small cell lymphoma

Gallbladder cancer metastatic

Gastric cancer stage [V

Extraskeletal osteosarcoma recurrent

Follicle centre lymphoma diffuse
small cell lymphoma recurrent

Gallbladder cancer non-resectable

Gastric neoplasm

Eyelid tumour

Follicle centre lymphoma diffuse
small cell lymphoma refractory

Gallbladder cancer recurrent

Gastric sarcoma

Fallopian tube cancer

Follicle centre lymphoma diffuse
small cell lymphoma stage |

Gallbladder cancer stage 0

Gastrinoma

Fallopian tube cancer metastatic

Follicle centre lymphoma diffuse
small cell lymphoma stage 11

Gallbladder cancer stage I

Gastrinoma malignant

Fallopian tube cancer stage I

Follicle centre lymphoma diffuse
small cell lymphoma stage 111

Gallbladder cancer stage 11

Gastrointestinal cancer metastatic

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Gastrointestinal carcinoma

Gliomatosis cerebri

Hepatic cancer stage |

Hereditary papillary renal carcinoma

Gastrointestinal carcinoma in situ

Glioneuronal tumour

Hepatic cancer stage 11

High grade B-cell lymphoma
Burkitt-like lymphoma

Gastrointestinal neoplasm

Gliosarcoma

Hepatic cancer stage 111

High grade B-cell lymphoma
Burkitt-like lymphoma recurrent

Gastrointestinal stromal tumour

Glottis carcinoma

Hepatic cancer stage IV

High grade B-cell lymphoma
Burkitt-like lymphoma refractory

Gastrooesophageal cancer

Glucagonoma

Hepatic neoplasm

High grade B-cell lymphoma
Burkitt-like lymphoma stage 1

Genital neoplasm malignant female

Granular cell tumour

Hepatic neoplasm malignant

High grade B-cell lymphoma
Burkitt-like lymphoma stage 11

Genital neoplasm malignant male

Growth hormone-producing pituitary
tumour

Hepatic neoplasm malignant
non-resectable

High grade B-cell lymphoma
Burkitt-like lymphoma stage 111

Genitourinary tract neoplasm

Haemangiopericytoma

Hepatic neoplasm malignant
recurrent

High grade B-cell lymphoma
Burkitt-like lymphoma stage IV

Germ cell cancer

Haemangiopericytoma of meninges

Hepatic neoplasm malignant
resectable

Histiocytic medullary reticulosis

Germ cell cancer metastatic

Haematological malignancy

Hepatobiliary carcinoma in situ

Hodgkin's disease

Gestational trophoblastic tumour

Haematopoietic neoplasm

Hepatobiliary neoplasm

Hodgkin's disease lymphocyte
depletion stage I site unspecified

Gingival cancer

Hairy cell leukaemia

Hepatoblastoma

Hodgkin's disease lymphocyte
depletion stage I subdiaphragm

Glioblastoma

Head and neck cancer

Hepatoblastoma recurrent

Hodgkin's disease lymphocyte
depletion stage I supradiaphragm

Glioblastoma multiforme

Hepatic angiosarcoma

Hepatosplenic T-cell lymphoma

Hodgkin's disease lymphocyte
depletion stage 11 site unspecified

Glioma

Hepatic cancer metastatic

Hereditary leiomyomatosis renal cell
carcinoma

Hodgkin's disease lymphocyte
depletion stage II subdiaphragm

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Hodgkin's disease lymphocyte
depletion stage 11 supradiaphragm

Hodgkin's disease lymphocyte
predominance type stage IV

Hodgkin's disease nodular sclerosis
stage | subdiaphragmatic

Hypopharyngeal cancer

Hodgkin's disease lymphocyte
depletion type recurrent

Hodgkin's disease lymphocyte
predominance type stage unspecified

Hodgkin's disease nodular sclerosis
stage | supradiaphragmatic

Hypopharyngeal cancer recurrent

Hodgkin's disease lymphocyte
depletion type refractory

Hodgkin's disease mixed cellularity
recurrent

Hodgkin's disease nodular sclerosis
stage Il subdiaphragmatic

Hypopharyngeal cancer stage 0

Hodgkin's disease lymphocyte
depletion type stage 111

Hodgkin's disease mixed cellularity
refractory

Hodgkin's disease nodular sclerosis
stage Il supradiaphragmatic

Hypopharyngeal cancer stage I

Hodgkin's disease lymphocyte
depletion type stage IV

Hodgkin's disease mixed cellularity
stage [ site unspecified

Hodgkin's disease nodular sclerosis
stage 11

Hypopharyngeal cancer stage 11

Hodgkin's disease lymphocyte
depletion type stage unspecified

Hodgkin's disease mixed cellularity
stage | subdiaphragmatic

Hodgkin's disease nodular sclerosis
stage [V

Hypopharyngeal cancer stage I11

Hodgkin's disease lymphocyte
predominance stage I site unspec

Hodgkin's disease mixed cellularity
stage | supradiaphragmatic

Hodgkin's disease nodular sclerosis
stage unspecified

Hypopharyngeal cancer stage IV

Hodgkin's disease lymphocyte
predominance stage I subdiaphragm

Hodgkin's disease mixed cellularity
stage 1l subdiaphragmatic

Hodgkin's disease recurrent

Hypopharyngeal neoplasm

Hodgkin's disease lymphocyte
predominance stage I supradiaphragm

Hodgkin's disease mixed cellularity
stage Il supradiaphragmatic

Hodgkin's disease refractory

Immunoblastic lymphoma

Hodgkin's disease lymphocyte
predominance stage II site unspec

Hodgkin's disease mixed cellularity
stage 11

Hodgkin's disease stage I

Inflammatory carcinoma of breast
recurrent

Hodgkin's disease lymphocyte
predominance stage Il subdiaphragm

Hodgkin's disease mixed cellularity
stage IV

Hodgkin's disease stage 11

Inflammatory carcinoma of breast
stage 111

Hodgkin's disease lymphocyte
predominance stage II
supradiaphragm

Hodgkin's disease mixed cellularity
stage unspecified

Hodgkin's disease stage II1

Inflammatory carcinoma of breast
stage IV

Hodgkin's disease lymphocyte
predominance type recurrent

Hodgkin's disease nodular sclerosis
recurrent

Hodgkin's disease stage IV

Inflammatory carcinoma of the breast

Hodgkin's disease lymphocyte
predominance type refractory

Hodgkin's disease nodular sclerosis
refractory

Hodgkin's disease unclassifiable

Inflammatory myofibroblastic tumour

Hodgkin's disease lymphocyte
predominance type stage 111

Hodgkin's disease nodular sclerosis
stage [ site unspecified

Hormone-secreting ovarian tumour

Insulinoma

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Intestinal adenocarcinoma

Kaposi's sarcoma AIDS related

Laryngeal cancer

Lentigo maligna stage 11

Intestinal T-cell lymphoma

Kaposi's sarcoma classical type

Laryngeal cancer metastatic

Lentigo maligna stage 111

Intestinal T-cell lymphoma recurrent

Keratoacanthoma

Laryngeal cancer recurrent

Lentigo maligna stage IV

Intestinal T-cell lymphoma refractory

Lacrimal duct neoplasm

Laryngeal cancer stage 0

Lentigo maligna stage unspecified

Intestinal T-cell lymphoma stage |

Langerhans' cell histiocytosis

Laryngeal cancer stage 1

Leukaemia

Intestinal T-cell lymphoma stage 11

Large cell carcinoma of the
respiratory tract stage unspecified

Laryngeal cancer stage 11

Leukaemia basophilic

Intestinal T-cell lymphoma stage 111

Large cell lung cancer metastatic

Laryngeal cancer stage 111

Leukaemia cutis

Intestinal T-cell lymphoma stage IV

Large cell lung cancer recurrent

Laryngeal cancer stage IV

Leukaemia granulocytic

Intracranial meningioma malignant

Large cell lung cancer stage 0

Laryngeal neoplasm

Leukaemia in remission

Intraocular melanoma

Large cell lung cancer stage [

Leiomyosarcoma

Leukaemia monocytic

Intraocular retinoblastoma

Large cell lung cancer stage 11

Leiomyosarcoma metastatic

Leukaemia plasmacytic

Iris neoplasm

Large cell lung cancer stage 111

Leiomyosarcoma non-metastatic

Leukaemia plasmacytic (in
remission)

Iritic melanoma

Large cell lung cancer stage [V

Leiomyosarcoma recurrent

Leukaemia recurrent

Juvenile chronic myelomonocytic
leukaemia

Large granular lymphocytosis

Lentigo maligna recurrent

Leukaemic infiltration

Kaposi's sarcoma

Large intestine carcinoma

Lentigo maligna stage |

Leukaemic infiltration brain

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Leukaemic infiltration extramedullary

Lip neoplasm

Lung cancer metastatic

Lung squamous cell carcinoma stage
v

Leukaemic infiltration gingiva

Lip neoplasm malignant stage
unspecified

Lung carcinoma cell type unspecified
recurrent

Lung squamous cell carcinoma stage
unspecified

Leukaemic infiltration hepatic

Liposarcoma

Lung carcinoma cell type unspecified
stage 0

Lymph node cancer metastatic

Leukaemic infiltration pulmonary

Liposarcoma metastatic

Lung carcinoma cell type unspecified
stage [

Lymphangiosarcoma

Leukaemic infiltration renal

Liposarcoma non-metastatic

Lung carcinoma cell type unspecified
stage 1

Lymphangiosis carcinomatosa

Leukaemic lymphoma

Liposarcoma recurrent

Lung carcinoma cell type unspecified
stage 11

Lymphatic system neoplasm

Leukaemic retinopathy

Liver carcinoma ruptured

Lung carcinoma cell type unspecified
stage [V

Lymphocytic leukaemia

Linitis plastica

Lung adenocarcinoma

Lung infiltration malignant

Lymphocytic lymphoma

Lip and/or oral cavity cancer

Lung adenocarcinoma metastatic

Lung neoplasm

Lymphoid leukaemia (in remission)

Lip and/or oral cavity cancer
recurrent

Lung adenocarcinoma recurrent

Lung neoplasm malignant

Lymphoma

Lip and/or oral cavity cancer stage 0

Lung adenocarcinoma stage 0

Lung squamous cell carcinoma
recurrent

Lymphoma AIDS related

Lip and/or oral cavity cancer stage I

Lung adenocarcinoma stage 1

Lung squamous cell carcinoma stage
0

Lymphoma cutis

Lip and/or oral cavity cancer stage 11

Lung adenocarcinoma stage 11

Lung squamous cell carcinoma stage
|

Lymphoma transformation

Lip and/or oral cavity cancer stage III | Lung adenocarcinoma stage 111 Lung squamous cell carcinoma stage Lymphopla.smacytmd
11 lymphoma/immunocytoma
Lung squamous cell carcinoma stage | Lymphoplasmacytoid

Lip and/or oral cavity cancer stage [V

Lung adenocarcinoma stage [V

111

lymphoma/immunocytoma recurrent

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Lymphopla'smacytmd Malignant glioma Malignant melanoma of eyelid Malignant neoplasm of choroid
lymphoma/immunocytoma refractory
Lymphoplasmacytoid . . . Malignant melanoma of sites other . . .
lymphoma/immunocytoma stage I Malignant haemangiopericytoma than skin Malignant neoplasm of conjunctiva
Lymphoplagmacytmd Mahgnapt haemangiopericytoma Malignant melanoma stage [ Malignant neoplasm of cornea
lymphoma/immunocytoma stage 11 metastatic
Lymphoplasmacytoid Malignant haemangiopericytoma . . - .
lymphoma/immunocytoma stage TIT non-metastatic Malignant melanoma stage 11 Malignant neoplasm of epididymis
Lymphoplasmacytoid Malignant haemangiopericytoma

lymphoma/immunocytoma stage IV

recurrent

Malignant melanoma stage 111

Malignant neoplasm of eye

Lymphoproliferative disorder

Malignant hepatobiliary neoplasm

Malignant melanoma stage IV

Malignant neoplasm of eyelid

Lymphoproliferative disorder in
remission

Malignant histiocytosis

Malignant mesenchymoma

Malignant neoplasm of islets of
Langerhans

Male reproductive tract carcinoma in
situ

Malignant hydatidiform mole

Malignant mesenchymoma metastatic

Malignant neoplasm of lacrimal duct

Male reproductive tract neoplasm

Malignant lymphoid neoplasm

Malignant mesenchymoma
non-metastatic

Malignant neoplasm of lacrimal gland

Malignant anorectal neoplasm

Malignant lymphoma unclassifiable
high grade

Malignant mesenchymoma recurrent

Malignant neoplasm of orbit

Malignant cranial nerve neoplasm

Malignant lymphoma unclassifiable
low grade

Malignant mesenteric neoplasm

Malignant neoplasm of paraurethral
glands

Malignant fibrous histiocytoma

Malignant mast cell neoplasm

Malignant middle ear neoplasm

Malignant neoplasm of placenta

Malignant fibrous histiocytoma
metastatic

Malignant mediastinal neoplasm

Malignant muscle neoplasm

Malignant neoplasm of pleura

Malignant fibrous histiocytoma
non-metastatic

Malignant melanoma

Malignant neoplasm of ampulla of
Vater

Malignant neoplasm of renal pelvis

Malignant fibrous histiocytoma
recurrent

Malignant melanoma in situ

Malignant neoplasm of auricular
cartilage

Malignant neoplasm of retina

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Malignant neoplasm of seminal
vesicle

Malignant respiratory tract neoplasm

Mediastinum neoplasm

Metastases to biliary tract

Malignant neoplasm of spermatic
cord

Malignant soft tissue neoplasm

Medulloblastoma

Metastases to bladder

Malignant neoplasm of spinal cord

Malignant splenic neoplasm

Medulloblastoma recurrent

Metastases to bone

Malignant neoplasm of thorax

Malignant transformation

Melanoma recurrent

Metastases to bone marrow

Malignant neoplasm of uterine
adnexa

Malignant urinary tract neoplasm

Melanomatous meningitis

Metastases to breast

Malignant nervous system neoplasm

Mantle cell lymphoma

Meningeal neoplasm

Metastases to central nervous system

Malignant nipple neoplasm

Mantle cell lymphoma recurrent

Meningioma malignant

Metastases to chest wall

Malignant nipple neoplasm female

Mantle cell lymphoma refractory

Mesothelioma

Metastases to diaphragm

Malignant nipple neoplasm male

Mantle cell lymphoma stage I

Mesothelioma malignancy
unspecified

Metastases to eustachian tube

Malignant oligodendroglioma

Mantle cell lymphoma stage 11

Mesothelioma malignant

Metastases to eye

Malignant ovarian cyst

Mantle cell lymphoma stage 111

Mesothelioma malignant advanced

Metastases to fallopian tube

Malignant palate neoplasm

Mantle cell lymphoma stage IV

Mesothelioma malignant recurrent

Metastases to gallbladder

Malignant pericardial neoplasm

Mastocytic leukaemia

Metastases to abdominal cavity

Metastases to gastrointestinal tract

Malignant peritoneal neoplasm

Mature B-cell type acute leukaemia

Metastases to abdominal wall

Metastases to heart

Malignant pituitary tumour

Maxillofacial sinus neoplasm

Metastases to adrenals

Metastases to kidney

? Adverse events used in search strategy based on MedDRA Version 14.0.
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Metastases to large intestine

Metastases to penis

Metastases to small intestine

Metastatic carcinoid tumour

Metastases to larynx

Metastases to perineum

Metastases to soft tissue

Metastatic carcinoma of the bladder

Metastases to liver

Metastases to peripheral nervous
system

Metastases to spine

Metastatic gastric cancer

Metastases to lung

Metastases to peripheral vascular
system

Metastases to spleen

Metastatic glioma

Metastases to lymph nodes

Metastases to peritoneum

Metastases to stomach

Metastatic malignant melanoma

Metastases to meninges

Metastases to pharynx

Metastases to testicle

Metastatic neoplasm

Metastases to mouth

Metastases to pituitary gland

Metastases to the mediastinum

Metastatic ocular melanoma

Metastases to muscle

Metastases to placenta

Metastases to the respiratory system

Metastatic renal cell carcinoma

Metastases to nasal sinuses

Metastases to pleura

Metastases to thorax

Metastatic salivary gland cancer

Metastases to neck

Metastases to prostate

Metastases to thyroid

Metastatic squamous cell carcinoma

Metastases to nervous system

Metastases to rectum

Metastases to trachea

Metastatic uterine cancer

Metastases to oesophagus

Metastases to reproductive organ

Metastases to urinary tract

Mixed astrocytoma-ependymoma

Metastases to ovary

Metastases to retroperitoneum

Metastases to uterus

Mixed hepatocellular
cholangiocarcinoma

Metastases to pancreas

Metastases to salivary gland

Metastasis

Mixed oligo-astrocytoma

Metastases to pelvis

Metastases to skin

Metastatic bronchial carcinoma

Mixed salivary tumour

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Monocytic leukaemia in remission

Myeloid leukaemia in remission

Neonatal neuroblastoma

Neuroblastoma recurrent

Mucinous endometrial carcinoma

Myeloma recurrence

Neoplasm

Neuroectodermal neoplasm

Mucoepidermoid carcinoma

Nasal cavity cancer

Neoplasm malignant

Neuroendocrine carcinoma

Mueller's mixed tumour

Nasal neoplasm

Neoplasm of appendix

Neuroendocrine carcinoma of the
skin

Multiple myeloma

Nasal sinus cancer

Neoplasm of cornea unspecified
malignancy

Neuroendocrine tumour

Muscle neoplasm

Nasopharyngeal cancer

Neoplasm of orbit

Neurofibrosarcoma

Mycosis fungoides

Nasopharyngeal cancer recurrent

Neoplasm of thymus

Neurofibrosarcoma metastatic

Mycosis fungoides recurrent

Nasopharyngeal cancer stage 0

Neoplasm progression

Neurofibrosarcoma non-metastatic

Mycosis fungoides refractory

Nasopharyngeal cancer stage |

Neoplasm prostate

Neurofibrosarcoma recurrent

Mycosis fungoides stage | Nasopharyngeal cancer stage 11 Neoplasm recurrence Neurotensinoma
Mycosis fungoides stage 11 Nasopharyngeal cancer stage 111 Neoplasm skin Nipple neoplasm

. . Nodal marginal zone B-cell
Mycosis fungoides stage III Nasopharyngeal cancer stage [V Nephroblastoma lymphoma

Mycosis fungoides stage [V

Natural killer-cell leukaemia

Nervous system neoplasm

Nodal marginal zone B-cell
lymphoma recurrent

Myeloblastoma

Natural killer-cell lymphoblastic
lymphoma

Neurilemmoma malignant

Nodal marginal zone B-cell
lymphoma refractory

Myeloid leukaemia

Neonatal leukaemia

Neuroblastoma

Nodal marginal zone B-cell
lymphoma stage I

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Nodal marginal zone B-cell lymphoma
stage 1

Non-Hodgkin's lymphoma unspecified
histology aggressive stage I1

Non-small cell lung cancer stage
11

Oesophageal adenocarcinoma stage
111

Nodal marginal zone B-cell lymphoma
stage 111

Non-Hodgkin's lymphoma unspecified
histology aggressive stage 111

Non-small cell lung cancer stage
111

Oesophageal adenocarcinoma stage
v

Nodal marginal zone B-cell lymphoma
stage IV

Non-Hodgkin's lymphoma unspecified
histology aggressive stage [V

Non-small cell lung cancer stage
1A

Oesophageal cancer metastatic

Non-Hodgkin's lymphoma

Non-Hodgkin's lymphoma unspecified
histology indolent

Non-small cell lung cancer stage
111B

Oesophageal carcinoma

Non-Hodgkin's lymphoma recurrent

Non-Hodgkin's lymphoma unspecified
histology indolent stage |

Non-small cell lung cancer stage
v

Oesophageal carcinoma recurrent

Non-Hodgkin's lymphoma refractory

Non-Hodgkin's lymphoma unspecified
histology indolent stage 11

Nongerminomatous germ cell
tumour of the CNS

Oesophageal carcinoma stage 0

Non-Hodgkin's lymphoma stage I

Non-Hodgkin's lymphoma unspecified
histology indolent stage I11

Ocular cancer metastatic

Oesophageal neoplasm

Non-Hodgkin's lymphoma stage 11

Non-Hodgkin's lymphoma unspecified
histology indolent stage IV

Ocular haemangiopericytoma

Oesophageal squamous cell
carcinoma

Non-Hodgkin's lymphoma stage 111

Non-renal cell carcinoma of kidney

Ocular neoplasm

Oesophageal squamous cell
carcinoma metastatic

Non-Hodgkin's lymphoma stage IV

Non-secretory adenoma of pituitary

Oesophageal adenocarcinoma

Oesophageal squamous cell
carcinoma recurrent

Non-Hodgkin's lymphoma transformed
recurrent

Non-small cell lung cancer

Oesophageal adenocarcinoma
metastatic

Oesophageal squamous cell
carcinoma stage 0

Non-Hodgkin's lymphoma unspecified
histology aggressive

Non-small cell lung cancer metastatic

Oesophageal adenocarcinoma
recurrent

Oesophageal squamous cell
carcinoma stage |

Non-Hodgkin's lymphoma unspecified
histology aggressive recurrent

Non-small cell lung cancer recurrent

Oesophageal adenocarcinoma
stage 0

Oesophageal squamous cell
carcinoma stage 11

Non-Hodgkin's lymphoma unspecified
histology aggressive refractory

Non-small cell lung cancer stage 0

Oesophageal adenocarcinoma
stage [

Oesophageal squamous cell
carcinoma stage 11

Non-Hodgkin's lymphoma unspecified
histology aggressive stage |

Non-small cell lung cancer stage 1

Oesophageal adenocarcinoma
stage 11

Oesophageal squamous cell
carcinoma stage [V

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Oligodendroglioma Osteosarcoma localised Ovarian dysgerminoma stage Ovarian germ cell choriocarcinoma stage

unspecified

II

Omentum neoplasm

Osteosarcoma metastatic

Ovarian embryonal carcinoma

Ovarian germ cell choriocarcinoma stage
111

Optic nerve glioma

Osteosarcoma recurrent

Ovarian epithelial cancer

Ovarian germ cell choriocarcinoma stage
v

Optic nerve neoplasm

Otic cancer metastatic

Ovarian epithelial cancer metastatic

Ovarian germ cell embryonal carcinoma
stage [

Optic tract glioma

Ovarian cancer

Ovarian epithelial cancer recurrent

Ovarian germ cell embryonal carcinoma
stage 1

Oral cavity cancer metastatic

Ovarian cancer metastatic

Ovarian epithelial cancer stage 1

Ovarian germ cell embryonal carcinoma
stage 11

Oral neoplasm

Ovarian cancer recurrent

Ovarian epithelial cancer stage 11

Ovarian germ cell embryonal carcinoma
stage [V

Oropharyngeal cancer recurrent

Ovarian cancer stage |

Ovarian epithelial cancer stage 111

Ovarian germ cell endodermal sinus
tumour stage |

Oropharyngeal cancer stage 0

Ovarian cancer stage II

Ovarian epithelial cancer stage IV

Ovarian germ cell endodermal sinus
tumour stage 11

Oropharyngeal cancer stage |

Ovarian cancer stage 111

Ovarian germ cell cancer

Ovarian germ cell endodermal sinus
tumour stage I11

Oropharyngeal cancer stage 11

Ovarian cancer stage [V

Ovarian germ cell cancer stage |

Ovarian germ cell endodermal sinus
tumour stage IV

Oropharyngeal cancer stage 111

Ovarian dysgerminoma stage |

Ovarian germ cell cancer stage 11

Ovarian germ cell polyembryoma stage |

Oropharyngeal cancer stage [V

Ovarian dysgerminoma stage II

Ovarian germ cell cancer stage 111

Ovarian germ cell polyembryoma stage
11

Oropharyngeal cancer stage
unspecified

Ovarian dysgerminoma stage III

Ovarian germ cell cancer stage [V

Ovarian germ cell polyembryoma stage
111

Oropharyngeal neoplasm

Ovarian dysgerminoma stage [V

Ovarian germ cell choriocarcinoma
stage [

Ovarian germ cell polyembryoma stage
v

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Ovarian germ cell teratoma stage |

Pancreatic carcinoma non-resectable

Paranasal sinus and nasal cavity
malignant neoplasm

Penis carcinoma recurrent

Ovarian germ cell teratoma stage 11

Pancreatic carcinoma recurrent

Paranasal sinus and nasal cavity
malignant neoplasm recurrent

Penis carcinoma stage |

Ovarian germ cell teratoma stage 111

Pancreatic carcinoma resectable

Paranasal sinus and nasal cavity
malignant neoplasm stage 0

Penis carcinoma stage 11

Ovarian germ cell teratoma stage IV

Pancreatic carcinoma stage 0

Paranasal sinus and nasal cavity
malignant neoplasm stage 1

Penis carcinoma stage 111

Ovarian granulosa-theca cell tumour

Pancreatic carcinoma stage |

Paranasal sinus and nasal cavity
malignant neoplasm stage 11

Penis carcinoma stage IV

Ovarian low malignant potential
tumour

Pancreatic carcinoma stage 11

Paranasal sinus and nasal cavity
malignant neoplasm stage 111

Pericardial mesothelioma malignant
advanced

Ovarian neoplasm

Pancreatic carcinoma stage I11

Paranasal sinus and nasal cavity
malignant neoplasm stage [V

Pericardial mesothelioma malignant
localised

Ovarian stromal cancer

Pancreatic carcinoma stage IV

Paranasal sinus neoplasm

Pericardial mesothelioma malignant
recurrent

Paget's disease of penis

Pancreatic neoplasm

Parathyroid tumour

Pericardial neoplasm

Paget's disease of skin

Pancreatic neuroendocrine tumour

Parathyroid tumour malignant

Peripheral nervous system neoplasm

Paget's disease of the breast

Pancreatic neuroendocrine tumour
metastatic

Pelvic neoplasm

Peripheral neuroepithelioma

Paget's disease of the vulva

Pancreatic sarcoma

Penile malignant neoplasm

Peripheral neuroepithelioma of bone

Pancoast's tumour

Papillary serous endometrial
carcinoma

Penile neoplasm

Peripheral neuroepithelioma of bone
metastatic

Pancreatic carcinoma

Paraganglion neoplasm

Penis carcinoma

Peripheral neuroepithelioma of bone
recurrent

Pancreatic carcinoma metastatic

Paraganglion neoplasm malignant

Penis carcinoma metastatic

Peripheral neuroepithelioma of soft
tissue

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Peripheral T-cell lymphoma
unspecified

Pharyngeal cancer metastatic

Pituitary neoplasm malignant
recurrent

Precursor B-lymphoblastic lymphoma

Peripheral T-cell lymphoma
unspecified recurrent

Pharyngeal cancer recurrent

Pituitary tumour

Precursor B-lymphoblastic lymphoma
recurrent

Peripheral T-cell lymphoma
unspecified refractory

Pharyngeal cancer stage 0

Pituitary tumour recurrent

Precursor B-lymphoblastic lymphoma
refractory

Peripheral T-cell lymphoma
unspecified stage |

Pharyngeal cancer stage |

Placental neoplasm

Precursor B-lymphoblastic lymphoma
stage [

Peripheral T-cell lymphoma
unspecified stage 11

Pharyngeal cancer stage 11

Plasmablastic lymphoma

Precursor B-lymphoblastic lymphoma
stage 1

Peripheral T-cell lymphoma
unspecified stage 111

Pharyngeal cancer stage 111

Plasmacytoma

Precursor B-lymphoblastic lymphoma
stage 11

Peripheral T-cell lymphoma
unspecified stage [V

Pharyngeal cancer stage IV

Pleura carcinoma

Precursor B-lymphoblastic lymphoma
stage [V

Peritoneal carcinoma metastatic

Pharyngeal cancer stage unspecified

Pleural mesothelioma

Precursor T-lymphoblastic
lymphoma/leukaemia

Peritoneal mesothelioma malignant

Pharyngeal neoplasm

Pleural mesothelioma malignant

Precursor T-lymphoblastic
lymphoma/leukaemia recurrent

Peritoneal mesothelioma malignant
advanced

Pineal germinoma

Pleural mesothelioma malignant
advanced

Precursor T-lymphoblastic
lymphoma/leukaemia refractory

Peritoneal mesothelioma malignant
recurrent

Pineal neoplasm

Pleural mesothelioma malignant
recurrent

Precursor T-lymphoblastic
lymphoma/leukaemia stage I

Peritoneal neoplasm

Pineal parenchymal neoplasm
malignant

Pleural neoplasm

Precursor T-lymphoblastic
lymphoma/leukaemia stage 11

Peritoneal sarcoma

Pinealoblastoma

Pleural sarcoma

Precursor T-lymphoblastic
lymphoma/leukaemia stage I11

Phaeochromocytoma

Pinealoma

Porocarcinoma

Precursor T-lymphoblastic
lymphoma/leukaemia stage IV

Phaeochromocytoma malignant

Pituitary cancer metastatic

Postcricoid cancer

Primary effusion lymphoma

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Primary mediastinal large B-cell
lymphoma

Prostate cancer stage |

Rectosigmoid cancer metastatic

Renal cancer stage [V

Primary mediastinal large B-cell
lymphoma recurrent

Prostate cancer stage 11

Rectosigmoid cancer recurrent

Renal cell carcinoma

Primary mediastinal large B-cell
lymphoma refractory

Prostate cancer stage 111

Rectosigmoid cancer stage 0

Renal cell carcinoma recurrent

Primary mediastinal large B-cell
lymphoma stage |

Prostate cancer stage [V

Rectosigmoid cancer stage |

Renal cell carcinoma stage 1

Primary mediastinal large B-cell
lymphoma stage 11

Pseudosarcoma

Rectosigmoid cancer stage 11

Renal cell carcinoma stage 11

Primary mediastinal large B-cell
lymphoma stage 111

Rectal cancer

Rectosigmoid cancer stage 111

Renal cell carcinoma stage 111

Primary mediastinal large B-cell
lymphoma stage IV

Rectal cancer metastatic

Rectosigmoid cancer stage [V

Renal cell carcinoma stage IV

Primitive neuroectodermal tumour

Rectal cancer recurrent

Recurrent cancer

Renal neoplasm

Primitive neuroectodermal tumour
metastatic

Rectal cancer stage 0

Refractory cancer

Respiratory tract carcinoma in situ

Prolactin-producing pituitary tumour

Rectal cancer stage |

Renal cancer

Respiratory tract neoplasm

Prolymphocytic leukaemia

Rectal cancer stage 11

Renal cancer metastatic

Retinal melanoma

Prostate cancer

Rectal cancer stage 111

Renal cancer recurrent

Retinal neoplasm

Prostate cancer metastatic

Rectal cancer stage IV

Renal cancer stage [

Retinoblastoma

Prostate cancer recurrent

Rectal neoplasm

Renal cancer stage 11

Retinoblastoma bilateral

Prostate cancer stage 0

Rectosigmoid cancer

Renal cancer stage 111

Retinoblastoma unilateral

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Retro-orbital neoplasm

Salivary gland neoplasm

Small cell carcinoma

Small intestine carcinoma stage 111

Retroperitoneal cancer

Sarcoma

Small cell carcinoma of the cervix

Small intestine carcinoma stage [V

Retroperitoneal neoplasm

Sarcoma metastatic

Small cell lung cancer extensive stage

Small intestine leiomyosarcoma

Retroperitoneal neoplasm metastatic

Sarcoma of skin

Small cell lung cancer limited stage

Smooth muscle cell neoplasm

Rhabdoid tumour of the kidney

Sarcoma uterus

Small cell lung cancer metastatic

Soft tissue neoplasm

Rhabdomyosarcoma

Sarcomatosis

Small cell lung cancer recurrent

Solid pseudopapillary tumour of the
pancreas

Rhabdomyosarcoma recurrent

Scrotal cancer

Small cell lung cancer stage
unspecified

Somatostatinoma

Richter's syndrome

Sebaceous carcinoma

Small intestine carcinoma

Spinal cord neoplasm

Salivary gland cancer

Secretory adenoma of pituitary

Small intestine carcinoma metastatic

Spinal meningioma malignant

Salivary gland cancer recurrent

Seminoma

Small intestine carcinoma
non-resectable

Spindle cell sarcoma

Salivary gland cancer stage 0

Signet-ring cell carcinoma

Small intestine carcinoma recurrent

Splenic marginal zone lymphoma

Salivary gland cancer stage I

Sinus cancer metastatic

Small intestine carcinoma resectable

Splenic marginal zone lymphoma
recurrent

Salivary gland cancer stage II

Skin cancer

Small intestine carcinoma stage 0

Splenic marginal zone lymphoma
refractory

Salivary gland cancer stage I11

Skin cancer metastatic

Small intestine carcinoma stage I

Splenic marginal zone lymphoma
stage [

Salivary gland cancer stage [V

Skin neoplasm bleeding

Small intestine carcinoma stage II

Splenic marginal zone lymphoma
stage 11

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Splenic marginal zone lymphoma
stage 11

Synovial sarcoma non-metastatic

Teratoma

Testicular germ cell tumour mixed
stage 1

Splenic marginal zone lymphoma
stage IV

Synovial sarcoma recurrent

Teratoma of testis

Testicular germ cell tumour mixed
stage 111

Splenic neoplasm malignancy
unspecified

T-cell chronic lymphocytic leukaemia

Testicular cancer metastatic

Testicular leiomyosarcoma

Squamous cell carcinoma

T-cell lymphoma

Testicular choriocarcinoma

Testicular malignant teratoma stage |

Squamous cell carcinoma of skin

T-cell lymphoma recurrent

Testicular choriocarcinoma recurrent

Testicular malignant teratoma stage 11

Squamous cell carcinoma of the
cervix

T-cell lymphoma refractory

Testicular choriocarcinoma stage I

Testicular malignant teratoma stage
111

Squamous endometrial carcinoma

T-cell lymphoma stage |

Testicular choriocarcinoma stage 11

Testicular neoplasm

Stewart-Treves syndrome

T-cell lymphoma stage 11

Testicular choriocarcinoma stage 111

Testicular seminoma (pure)

Superficial spreading melanoma stage
I

T-cell lymphoma stage 111

Testicular embryonal carcinoma

Testicular seminoma (pure) stage |

Superficial spreading melanoma stage
11

T-cell lymphoma stage IV

Testicular embryonal carcinoma stage
|

Testicular seminoma (pure) stage 11

Superficial spreading melanoma stage
111

T-cell prolymphocytic leukaemia

Testicular embryonal carcinoma stage
11

Testicular seminoma (pure) stage 111

Superficial spreading melanoma stage
v

T-cell type acute leukaemia

Testicular embryonal carcinoma stage
111

Testicular yolk sac tumour stage I

Superficial spreading melanoma stage
unspecified

T-cell unclassifiable lymphoma high
grade

Testicular germ cell cancer

Testicular yolk sac tumour stage 11

Synovial sarcoma

T-cell unclassifiable lymphoma low
grade

Testicular germ cell cancer metastatic

Testicular yolk sac tumour stage I11

Synovial sarcoma metastatic

Tendon neoplasm

Testicular germ cell tumour mixed
stage [

Testis cancer

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Testis cancer recurrent

Tongue cancer metastatic

Transitional cell cancer of the renal
pelvis and ureter recurrent

Urethral cancer regional

Throat cancer

Tongue carcinoma stage 0

Transitional cell cancer of the renal
pelvis and ureter regional

Urethral neoplasm

Thymic cancer metastatic

Tongue carcinoma stage I

Transitional cell carcinoma

Urinary bladder sarcoma

Thymoma

Tongue carcinoma stage 11

Transitional cell carcinoma metastatic

Urinary tract carcinoma in situ

Thymoma malignant

Tongue carcinoma stage 111

Undifferentiated sarcoma

Urinary tract neoplasm

Thymoma malignant recurrent

Tongue carcinoma stage IV

Ureteral neoplasm

Uterine cancer

Thyroid cancer

Tongue neoplasm

Ureteric cancer

Uterine carcinoma in situ

Thyroid cancer metastatic

Tongue neoplasm malignant stage
unspecified

Ureteric cancer local

Uterine leiomyosarcoma

Thyroid cancer stage 0

Tonsil cancer

Ureteric cancer metastatic

Uterine neoplasm

Thyroid cancer stage |

Tonsillar neoplasm

Ureteric cancer recurrent

Vaginal cancer

Thyroid cancer stage 11

Tracheal cancer

Ureteric cancer regional

Vaginal cancer metastatic

Thyroid cancer stage 111

Tracheal neoplasm

Urethral cancer

Vaginal cancer recurrent

Thyroid cancer stage IV

Transitional cell cancer of renal
pelvis and ureter metastatic

Urethral cancer local

Vaginal cancer stage 0

Thyroid neoplasm

Transitional cell cancer of the renal
pelvis and ureter

Urethral cancer metastatic

Vaginal cancer stage I

Thyroid stimulating
hormone-producing pituitary tumour

Transitional cell cancer of the renal
pelvis and ureter localised

Urethral cancer recurrent

Vaginal cancer stage 11

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Vaginal cancer stage 111

Vulval neoplasm

Vaginal cancer stage [IVA

Waldenstrom's macroglobulinaemia

Vaginal cancer stage [VB

Waldenstrom's macroglobulinaemia
recurrent

Vaginal neoplasm

Waldenstrom's macroglobulinaemia
refractory

Vascular neoplasm

Waldenstrom's macroglobulinaemia
stage [

Vipoma

Waldenstrom's macroglobulinaemia
stage 11

Vocal cord neoplasm

Waldenstrom's macroglobulinaemia
stage 111

Vulval cancer

Waldenstrom's macroglobulinaemia
stage IV

Vulval cancer metastatic

Yolk sac tumour site unspecified

Vulval cancer recurrent

Vulval cancer stage 0

Vulval cancer stage |

Vulval cancer stage 11

Vulval cancer stage 111

Vulval cancer stage [V

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Acute ge'nerallsed exanthematous Analgesic asthma syndrome Bromoderma Dermatitis exfoliative
pustulosis
Administration site rash Anaphylactic reaction Bronchospasm Dermatitis exfoliative generalised

Allergic bronchitis

Anaphylactic shock

Catheter site rash

Dermatitis herpetiformis

Allergic colitis

Anaphylactic transfusion reaction

Catheter site urticaria

Dermatitis infected

Allergic cough

Anaphylactoid reaction

Circumoral oedema

Dermatitis psoriasiform

Allergic cystitis

Anaphylactoid shock

Conjunctival oedema

Documented hypersensitivity to
administered drug

Allergic granulomatous angiitis

Anaphylaxis treatment

Conjunctivitis allergic

Drug eruption

Allergic hepatitis

Angioedema

Contact stomatitis

Drug hypersensitivity

Allergic keratitis

Anti-neutrophil cytoplasmic antibody
positive vasculitis

Contrast media allergy

Drug rash with eosinophilia and
systemic symptoms

Allergic myocarditis

Antiallergic therapy

Contrast media reaction

Eczema

Allergic oedema

Antiendomysial antibody positive

Corneal oedema

Eczema infantile

Allergic otitis media

Application site dermatitis

Cutaneous vasculitis

Eczema nummular

Allergic pharyngitis

Application site hypersensitivity

Dapsone syndrome

Eczema vaccinatum

Allergic respiratory disease

Application site rash

Dennie-Morgan fold

Eczema vesicular

Allergic respiratory symptom

Application site urticaria

Dermatitis

Eczema weeping

Allergic sinusitis

Arthritis allergic

Dermatitis acneiform

Encephalitis allergic

Allergic transfusion reaction

Atopy

Dermatitis allergic

Encephalopathy allergic

Allergy test positive

Blepharitis allergic

Dermatitis atopic

Epidermal necrosis

Allergy to vaccine

Blood immunoglobulin E abnormal

Dermatitis bullous

Epidermolysis

Alveolitis allergic

Blood immunoglobulin E increased

Dermatitis contact

Epidermolysis bullosa

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Epiglottic oedema

Implant site rash

Limbal swelling

Radioallergosorbent test positive

Erythema multiforme

Implant site urticaria

Lip oedema

Rash

Erythema nodosum

Infusion site dermatitis

Lip swelling

Rash erythematous

Exfoliative rash

Infusion site hypersensitivity

Mucocutaneous rash

Rash follicular

Eye allergy

Infusion site rash

Multiple allergies

Rash generalised

Eye oedema

Infusion site urticaria

Nephritis allergic

Rash macular

Eyelid oedema

Injection site dermatitis

Nikolsky's sign

Rash maculo-papular

Face oedema

Injection site hypersensitivity

Oculomucocutaneous syndrome

Rash maculovesicular

First use syndrome

Injection site rash

Oculorespiratory syndrome

Rash morbilliform

Fixed eruption

Injection site urticaria

Oedema mouth

Rash neonatal

Giant papillary conjunctivitis

Injection site vasculitis

Oral allergy syndrome

Rash papulosquamous

Haemorrhagic urticaria Interstitial granulomatous dermatitis Oropharyngeal blistering Rash pruritic
Henoch-Schonlein purpura Iodine allergy Oropharyngeal spasm Rash pustular
Henoch-Schonlein purpura nephritis Kaposi's varicelliform eruption Oropharyngeal swelling Rash rubelliform

Heparin-induced thrombocytopenia

Kounis syndrome

Palatal oedema

Rash scarlatiniform

Hypersensitivity

Laryngeal oedema

Palpable purpura

Rash vesicular

Immediate post-injection reaction

Laryngitis allergic

Periorbital oedema

Reaction to azo-dyes

Immune tolerance induction

Laryngospasm

Pharyngeal oedema

Reaction to colouring

Implant site dermatitis

Laryngotracheal oedema

Photosensitivity allergic reaction

Reaction to drug excipients

Implant site hypersensitivity

Leukocytoclastic vasculitis

Pruritus allergic

Reaction to preservatives

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Red man syndrome

Type I hypersensitivity

Vasculitic rash

Rhinitis allergic

Type II hypersensitivity

Vulval ulceration

Scleral oedema

Type Il immune complex mediated
reaction

Vulvovaginal ulceration

Scleritis allergic

Type IV hypersensitivity reaction

Scrotal oedema

Urticaria

Serum sickness

Urticaria cholinergic

Serum sickness-like reaction

Urticaria chronic

Skin necrosis

Urticaria contact

Skin reaction

Urticaria papular

Skin test positive

Urticaria physical

Small bowel angioedema

Urticaria pigmentosa

Solar urticaria

Urticaria vesiculosa

Solvent sensitivity

Vaccination site dermatitis

Stevens-Johnson syndrome

Vaccination site exfoliation

Swelling face

Vaccination site hypersensitivity

Swollen tongue

Vaccination site rash

Tongue oedema

Vaccination site urticaria

Toxic epidermal necrolysis

Vaccination site vesicles

Toxic skin eruption

Vaginal exfoliation

Tracheal oedema

Vaginal ulceration

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Application site dermatitis

Eczema eyelids

Injection site eczema

Application site eczema

Eczema herpeticum

Perivascular dermatitis

Dermatitis

Eczema impetiginous

Dermatitis allergic

Eczema infantile

Dermatitis atopic

Eczema infected

Dermatitis contact

Eczema nummular

Dermatitis infected

Eczema vaccinatum

Dyshidrosis

Eczema vesicular

Eczema

Eczema weeping

Eczema asteatotic

Injection site dermatitis

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Cullen’s sign

Pancreatitis necrotising

Blood amylase abnormal

Jaundice

Hereditary pancreatitis

Pancreatitis relapsing

Blood amylase increased

Lipase abnormal

Ischaemic pancreatitis

Pancreatorenal syndrome

Blood bilirubin increased

Lipase increased

Oedematous pancreatitis

Abdominal compartment syndrome

Blood trypsin increased

Lipase urine increased

Pancreatic abscess

Abdominal distension

Fat necrosis

Nausea

Pancreatic haemorrhage

Abdominal pain

Gastrointestinal pain

Pancreatic enzyme abnormality

Pancreatic necrosis

Abdominal pain upper

Gastrointestinal sounds abnormal

Pancreatic enzymes abnormal

Pancreatic phlegmon

Abdominal rebound tenderness

Haemorrhagic ascites

Pancreatic enzymes increased

Pancreatic pseudocyst Abdominal rigidity Hyperamylasaemia Peripancreatic fluid collection
Pancreatic pseudocyst drainage Abdominal tenderness Hyperbilirubinaemia Urine amylase abnormal
Pancreatitis Acute abdomen Hyperlipasaemia Urine amylase increased

Pancreatitis acute

Ascites

Ileus paralytic

Vomiting

Pancreatitis haemorrhagic

Bilirubin conjugated abnormal

Intra-abdominal pressure increased

Vomiting projectile

* Adverse events used in search strategy based on MedDRA Version 14.0.
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Category Grade
Adverse Event 0 | 1 | 2 | 3 | 4
Blood and lymphatic system disorders
Hemoglobin Hemoglobin Hemoglobin Hemoglobin
. <LLN - 10.0 g/dL; <10.0 - 8.0 g/dL; <8.0 - 6.5 g/dL; <6.5 g/dL;
Anemia VNQL<LLN-6lr£nMH4 <62-49nimUL; <49-40§mmUL; <40§mmUL
<LLN - 100 g/L <100 - 80 g/L <80 - 65 g/L <65 g/L
Leukocytosis WNL - - >100000 /mm’ -
Investigations
Alanine WNL|>ULN -3.0 x ULN |>3.0-5.0 x ULN >5.0 - 20.0 x ULN >20.0 x ULN
aminotransferase
increased
Alkaline phosphatase |WNL|>ULN -2.5 x ULN |>2.5-5.0 x ULN >5.0 -20.0 x ULN >20.0 x ULN
increased
Aspartate WNL|>ULN -3.0 x ULN |>3.0-5.0 x ULN >5.0 -20.0 x ULN >20.0 x ULN
aminotransferase
increased
Blood bilirubin WNL|>ULN-1.5x ULN |>1.5-3.0x ULN >3.0-10.0 x ULN >10.0 x ULN
increased
WNL| >1-1.5 x baseline; |>1.5-3.0 % >3.0 baseline; >6.0 x ULN
Creatinine increased >ULN - 1.5 x ULN | baseline; >3.0 - 6.0 x ULN
>1.5-3.0 x ULN
GGT increased WNL|>ULN -2.5x ULN |>2.5-5.0 x ULN >5.0 - 20.0 x ULN >20.0 x ULN
WNL| Increase in >0 - Increase in >2 - Increase in >4 g/dL. -
2 g/dL above ULN 4 g/dL above ULN | above ULN or above
Hemoglobin increased or above baseline if | or above baseline if | baseline if baseline is
baseline is above baseline is above above ULN
ULN ULN
Lymphocyte count WNL| <LLN - 800/mm’>; <800 - 500/mm>; <500 - 200/mm>; <200/mm?>;
decreased <LLN -0.8 x 10e9 /L| <0.8 - 0.5 x 10e9 /L | <0.5-0.2 x 10e9 /L <0.2 x 10e9 /L
Lymphocyte count WNL - >4000/mm?® - >20000/mm’> -
increased 20000/mm®
Neutrophil count WNL| <LLN - 1500/mm®; | <1500 - 1000/mm?; | <1000 - 500/mm’; <500/mm’;
decreased <LLN-1.5%x10e9 /L|<1.5-1.0x10e9 /L | <1.0-0.5 x 10e9 /L <0.5 x 10e9 /L
Platelet count WNL| <LLN - 75000/mm?; | <75000 - . <50000 - 25000/mm?; | <25000/mm?’;
decreased <LLN - 75.0 x 10e9 | 50000/mm”; <75.0 - [ <50.0 - 25.0 x 10e9 /L | <25.0 x 10e9 /L
/L 50.0 x 10e9 /L
White blood cell WNL| <LLN - 3000/mm®; | <3000 - 2000/mm®; | <2000 - 1000/mm?*; | <1000/mm?;
decreased <LLN-3.0x10e9 /L|<3.0-2.0 x 10e9 /L [ <2.0-1.0 x 10e9 /L <1.0 x 10e9 /L
Page 1 of 2

Source: National Cancer Institute Common Toxicity Criteria, Version 4.0 - Japan Clinical Oncology Group
Note: WNL = within normal limits, LLN = lower limit of normal, ULN = upper limit of normal.
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T/ART
K77 REEINAMER AEFRLBERAFERE (Version 4.0) JCOG iR
Category Grade
Adverse Event 0 | 1 2 3 4
Metabolism and nutrition disorders
Hypercalcemia WNL | Corrected serum Corrected serum Corrected serum Corrected
calcium of >ULN - | calcium of >11.5 - calcium of >12.5 - serum
11.5 mg/dL; >ULN | 12.5 mg/dL;>2.9 - 13.5 mg/dL; >3.1 - calcium of
-2.9 mmol/L; 3.1 mmol/L; lonized | 3.4 mmol/L; lonized | >13.5 mg/dL;
Tonized calcium calcium >1.5 - calcium >1.6 - >3.4 mmol/L;
>ULN - 1.6 mmol/L 1.8 mmol/L Ionized
1.5 mmol/L calcium
>1.8 mmol/L
Hyperglycemia WNL | Fasting glucose Fasting glucose >250 - 500 mg/dL; >500 mg/dL;
value >ULN - value >160 - >13.9 - 27.8 mmol/L | >27.8 mmol/
160 mg/dL; Fasting | 250 mg/dL; Fasting L
glucose value glucose value >8.9 -
>ULN - 13.9 mmol/L
8.9 mmol/L
Hyperkalemia WNL | >ULN - >5.5 - 6.0 mmol/L >6.0 - 7.0 mmol/L >7.0 mmol/L
5.5 mmol/L
Hypermagnesemia WNL | >ULN - 3.0 mg/dL; - >3.0 - 8.0 mg/dL; >8.0 mg/dL;
>ULN - >1.23 - 3.30 mmol/L | >3.30 mmol/
1.23 mmol/L L
Hypernatremia WNL | >ULN - >150 - 155 mmol/L >155 - 160 mmol/L >160 mmol/L
150 mmol/L
Hypoalbuminemia WNL | <LLN -3 g/dL; <3-2g/dL; <2 g/dL; <20 g/L -
<LLN -30g/L <30-20g/L
Hypocalcemia WNL | Corrected serum Corrected serum Corrected serum Corrected
calcium of <LLN - | calcium of <8.0 - calcium of <7.0 - serum
8.0 mg/dL; <LLN - | 7.0 mg/dL; <2.0 - 6.0 mg/dL; <1.75 - calcium of
2.0 mmol/L; 1.75 mmol/L; 1.5 mmol/L; Ionized | <6.0 mg/dL;
Tonized calcium Tonized calcium <1.0 | calcium <0.9 - <1.5 mmol/L;
<LLN - - 0.9 mmol/L 0.8 mmol/L Ionized
1.0 mmol/L calcium
<0.8 mmol/L
Hypoglycemia WNL | <LLN - 55 mg/dL; | <55 -40 mg/dL; <40 - 30 mg/dL; <30 mg/dL;
<LLN - <3.0 - 2.2 mmol/L <2.2 - 1.7 mmol/L <1.7 mmol/L
3.0 mmol/L
Hypokalemia WNL | <LLN - <LLN - 3.0 mmol/L <3.0 - 2.5 mmol/L <2.5 mmol/L
3.0 mmol/L
Hypomagnesemia WNL | <LLN - 1.2 mg/dL; | <1.2-0.9 mg/dL; <0.9 - 0.7 mg/dL,; <0.7 mg/dL;
<LLN - <0.5 - 0.4 mmol/L <0.4 - 0.3 mmol/L <0.3 mmol/L
0.5 mmol/L
Hyponatremia WNL | <LLN - <130 - 120 mmol/L <120 mmol/L
130 mmol/L )
Hypophosphatemia WNL | <LLN - 2.5 mg/dL; | <2.5-2.0 mg/dL; <2.0 - 1.0 mg/dL; <1.0 mg/dL;
<LLN - <0.8 - 0.6 mmol/L <0.6 - 0.3 mmol/L <0.3 mmol/L
0.8 mmol/L
Renal and urinary disorders
Proteinuria WNL | 1+ proteinuria; 2+ proteinuria; urinary protein
urinary protein urinary protein 1.0 - [>3.5 g/24 hrs; -
<1.0 g/24 hrs 3.5 g/24 hrs
Page 2 of 2

Source:

Note: WNL = within normal limits, LLN = lower limit of normal, ULN = upper limit of normal.
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27 A BRMREEOME

T/ART
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab
Denosumab
Placebo 14mg Q6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Number of subjects reporting adverse events 49 (90.7) 50 (94.3) 47 (87.0) 48 (94.1) 446 (92.7) 448 (94.3) 229 (94.6) 495 (92.5) 593 (93.7)
INFECTIONS AND INFESTATIONS 28 (51.9) 30 (56.6) 27 (50.0) 29 (56.9) 269 (55.9) 286 (60.2) 131 (54.1) 297 (55.5) 372 (58.8)
Nasopharyngitis 21 (38.9) 18 (34.0) 22 (40.7) 22 (43.1) 203 (42.2) 211 (44.4) 93 (38.4) 224 (41.9) 273 (43.1)
Cystitis 3(5.6) 2 (3.8) 2(3.7) 0(0.0) 29 (6.0) 28(5.9) 9(3.7) 32 (6.0) 32(5.1)
Gastroenteritis 0(0.0) 3(5.7) 1(1.9) 2(3.9) 17 (3.5) 23 (4.8) 10 (4.1) 17 (3.2) 29 (4.6)
Pharyngitis 1(1.9) 3(5.7) 1(1.9) 1(2.0) 19 (4.0) 23 (4.8) 12 (5.0) 20 (3.7) 28 (4.4)
Oral herpes 0(0.0) 3(5.7) 1(1.9) 0(0.0) 7(1.5) 17 (3.6) 5(2.1) 7(1.3) 21(3.3)
Bronchitis 0(0.0) 0(0.0) 3(5.6) 0(0.0) 23 (4.8) 15(3.2) 5(2.1) 23 (4.3) 18 (2.8)
Herpes zoster 1(1.9) 4(7.5) 0(0.0) 0(0.0) 11(2.3) 11(2.3) 4 (1.7) 12 (2.2) 15(2.4)
Tinea pedis 1(1.9) 0(0.0) 0(0.0) 1(2.0) 7(1.5) 9(1.9) 3(1.2) 8 (1.5) 10 (1.6)
Rhinitis 0(0.0) 1(1.9) 0(0.0) 1(2.0) 3(0.6) 7(1.5) 2(0.8) 3(0.6) 9(1.4)
Paronychia 1(1.9) 1(1.9) 0(0.0) 0(0.0) 4(0.8) 7(1.5) 1(0.4) 5(0.9) 8(1.3)
Influenza 0(0.0) 1(1.9) 0(0.0) 1(2.0) 5(1.0) 4(0.8) 3(1.2) 5(0.9) 6(0.9)
Onychomycosis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 4(0.8) 6(1.3) 2(0.8) 4(0.7) 6(0.9)
Tinea infection 0(0.0) 2 (3.8) 1(1.9) 1(2.0) 1(0.2) 2(0.4) 1(0.4) 1(0.2) 6(0.9)
Otitis media 2(3.7) 0(0.0) 0(0.0) 1(2.0) 2(0.4) 4(0.8) 3(1.2) 4(0.7) 5(0.8)
Hordeolum 1(1.9) 0(0.0) 0(0.0) 3(5.9) 2(0.4) 2(0.4) 1(0.4) 3(0.6) 5(0.8)
Otitis externa 1(1.9) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 5(1.1) 2(0.8) 3(0.6) 5(0.8)
Pneumonia 1(1.9) 0 (0.0) 0 (0.0) 1(2.0) 2 (0.4) 4(0.8) 4 (1.7) 3 (0.6) 5(0.8)
Page 1 of 48

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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS #-4-2.1

154



27 A BRMREEOME

T/ART
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab
Denosumab
Placebo 14mg Q6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
INFECTIONS AND INFESTATIONS (Cont'd)
Gastroenteritis viral 1(1.9) 0(0.0) 0(0.0) 1(2.0) 6(1.2) 3(0.6) 2(0.8) 7(1.3) 4(0.6)
Sinusitis 1(1.9) 0(0.0) 0(0.0) 0(0.0) 3(0.6) 4(0.8) 4 (1.7) 4(0.7) 4(0.6)
Pulpitis dental 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 4(0.8) 1(0.4) 1(0.2) 4(0.6)
Tonsillitis 0(0.0) 0(0.0) 1(1.9) 0(0.0) 2(0.4) 2(0.4) 0(0.0) 2(0.4) 3(0.5)
Urinary tract infection 0(0.0) 0(0.0) 0(0.0) 1(2.0) 2(0.4) 2(0.4) 3(1.2) 2(0.4) 3(0.5)
Cellulitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 3(0.6) 0(0.0) 1(0.2) 3(0.5)
Enteritis infectious 0(0.0) 0(0.0) 0(0.0) 1(2.0) 1(0.2) 2(0.4) 3(1.2) 1(0.2) 3(0.5)
Folliculitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 3(0.6) 1(0.4) 1(0.2) 3(0.5)
Helicobacter infection 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 2(0.4) 0(0.0) 1(0.2) 2(0.3)
Acute sinusitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 1(0.4) 0(0.0) 2(0.3)
Appendicitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.3)
Herpes virus infection 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.3)
Atypical mycobacterial infection 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 1(0.2) 0(0.0) 2(0.4) 1(0.2)
Arthritis bacterial 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Chronic sinusitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Enterocolitis viral 0(0.0) 1(1.9) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 1(0.2)
Gastroenteritis norovirus 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Laryngitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 1(0.4) 1(0.2) 1(0.2)
Parotitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2) 0 (0.0) 1(0.2) 1(0.2)
Page 2 of 48

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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS #-4-2.1
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27 A BRMREEOME

T/ART
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab
Denosumab
Placebo 14mg Q6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
INFECTIONS AND INFESTATIONS (Cont'd)
Pyelonephritis acute 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Subcutaneous abscess 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 1(0.4) 1(0.2) 1(0.2)
Vaginal infection 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 1(0.4) 1(0.2) 1(0.2)
Abscess 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 0(0.0) 1(0.2)
Acute tonsillitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Bronchopneumonia 0(0.0) 0(0.0) 0(0.0) 1(2.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Candidiasis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 0(0.0) 1(0.2)
Chronic tonsillitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Dacryocystitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Dermatitis infected 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Eczema infected 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Fungal skin infection 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Gastroenteritis bacterial 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Impetigo 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Nail candida 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Omphalitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Osteomyelitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Respiratory moniliasis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Skin infection 0 (0.0) 0 (0.0) 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2)
Page 3 of 48

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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS #-4-2.1
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27 A BRMREEOME

T/ART
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab
Denosumab
Placebo 14mg Q6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
INFECTIONS AND INFESTATIONS (Cont'd)
Urethritis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Vulvitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Wound infection 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Adenoviral conjunctivitis 1(1.9) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 2(0.4) 0(0.0)
Furuncle 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 0(0.0)
Herpes simplex 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 1(0.4) 2(0.4) 0(0.0)
Abscess oral 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Body tinea 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.4) 1(0.2) 0(0.0)
Diverticulitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Eczema impetiginous 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Genital herpes 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.4) 1(0.2) 0(0.0)
Gingival abscess 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Hepatitis C 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Mumps 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Oral candidiasis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Otitis media chronic 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Pyelonephritis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.4) 1(0.2) 0(0.0)
Pyoderma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Sepsis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 1(0.4) 1(0.2) 0(0.0)
Page 4 of 48

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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS #-4-2.1
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27 A BRMREEOME

T/ART
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab
Denosumab
Placebo 14mg Q6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
INFECTIONS AND INFESTATIONS (Cont'd)
Sialoadenitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Tooth infection 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Upper respiratory tract infection 1(1.9) 0 (0.0) 0(0.0) 0(0.0) 0 (0.0) 0 (0.0) 0(0.0) 1(0.2) 0 (0.0)
Vaginitis bacterial 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Anal abscess 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Bacterial infection 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Eyelid folliculitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Fungal infection 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Groin abscess 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Tooth abscess 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Viral infection 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Vulvovaginal candidiasis 0 (0.0) 0 (0.0) 0(0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)
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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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS #-4-2.1
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27 A BRMREEOME

T/AITD
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
MUSCULOSKELETAL AND CONNECTIVE
20 (37.0) 18 (34.0) 17 (31.5) 15(29.4) 225 (46.8) 252 (53.1) 133 (55.0) 245 (45.8) 302 (47.7)
TISSUE DISORDERS
Back pain 4(7.4) 3(5.7) 8 (14.8) 9(17.6) 60 (12.5) 69 (14.5) 28 (11.6) 64 (12.0) 89 (14.1)
Osteoarthritis 3(5.6) 0(0.0) 2(3.7) 2(3.9) 43 (8.9) 77 (16.2) 37 (15.3) 46 (8.6) 81 (12.8)
Arthralgia 0(0.0) 4(7.5) 3(5.6) 0(0.0) 30 (6.2) 38 (8.0) 17 (7.0) 30 (5.6) 45(7.1)
Spinal osteoarthritis 0(0.0) 0(0.0) 1(1.9) 1(2.0) 24 (5.0) 27 (5.7) 14 (5.8) 24 (4.5) 29 (4.6)
Periarthritis 6(11.1) 1(1.9) 1(1.9) 1(2.0) 26 (5.4) 23 (4.8) 17 (7.0) 32 (6.0) 26 (4.1)
Pain in extremity 4(7.4) 2(3.8) 1(1.9) 2(3.9) 25(5.2) 21 (4.4) 12 (5.0) 29 (5.4) 26 (4.1)
Musculoskeletal pain 1(1.9) 3(5.7) 2(3.7) 1(2.0) 12 (2.5) 18 (3.8) 9(3.7) 13 (2.4) 24 (3.8)
Muscle spasms 0(0.0) 0(0.0) 0(0.0) 0(0.0) 17 (3.5) 20 (4.2) 9(3.7) 17 (3.2) 20 (3.2)
Musculoskeletal stiffness 2(3.7) 4(7.5) 1(1.9) 1(2.0) 11(2.3) 14 (2.9) 8(3.3) 13 (2.4) 20 (3.2)
Myalgia 2(3.7) 1(1.9) 1(1.9) 0(0.0) 22 (4.6) 17 (3.6) 9(3.7) 24 (4.5) 19 (3.0)
Lumbear spinal stenosis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 7(1.5) 17 (3.6) 10 (4.1) 7(1.3) 17 (2.7)
Intervertebral disc protrusion 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 11(2.3) 2(0.8) 1(0.2) 11(1.7)
Arthritis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 9(1.9) 9(1.9) 6(2.5) 9(1.7) 9(1.4)
Trigger finger 0(0.0) 0(0.0) 0(0.0) 1(2.0) 4(0.8) 8 (1.7) 1(0.4) 4(0.7) 9(1.4)
Tenosynovitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 11(2.3) 8 (1.7) 9(3.7) 11(2.1) 8(1.3)
Flank pain 0(0.0) 0(0.0) 0(0.0) 1(2.0) 0(0.0) 7(1.5) 3(1.2) 0(0.0) 8(1.3)
Neck pain 0(0.0) 0(0.0) 1(1.9) 0(0.0) 11(2.3) 6(1.3) 7(2.9) 11(2.1) 7(1.1)
Synovial cyst 1(1.9) 0(0.0) 0(0.0) 0(0.0) 5(1.0) 7(1.5) 3(1.2) 6(1.1) 7(1.1)
Musculoskeletal chest pain 0 (0.0) 1(1.9) 0 (0.0) 0 (0.0) 1(0.2) 3 (0.6) 1(0.4) 1(0.2) 4 (0.6)
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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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/ART
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
MUSCULOSKELETAL AND CONNECTIVE
TISSUE DISORDERS (Cont'd)
Tendonitis 1(1.9) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 3(0.6) 2(0.8) 3(0.6) 3(0.5)
Rotator cuff syndrome 0(0.0) 0(0.0) 1(1.9) 0(0.0) 1(0.2) 2(0.4) 1(0.4) 1(0.2) 3(0.5)
Spondylolisthesis 0(0.0) 0(0.0) 1(1.9) 0(0.0) 6(1.2) 1(0.2) 1(0.4) 6(1.1) 2(0.3)
Fasciitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 5(1.0) 2(0.4) 1(0.4) 5(0.9) 2(0.3)
Nodal osteoarthritis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 4(0.8) 2(0.4) 2(0.8) 4(0.7) 2(0.3)
Facet joint syndrome 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 2(0.4) 0(0.0) 2(0.4) 2(0.3)
Myofascitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 2(0.4) 3(1.2) 2(0.4) 2(0.3)
Bursitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 2(0.4) 2(0.8) 1(0.2) 2(0.3)
Coccydynia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 2(0.4) 0(0.0) 1(0.2) 2(0.3)
Temporomandibular joint syndrome 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 2(0.4) 0(0.0) 1(0.2) 2(0.3)
Foot deformity 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 1(0.4) 0(0.0) 2(0.3)
Joint swelling 0(0.0) 0(0.0) 1(1.9) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 2(0.3)
Upper extremity mass 0(0.0) 0(0.0) 1(1.9) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 2(0.3)
Intervertebral disc disorder 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 1(0.2) 1(0.4) 2(0.4) 1(0.2)
Myositis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Spinal column stenosis 0(0.0) 0(0.0) 0(0.0) 1(2.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 1(0.2)
Tenosynovitis stenosans 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Chondrosis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Ligamentitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.4) 0 (0.0) 1(0.2)
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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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1

160



27 A BRMREEOME

T/ART
#®7-8 AEER (FENKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
MUSCULOSKELETAL AND CONNECTIVE
TISSUE DISORDERS (Cont'd)
Limb discomfort 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)
Muscle atrophy 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)
Muscle tightness 0 (0.0) 0 (0.0) 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2)
Muscular weakness 0 (0.0) 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 0(0.0) 0 (0.0) 0 (0.0) 1(0.2)
Osteonecrosis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)
Rheumatoid arthritis 0 (0.0) 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2)
SAPHO syndrome 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)
Synovitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)
Bone pain 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 3(0.6) 0 (0.0) 0 (0.0) 3(0.6) 0 (0.0)
Arthropathy 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0)
Chondrocalcinosis pyrophosphate 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 0(0.0)
Haemarthrosis 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0)
Chondropathy 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 1(0.4) 1(0.2) 0 (0.0)
Groin pain 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Myalgia intercostal 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 1(0.4) 1(0.2) 0 (0.0)
Pain in jaw 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Plantar fasciitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 1(0.4) 1(0.2) 0 (0.0)
Sinus tarsi syndrome 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0(0.0) 1(0.2) 0 (0.0)
Muscle fatigue 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)
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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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/AIT
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

MUSCULOSKELETAL AND CONNECTIVE
TISSUE DISORDERS (Cont'd)

Muscle twitching 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)

Osteochondrosis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)

Page 9 of 48
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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/AITD
#®7-8 AEER (FENKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

GASTROINTESTINAL DISORDERS 15 (27.8) 16 (30.2) 15 (27.8) 18 (35.3) 231 (48.0) 240 (50.5) 137 (56.6) 246 (46.0) 289 (45.7)
Dental caries 4(7.4) 1(1.9) 0 (0.0) 12.0) 64 (13.3) 73 (15.4) 29 (12.0) 68 (12.7) 75 (11.8)
Constipation 1(1.9) 5(9.4) 5(9.3) 2(3.9) 37 (7.7) 49 (10.3) 21 (8.7) 38 (7.1) 61 (9.6)
Periodontitis 1(1.9) 0 (0.0) 2(3.7) 3(5.9) 27 (5.6) 41 (8.6) 16 (6.6) 28 (5.2) 46 (1.3)
Stomatitis 1(1.9) 1(1.9) 2(3.7) 12.0) 24 (5.0) 35 (7.4) 7(2.9) 25 (4.7) 39 (6.2)
Diarrhoea 4(7.4) 3(5.7) 2(3.7) 3(5.9) 15 3.1 23 (4.8) 16 (6.6) 19 (3.6) 31 (4.9)
Gastritis 0 (0.0) 1(1.9) 3(5.6) 0 (0.0) 26 (5.4) 20 (4.2) 13 (5.4) 26 (4.9) 24 (3.8)
Abdominal discomfort 3 (5.6) 3(5.7) 0 (0.0) 12.0) 15 3.1 20 (4.2) 10 (4.1) 18 (3.4) 24 (3.8)
Reflux oesophagitis 1(1.9) 0 (0.0) 0 (0.0) 2(3.9) 112.3) 17 (3.6) 7(2.9) 12 (2.2) 19 (3.0)
Abdominal pain upper 0 (0.0) 2(3.8) 2(3.7) 12.0) 7(1.5) 12 (2.5) 8(3.3) 7(1.3) 17 2.7)
Gingivitis 1(1.9) 1(1.9) 3(5.6) 1(2.0) 11 (2.3) 11 (2.3) 7(2.9) 12 (2.2) 16 (2.5)
Periodontal disease 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 18 3.7) 9(1.9) 7(2.9) 18 (3.4) 9 (1.4)
Haemorrhoids 1(1.9) 0 (0.0) 0 (0.0) 12.0) 13 2.7) 8(1.7) 1(0.4) 14 (2.6) 9 (1.4)
Vomiting 1(1.9) 3(5.7) 0 (0.0) 0 (0.0) 9(1.9) 6(1.3) 7(2.9) 10 (1.9) 9 (1.4)
Enterocolitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 5(1.0) 9(1.9) 4(1.7) 5(0.9) 9 (1.4)
Colonic polyp 0 (0.0) 2(3.8) 1(1.9) 0 (0.0) 14 (2.9) 5(1.1) 2(0.8) 14 (2.6) 8(1.3)
Cheilitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 8(1.7) 8(1.7) 6(2.5) 8(1.5) 8(1.3)
Nausea 0 (0.0) 1(1.9) 1(1.9) 2(3.9) 7(1.5) 3(0.6) 5(2.1) 7(1.3) 7(1.1)
Toothache 0 (0.0) 0 (0.0) 0 (0.0) 12.0) 5(1.0) 6(1.3) 2(0.8) 5(0.9) 7(1.1)
Gastric ulcer 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 4(0.8) 5(1.1) 2(0.8) 4(0.7) 5(0.8)

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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/AITD
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
GASTROINTESTINAL DISORDERS (Cont'd)
Abdominal distension 0(0.0) 0(0.0) 0(0.0) 1(2.0) 3(0.6) 4(0.8) 1(0.4) 3(0.6) 5(0.8)
Gastric polyps 2(3.7) 0(0.0) 1(1.9) 0(0.0) 3(0.6) 3(0.6) 0(0.0) 5(0.9) 4 (0.6)
Abdominal pain 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 4(0.8) 2(0.8) 2(0.4) 4 (0.6)
Glossitis 0(0.0) 0(0.0) 0(0.0) 1(2.0) 3(0.6) 2(0.4) 1(0.4) 3(0.6) 3(0.5)
Gastritis erosive 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 3(0.6) 1(0.4) 1(0.2) 3(0.5)
Gastrointestinal disorder 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 2(0.4) 1(0.4) 2(0.4) 2(0.3)
Duodenal ulcer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 2(0.4) 1(0.4) 1(0.2) 2(0.3)
Hiatus hernia 0(0.0) 0(0.0) 0(0.0) 1(2.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 2(0.3)
Tooth loss 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 2(0.4) 2(0.8) 1(0.2) 2(0.3)
Colitis ischaemic 0(0.0) 2(3.8) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.3)
Anal fissure 0(0.0) 0(0.0) 0(0.0) 0(0.0) 4(0.8) 1(0.2) 1(0.4) 4(0.7) 1(0.2)
Abdominal pain lower 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 1(0.2) 1(0.4) 2(0.4) 1(0.2)
Aphthous stomatitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 2(0.8) 1(0.2) 1(0.2)
Colitis 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Diverticulum intestinal 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 2(0.8) 1(0.2) 1(0.2)
Dry mouth 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Gingival atrophy 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Gingival bleeding 0(0.0) 0(0.0) 1(1.9) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 1(0.2)
Gingival swelling 0 (0.0) 0 (0.0) 0 (0.0) 1(2.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/AITD
#®7-8 AEER (FENKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
GASTROINTESTINAL DISORDERS (Cont'd)
Radicular cyst 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Abdominal hernia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Anal polyp 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Chapped lips 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Dental necrosis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Duodenitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Dyschezia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Dysphagia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Femoral hernia, obstructive 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Food poisoning 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 0(0.0) 1(0.2)
Gastrointestinal haemorrhage 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Gastrointestinal mucosal exfoliation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Glossodynia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Hypoaesthesia oral 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 0(0.0) 1(0.2)
Large intestine perforation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Malocclusion 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 0(0.0) 1(0.2)
Oesophageal polyp 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Oral disorder 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Oral lichen planus 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/AITD
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
GASTROINTESTINAL DISORDERS (Cont'd)
Pancreatic cyst 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Paraesthesia oral 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Salivary gland calculus 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Traumatic occlusion 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Dyspepsia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 4(0.8) 0(0.0) 4(1.7) 4(0.7) 0(0.0)
Loose tooth 0(0.0) 0(0.0) 0(0.0) 0(0.0) 4(0.8) 0(0.0) 3(1.2) 4(0.7) 0(0.0)
Sensitivity of teeth 0(0.0) 0(0.0) 0(0.0) 0(0.0) 3(0.6) 0(0.0) 0(0.0) 3(0.6) 0(0.0)
Flatulence 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 0(0.0)
Rectal prolapse 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 0(0.0)
Enamel anomaly 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Epigastric discomfort 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 3(1.2) 1(0.2) 0(0.0)
Gastritis atrophic 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.4) 1(0.2) 0(0.0)
Gingival pain 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.4) 1(0.2) 0(0.0)
Haematochezia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.4) 1(0.2) 0(0.0)
Hyperchlorhydria 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Lip swelling 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Pancreatitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Pancreatitis acute 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Parotid gland enlargement 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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FEER (FEIKRSBERUEREE) (Japan Safety Analysis Set)

Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab

Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab

SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)

Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
GASTROINTESTINAL DISORDERS (Cont'd)

Proctalgia 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(02) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)

Duodenal polyp 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)

Gastritis haemorrhagic 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0(0.0)

Gingival recession 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0(0.0) 0(0.0)

Inguinal hernia 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.8) 0 (0.0) 0 (0.0)

Oedema mouth 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)

Oesophageal ulcer 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.8) 0(0.0) 0 (0.0)

Periproctitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)

Swollen tongue 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/AIT
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
INJURY, POISONING AND PROCEDURAL 15 (27.8) 8 (15.1) 9 (16.7) 11 (21.6) 166 (34.5) 156 (32.8) 92 (38.0) 181 (33.8) 184 (29.1)
COMPLICATIONS
Contusion 8 (14.8) 1(1.9) 4(7.4) 1(2.0) 74 (15.4) 80 (16.8) 54 (22.3) 82 (15.3) 86 (13.6)
Joint sprain 2(3.7) 1(1.9) 1(1.9) 5(9.8) 18 (3.7) 17 (3.6) 9(3.7) 20 (3.7) 24 (3.8)
Arthropod sting 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 17 (3.5) 19 (4.0) 4(1.7) 17 (3.2) 19 (3.0)
Tooth fracture 0 (0.0) 0 (0.0) 0 (0.0) 1(2.0) 13 2.7) 12 2.5) 8(3.3) 13 (2.4) 13 2.1)
Thermal burn 0 (0.0) 2(3.8) 0 (0.0) 0 (0.0) 3(0.6) 11(2.3) 2(0.8) 3(0.6) 13 (2.1)
Epicondylitis 1(1.9) 0 (0.0) 0 (0.0) 2(3.9) 9(1.9) 6(1.3) 2(0.8) 10 (1.9) 8(1.3)
Foot fracture 0 (0.0) 0 (0.0) 1(1.9) 0 (0.0) 7(1.5) 6(1.3) 2(0.8) 7(1.3) 7(1.1)
Chillblains 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 6(1.3) 1(0.4) 1(0.2) 6 (0.9)
Spinal fracture 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 22 (4.6) 5(1.1) 6(2.5) 22 (4.1) 5(0.8)
Wound 0 (0.0) 1(1.9) 0 (0.0) 0 (0.0) 7(1.5) 4(0.8) 52.1) 7(1.3) 5(0.8)
Muscle strain 0 (0.0) 0 (0.0) 1(1.9) 0 (0.0) 6(1.2) 4(0.8) 1(0.4) 6(1.1) 5(0.8)
Radius fracture 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 5(1.0) 5(L.1) 3(1.2) 6(1.1) 5(0.8)
Patella fracture 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 5(L.1) 1(0.4) 0 (0.0) 5(0.8)
Rib fracture 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 8(1.7) 4(0.8) 1(0.4) 8 (1.5) 4(0.6)
Excoriation 1(1.9) 0 (0.0) 1(1.9) 0 (0.0) 4(0.8) 3(0.6) 1(0.4) 5(0.9) 4(0.6)
Ulna fracture 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 4(0.8) 3(0.6) 0 (0.0) 4(0.7) 3(0.5)
Arthropod bite 2(3.7) 1(1.9) 1(1.9) 1(2.0) 1(0.2) 0 (0.0) 1(0.4) 3(0.6) 3(0.5)
Muscle injury 0 (0.0) 0 (0.0) 0 (0.0) 2(3.9) 3(0.6) 1(0.2) 2(0.8) 3(0.6) 3(0.5)
Head injury 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 3(0.6) 1(0.4) 2(0.4) 3(0.5)

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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/ART
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
INJURY, POISONING AND PROCEDURAL
COMPLICATIONS (Cont'd)
Meniscus lesion 0 (0.0) 0 (0.0) 1(1.9) 0 (0.0) 2(0.4) 2(0.4) 1(0.4) 2(0.4) 3(0.5)
Ankle fracture 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 3(0.6) 0 (0.0) 0 (0.0) 3(0.5)
Procedural pain 0 (0.0) 2(3.8) 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 3(0.5)
Animal bite 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 3(0.6) 2(0.4) 0 (0.0) 4(0.7) 2(0.3)
Skeletal injury 1(1.9) 1(1.9) 0 (0.0) 0 (0.0) 3(0.6) 1(0.2) 0 (0.0) 4(0.7) 2(0.3)
Foreign body in eye 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 2(0.4) 0 (0.0) 2(0.4) 2(0.3)
Joint dislocation 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 2(0.4) 0 (0.0) 2(0.4) 2(0.3)
Hand fracture 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 2(0.4) 0 (0.0) 1(0.2) 2(0.3)
Stab wound 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 2(0.4) 1(0.4) 1(0.2) 2(0.3)
Frostbite 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0) 0 (0.0) 2(0.3)
Heat illness 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 1(0.4) 0 (0.0) 2(0.3)
Traumatic haematoma 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 1(0.4) 0 (0.0) 2(0.3)
Laceration 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 3(0.6) 1(0.2) 2(0.8) 3(0.6) 1(0.2)
Cartilage injury 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2) 0 (0.0) 2(0.4) 1(0.2)
Clavicle fracture 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2) 1(0.4) 1(0.2) 1(0.2)
Crush injury 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2) 1(0.4) 1(0.2) 1(0.2)
Fibula fracture 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 1(0.2) 1(0.2)
Humerus fracture 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2) 2(0.8) 1(0.2) 1(0.2)
Subcutaneous haematoma 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2) 0 (0.0) 1(0.2) 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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/ART
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
INJURY, POISONING AND PROCEDURAL
COMPLICATIONS (Cont'd)
Subdural haematoma 0(0.0) 1(1.9) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 1(0.2)
Tooth injury 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Burns second degree 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 1(0.2)
Fractured coccyx 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Nail avulsion 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Femoral neck fracture 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 0(0.0)
Fractured sacrum 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 0(0.0)
Cerebral haemorrhage traumatic 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Corneal abrasion 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Femur fracture 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Foreign body 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Fractured ischium 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Heat exhaustion 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Ligament injury 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Ligament sprain 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.4) 1(0.2) 0(0.0)
Lumbar vertebral fracture 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Nail injury 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Periorbital haematoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Pubis fracture 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/AITD
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
INJURY, POISONING AND PROCEDURAL
COMPLICATIONS (Cont'd)
Road traffic accident 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Scapula fracture 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Tendon rupture 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Wound complication 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Eye injury 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)
Face injury 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.8) 0 (0.0) 0 (0.0)
Muscle rupture 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)
Peripheral nerve injury 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)
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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 overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-2.1
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27 A BRMREEOME

T/AIT
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=4381) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
SKIN AND SUBCUTANEOUS TISSUE 11 (20.4) 12 (22.6) 11 (20.4) 14 (27.5) 122 (25.4) 129 (27.2) 60 (24.8) 133 (24.9) 166 (26.2)
DISORDERS
Eczema 5(9.3) 6(11.3) 4(7.4) 6(11.8) 41 (8.5) 39 (8.2) 16 (6.6) 46 (8.6) 55(8.7)
Dermatitis contact 1(1.9) 1(1.9) 0(0.0) 1(2.0) 28 (5.8) 21 (4.4) 14 (5.8) 29 (5.4) 23 (3.6)
Pruritus 0(0.0) 0(0.0) 1(1.9) 3(5.9) 8 (1.7) 10 (2.1) 4(1.7) 8 (1.5) 14 (2.2)
Dermatitis 1(1.9) 0(0.0) 0(0.0) 1(2.0) 8 (1.7) 10 (2.1) 3(1.2) 9(1.7) 11(1.7)
Haemorrhage subcutaneous 2(3.7) 1(1.9) 0(0.0) 1(2.0) 3(0.6) 9(1.9) 1(0.4) 5(0.9) 11(1.7)
Rash 1(1.9) 0(0.0) 0(0.0) 0(0.0) 9(1.9) 9(1.9) 2(0.8) 10 (1.9) 9(1.4)
Heat rash 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 8 (1.7) 1(0.4) 2(0.4) 8(1.3)
Urticaria 0(0.0) 0(0.0) 0(0.0) 0(0.0) 6(1.2) 7(1.5) 3(1.2) 6(1.1) 7(1.1)
Erythema 1(1.9) 1(1.9) 1(1.9) 1(2.0) 4(0.8) 4(0.8) 2(0.8) 5(0.9) 7(1.1)
Eczema asteatotic 0(0.0) 0(0.0) 1(1.9) 1(2.0) 4(0.8) 5(1.1) 0(0.0) 4(0.7) 7(1.1)
Xeroderma 0(0.0) 0(0.0) 1(1.9) 0(0.0) 1(0.2) 6(1.3) 5(2.1) 1(0.2) 7(1.1)
Hyperkeratosis 0(0.0) 1(1.9) 1(1.9) 0(0.0) 9(1.9) 4(0.8) 8(3.3) 9(1.7) 6(0.9)
Seborrhoeic dermatitis 0(0.0) 0(0.0) 1(1.9) 0(0.0) 1(0.2) 4(0.8) 1(0.4) 1(0.2) 5(0.8)
Dry skin 0(0.0) 0(0.0) 1(1.9) 1(2.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 4(0.6)
Dermatitis allergic 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 3(0.6) 2(0.8) 2(0.4) 3(0.5)
Ingrowing nail 0(0.0) 1(1.9) 0(0.0) 0(0.0) 2(0.4) 2(0.4) 0(0.0) 2(0.4) 3(0.5)
Drug eruption 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 3(0.6) 2(0.8) 1(0.2) 3(0.5)
Asteatosis 0(0.0) 1(1.9) 0(0.0) 0(0.0) 2(0.4) 1(0.2) 3(1.2) 2(0.4) 2(0.3)
Blister 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2 (0.4) 2 (0.4) 1(0.4) 2 (0.4) 2 (0.3)

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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/ART
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
SKIN AND SUBCUTANEOUS TISSUE
DISORDERS (Cont'd)
Dyshidrosis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 2(0.4) 0 (0.0) 2(0.4) 2(0.3)
Polymorphic light eruption 0 (0.0) 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 2(0.3)
Pruritus generalised 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0) 0 (0.0) 2(0.3)
Skin exfoliation 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0) 0 (0.0) 2(0.3)
Decubitus ulcer 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(02) 1(0.2) 0 (0.0) 1(0.2) 1(0.2)
Dermal cyst 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(02) 1(0.2) 1(0.4) 1(0.2) 1(0.2)
Lentigo 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(02) 1(0.2) 0 (0.0) 1(0.2) 1(0.2)
Alopecia areata 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)
Eczema nummular 0 (0.0) 0 (0.0) 0 (0.0) 1(2.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2)
Keloid scar 0 (0.0) 0 (0.0) 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2)
Milia 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)
Papule 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)
Petechiae 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)
Prurigo 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(02) 0 (0.0) 0 (0.0) 1(0.2)
Purpura 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(02) 1(0.4) 0 (0.0) 1(0.2)
Pustular psoriasis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(02) 1(0.4) 0 (0.0) 1(0.2)
Skin haemorrhage 0 (0.0) 0 (0.0) 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2)
Skin tightness 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(02) 0 (0.0) 0 (0.0) 1(0.2)
Stasis dermatitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)
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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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/AITD
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
SKIN AND SUBCUTANEOUS TISSUE
DISORDERS (Cont'd)
Acne 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 0(0.0)
Hyperkeratosis palmaris and plantaris 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 0(0.0)
Senile pruritus 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 0(0.0)
Hypoaesthesia facial 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Nail disorder 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Pemphigoid 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Photosensitivity reaction 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.4) 1(0.2) 0(0.0)
Psoriasis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Skin chapped 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Urticaria chronic 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.4) 1(0.2) 0(0.0)
Dandruff 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Nail discolouration 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Onychoclasis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Pigmentation disorder 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/AITD
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mg Q6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

NERVOUS SYSTEM DISORDERS 11 (20.4) 12 (22.6) 11 (20.4) 10 (19.6) 72 (15.0) 101 (21.3) 35(14.5) 83 (15.5) 134 (21.2)
Headache 5(9.3) 7(13.2) 6(11.1) 3(5.9) 19 (4.0) 23 (4.8) 6(2.5) 24 (4.5) 39 (6.2)
Hypoaesthesia 3(5.6) 1(1.9) 2(3.7) 5(9.8) 10 (2.1) 10 (2.1) 3(1.2) 13 (2.4) 18 (2.3)
Dizziness 2(3.7) 1(1.9) 1(1.9) 1(2.0) 6(1.2) 15(3.2) 5(2.1) 8 (1.5) 18 (2.8)
Sciatica 1(1.9) 0(0.0) 0(0.0) 2(3.9) 9(1.9) 13 (2.7) 6(2.5) 10 (1.9) 15(2.4)
Carpal tunnel syndrome 0(0.0) 1(1.9) 0(0.0) 0(0.0) 3(0.6) 6(1.3) 0(0.0) 3(0.6) 7(1.1)
Cerebral infarction 0(0.0) 0(0.0) 1(1.9) 0(0.0) 1(0.2) 6(1.3) 0(0.0) 1(0.2) 7(1.1)
Cervicobrachial syndrome 0(0.0) 0(0.0) 0(0.0) 2(3.9) 2(0.4) 4(0.8) 2(0.8) 2(0.4) 6(0.9)
Tension headache 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 5(1.1) 1(0.4) 2(0.4) 5(0.8)
Dysgeusia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 4(0.8) 0(0.0) 2(0.4) 4 (0.6)
Neuropathy peripheral 0(0.0) 0(0.0) 0(0.0) 0(0.0) 3(0.6) 3(0.6) 1(0.4) 3(0.6) 3(0.5)
Somnolence 1(1.9) 0(0.0) 1(1.9) 0(0.0) 1(0.2) 2(0.4) 1(0.4) 2(0.4) 3(0.5)
Cervical neuritis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 3(0.6) 2(0.8) 1(0.2) 3(0.5)
Subarachnoid haemorrhage 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 3(0.6) 0(0.0) 1(0.2) 3(0.5)
Neuralgia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 3(0.6) 0(0.0) 0(0.0) 3(0.5)
Occipital neuralgia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 3(0.6) 0(0.0) 0(0.0) 3(0.5)
Intercostal neuralgia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 3(0.6) 2(0.4) 1(0.4) 3(0.6) 2(0.3)
Autonomic nervous system imbalance 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 2(0.4) 0(0.0) 2(0.4) 2(0.3)
Dizziness postural 0(0.0) 1(1.9) 0(0.0) 0(0.0) 2(0.4) 1(0.2) 1(0.4) 2(0.4) 2(0.3)
Tremor 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 2 (0.4) 0 (0.0) 2 (0.4) 2 (0.3)

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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/AITD
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
NERVOUS SYSTEM DISORDERS (Cont'd)
Intracranial aneurysm 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 2(0.4) 0(0.0) 1(0.2) 2(0.3)
Lacunar infarction 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 2(0.3)
Loss of consciousness 0(0.0) 0(0.0) 0(0.0) 0(0.0) 3(0.6) 1(0.2) 0(0.0) 3(0.6) 1(0.2)
Nystagmus 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Post herpetic neuralgia 0(0.0) 1(1.9) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 1(0.2)
Sensory disturbance 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Cerebellar haemorrhage 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Cerebral artery embolism 0(0.0) 0(0.0) 0(0.0) 1(2.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Cerebral ischaemia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Cubital tunnel syndrome 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Dementia Alzheimer's type 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 0(0.0) 1(0.2)
Dyslalia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Morton's neuralgia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Nervous system disorder 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Tarsal tunnel syndrome 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 0(0.0) 1(0.2)
VIIth nerve paralysis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 0(0.0) 1(0.2)
Cerebral haemorrhage 0(0.0) 0(0.0) 0(0.0) 0(0.0) 3(0.6) 0(0.0) 1(0.4) 3(0.6) 0(0.0)
Trigeminal neuralgia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 0(0.0)
Altered state of consciousness 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/AITD
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
NERVOUS SYSTEM DISORDERS (Cont'd)
Amnesia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Convulsion 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Diabetic neuropathy 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Dysaesthesia 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Essential tremor 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Facial spasm 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Intention tremor 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Transient ischaemic attack 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Central pain syndrome 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Migraine 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Parkinson's disease 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Parkinsonism 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Thoracic outlet syndrome 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)
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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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/AITD
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
RESPIRATORY, THORACIC AND MEDIASTINAL 10 (18.5) 11(20.8) 7 (13.0) 9(17.6) 69 (14.3) 83 (17.5) 36 (14.9) 79 (14.8) 110 (17.4)
DISORDERS
Upper respiratory tract inflammation 8 (14.8) 4(7.5) 3(5.6) 6 (11.8) 35(7.3) 31 (6.5) 19 (7.9) 43 (8.0) 44 (7.0)
Oropharyngeal pain 1(1.9) 3(5.7) 1(1.9) 1(2.0) 7(1.5) 6(1.3) 1(0.4) 8 (1.5) 11(1.7)
Cough 0(0.0) 2(3.8) 0(0.0) 2(3.9) 3(0.6) 7(1.5) 2(0.8) 3(0.6) 11(1.7)
Rhinitis allergic 0(0.0) 1(1.9) 1(1.9) 0(0.0) 7(1.5) 8 (1.7) 3(1.2) 7(1.3) 10 (1.6)
Asthma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 6(1.2) 10 (2.1) 0(0.0) 6(1.1) 10 (1.6)
Rhinorrhoea 0(0.0) 0(0.0) 0(0.0) 1(2.0) 2(0.4) 4(0.8) 2(0.8) 2(0.4) 5(0.8)
Oropharyngeal discomfort 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 3(0.6) 1(0.4) 2(0.4) 3(0.5)
Dyspnoea 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 3(0.6) 0(0.0) 1(0.2) 3(0.5)
Productive cough 0(0.0) 1(1.9) 1(1.9) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 3(0.5)
Epistaxis 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 2(0.8) 0(0.0) 3(0.5)
Interstitial lung disease 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 2(0.3)
Bronchitis chronic 1(1.9) 1(1.9) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 1(0.4) 3(0.6) 1(0.2)
Allergic bronchitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 1(0.2) 1(0.4) 2(0.4) 1(0.2)
Haemoptysis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 1(0.2) 0(0.0) 2(0.4) 1(0.2)
Pleurisy 1(1.9) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 1(0.4) 2(0.4) 1(0.2)
Pharyngeal oedema 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Bronchiectasis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Dysaesthesia pharynx 0(0.0) 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Dysphonia 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 4 (1.7) 0 (0.0) 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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/ART
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
RESPIRATORY, THORACIC AND MEDIASTINAL
DISORDERS (Cont'd)
Emphysema 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Foreign body aspiration 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Nasal congestion 0(0.0) 0(0.0) 0(0.0) 1(2.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Pharyngeal polyp 0(0.0) 0(0.0) 0(0.0) 1(2.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Pneumonia aspiration 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Sleep apnoea syndrome 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Paranasal cyst 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Sputum retention 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Vocal cord inflammation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Yawning 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Chronic obstructive pulmonary disease 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Pulmonary embolism 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Vasomotor rhinitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)

Page 26 of 48
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 overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-2.1

179



27 A BRMREEOME

T/AITD
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

INVESTIGATIONS 1(1.9) 4(7.5) 4(7.4) 7(13.7) 86 (17.9) 89 (18.7) 46 (19.0) 87 (16.3) 104 (16.4)
Blood creatine phosphokinase increased 0(0.0) 0(0.0) 0(0.0) 1(2.0) 22 (4.6) 28 (5.9) 15 (6.2) 22 (4.1) 29 (4.6)
Blood pressure increased 0(0.0) 2(3.8) 0(0.0) 1(2.0) 14 (2.9) 13 (2.7) 6 (2.5) 14 (2.6) 16 (2.5)
Gamma-glutamyltransferase increased 0(0.0) 0(0.0) 2(3.7) 3(5.9) 11(2.3) 11(2.3) 4(1.7) 11 2.1) 16 (2.5)
Alanine aminotransferase increased 0(0.0) 0(0.0) 1(1.9) 1(2.0) 0(0.0) 6(1.3) 2(0.8) 0(0.0) 8(1.3)
Protein urine present 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 8 (1.7) 1(0.4) 0(0.0) 8(1.3)
Aspartate aminotransferase increased 0(0.0) 1(1.9) 1(1.9) 1(2.0) 1(0.2) 4(0.8) 3(1.2) 1(0.2) 7(1.1)
Blood creatinine increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 6(1.3) 0(0.0) 1(0.2) 6(0.9)
Weight decreased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 7(1.5) 4(0.8) 0(0.0) 7(1.3) 4(0.6)
Blood potassium increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 4(0.8) 3(1.2) 2(0.4) 4 (0.6)
Blood glucose increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 6(1.2) 3 (0.6) 2(0.8) 6 (1.1) 3(0.5)
Weight increased 0(0.0) 1(1.9) 0(0.0) 0(0.0) 1(0.2) 2(0.4) 0(0.0) 1(0.2) 3(0.5)
White blood cell count decreased 0(0.0) 0(0.0) 0(0.0) 2(3.9) 1(0.2) 1(0.2) 3(1.2) 1(0.2) 3(0.5)
Blood bilirubin increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 3(0.6) 2(0.4) 2(0.8) 3(0.6) 2(0.3)
White blood cell count increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 2(0.4) 0(0.0) 2(0.4) 2(0.3)
Blood lactate dehydrogenase increased 0(0.0) 0(0.0) 0(0.0) 1(2.0) 1(0.2) 1(0.2) 1(0.4) 1(0.2) 2(0.3)
Liver function test abnormal 0(0.0) 0(0.0) 1(1.9) 0(0.0) 1(0.2) 1(0.2) 2(0.8) 1(0.2) 2(0.3)
Blood alkaline phosphatase decreased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.3)
Blood urea increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 1(0.4) 0(0.0) 2(0.3)
Blood alkaline phosphatase increased 0 (0.0) 0 (0.0) 0 (0.0) 1(2.0) 9(1.9) 0 (0.0) 2 (0.8) 9 (1.7) 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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/AITD
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
INVESTIGATIONS (Cont'd)
Eosinophil count increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 4(0.8) 1(0.2) 0(0.0) 4(0.7) 1(0.2)
Blood urine present 0(0.0) 0(0.0) 1(1.9) 0(0.0) 3(0.6) 0(0.0) 0(0.0) 3(0.6) 1(0.2)
Blood pressure decreased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 1(0.2) 1(0.4) 2(0.4) 1(0.2)
Glucose urine present 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 1(0.4) 1(0.2) 1(0.2)
Heart rate increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Helicobacter test positive 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Blood 25-hydroxycholecalciferol increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Blood calcium decreased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 2(0.8) 0(0.0) 1(0.2)
Blood pressure diastolic increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Blood sodium decreased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Blood thyroid stimulating hormone increased 0(0.0) 0(0.0) 0(0.0) 1(2.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Blood triglycerides increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 0(0.0) 1(0.2)
C-reactive protein increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Cardiac murmur 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Heart rate decreased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Hepatitis C antibody positive 0(0.0) 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Immunoglobulins increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Protein urine 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Blood insulin increased 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/ART
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
INVESTIGATIONS (Cont'd)
Blood pressure systolic increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Body temperature decreased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Foetal haemoglobin increased 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Glycosylated haemoglobin increased 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Low density lipoprotein increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Platelet count decreased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 2(0.8) 1(0.2) 0(0.0)
Renal function test abnormal 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Thyroxine increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Tri-iodothyronine increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Urine output decreased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Brain natriuretic peptide increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Fibrin D dimer increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Hepatic enzyme increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Neutrophil count decreased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Occult blood positive 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Protein total increased 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/ART
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
EYE DISORDERS 9(16.7) 6(11.3) 4(7.4) 7(13.7) 68 (14.1) 82 (17.3) 42(17.4) 77 (14.4) 99 (15.6)
Cataract 1(1.9) 3(5.7) 0(0.0) 1(2.0) 27 (5.6) 25(5.3) 14 (5.8) 28 (5.2) 29 (4.6)
Conjunctivitis 1(1.9) 0(0.0) 1(1.9) 2(3.9) 13 (2.7) 17 (3.6) 7(2.9) 14 (2.6) 20 (3.2)
Dry eye 2(3.7) 0(0.0) 0(0.0) 2(3.9) 7(1.5) 9(1.9) 1(0.4) 9(1.7) 11(1.7)
Asthenopia 2(3.7) 1(1.9) 0(0.0) 1(2.0) 4(0.8) 7(1.5) 2(0.8) 6(1.1) 9(1.4)
Conjunctivitis allergic 1(1.9) 1(1.9) 0(0.0) 0(0.0) 11(2.3) 5(1.1) 6(2.5) 12 (2.2) 6(0.9)
Conjunctival haemorrhage 0(0.0) 1(1.9) 0(0.0) 0(0.0) 4(0.8) 5(1.1) 2(0.8) 4(0.7) 6(0.9)
Vitreous floaters 1(1.9) 0(0.0) 1(1.9) 0(0.0) 1(0.2) 4(0.8) 0(0.0) 2(0.4) 5(0.8)
Posterior capsule opacification 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 4(0.8) 1(0.4) 0(0.0) 4 (0.6)
Pterygium 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 3(0.6) 0(0.0) 0(0.0) 4(0.6)
Glaucoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 3(0.6) 3(0.6) 1(0.4) 3(0.6) 3(0.5)
Ocular hyperaemia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 3(0.6) 3(0.6) 0(0.0) 3(0.6) 3(0.5)
Corneal erosion 0(0.0) 0(0.0) 1(1.9) 0(0.0) 1(0.2) 2(0.4) 0(0.0) 1(0.2) 3(0.5)
Keratitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 3(0.6) 0(0.0) 0(0.0) 3(0.5)
Blepharitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 2(0.4) 2(0.8) 2(0.4) 2(0.3)
Eye pruritus 0(0.0) 0(0.0) 0(0.0) 1(2.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 2(0.3)
Trichiasis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 2(0.4) 0(0.0) 1(0.2) 2(0.3)
Vitreous detachment 1(1.9) 0(0.0) 1(1.9) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 1(0.2) 2(0.3)
Angle closure glaucoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.3)
Corneal disorder 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2 (0.4) 0 (0.0) 0 (0.0) 2 (0.3)
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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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/AITD
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
EYE DISORDERS (Cont'd)
Punctate keratitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.3)
Lacrimation increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 1(0.2) 1(0.4) 2(0.4) 1(0.2)
Maculopathy 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 1(0.2) 1(0.4) 2(0.4) 1(0.2)
Eyelid oedema 0(0.0) 0(0.0) 0(0.0) 1(2.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 1(0.2)
Normal tension glaucoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 1(0.4) 1(0.2) 1(0.2)
Xerophthalmia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Arteriosclerotic retinopathy 0(0.0) 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Blepharal pigmentation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Blepharitis allergic 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Conjunctival deposit 0(0.0) 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Dacryostenosis acquired 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Eye pain 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Keratoconjunctivitis sicca 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 0(0.0) 1(0.2)
Narrow anterior chamber angle 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Pingueculitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Scleral haemorrhage 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Retinal tear 1(1.9) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 2(0.4) 0(0.0)
Conjunctival hyperaemia 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Eczema eyelids 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/AITD
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
EYE DISORDERS (Cont'd)
Episcleritis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.4) 1(0.2) 0(0.0)
Eye discharge 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 1(0.2) 0(0.0)
Eye inflammation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Lacrimation decreased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Macular degeneration 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.4) 1(0.2) 0(0.0)
Retinal aneurysm 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Retinal haemorrhage 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Scleritis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Uveitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.4) 1(0.2) 0(0.0)
Vision blurred 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Conjunctivochalasis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Eyelid ptosis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.8) 0(0.0) 0(0.0)
Optic nerve disorder 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Retinal detachment 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Retinal vein occlusion 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/AITD
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
GENERAL DISORDERS AND ADMINISTRATION 10 (18.5) 5(9.4) 6(11.1) 7(13.7) 56 (11.6) 47(9.9) 28 (11.6) 66 (12.3) 65 (10.3)
SITE CONDITIONS
Device breakage 0(0.0) 0(0.0) 0(0.0) 0(0.0) 9(1.9) 13 (2.7) 9(3.7) 9(1.7) 13 (2.1)
Oedema peripheral 1(1.9) 0(0.0) 2(3.7) 2(3.9) 2(0.4) 9(1.9) 3(1.2) 3(0.6) 13 (2.1)
Malaise 5(9.3) 2(3.8) 1(1.9) 2(3.9) 5(1.0) 6(1.3) 1(0.4) 10 (1.9) 11(1.7)
Chest pain 1(1.9) 0(0.0) 0(0.0) 1(2.0) 11(2.3) 5(1.1) 6(2.5) 12 (2.2) 6(0.9)
Pyrexia 1(1.9) 0(0.0) 1(1.9) 1(2.0) 4(0.8) 3(0.6) 1(0.4) 5(0.9) 5(0.8)
Fatigue 1(1.9) 1(1.9) 0(0.0) 0(0.0) 7(1.5) 3(0.6) 0(0.0) 8 (1.5) 4(0.6)
Feeling abnormal 1(1.9) 0(0.0) 0(0.0) 0(0.0) 3(0.6) 3(0.6) 3(1.2) 4(0.7) 3(0.5)
Oedema 0(0.0) 1(1.9) 1(1.9) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 3(0.5)
Face oedema 0(0.0) 0(0.0) 0(0.0) 1(2.0) 4(0.8) 1(0.2) 0(0.0) 4(0.7) 2(0.3)
Chest discomfort 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 2(0.4) 0(0.0) 2(0.4) 2(0.3)
Thirst 0(0.0) 0(0.0) 0(0.0) 0(0.0) 3(0.6) 1(0.2) 2(0.8) 3(0.6) 1(0.2)
Asthenia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Injection site pain 1(1.9) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 1(0.2) 1(0.2)
Device dislocation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Device failure 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Injection site haemorrhage 0(0.0) 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Injection site reaction 0(0.0) 0(0.0) 0(0.0) 1(2.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Patient-device incompatibility 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Sensation of foreign body 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.4) 0 (0.0) 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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/AITD
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
GENERAL DISORDERS AND ADMINISTRATION
SITE CONDITIONS (Cont'd)
Application site eczema 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Generalised oedema 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Inflammation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Injection site erythema 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Injection site haematoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Local swelling 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Mass 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Chills 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Gait disturbance 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)
Page 34 of 48

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 overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)

Source: IAS #-4-2.1
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27 A BRMREEOME

T/AITD
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
VASCULAR DISORDERS 2(3.7) 5(9.4) 4(7.4) 1(2.0) 49 (10.2) 51(10.7) 14 (5.8) 51(9.5) 61 (9.6)
Hypertension 1(1.9) 2(3.8) 3(5.6) 1(2.0) 36 (7.5) 39 (8.2) 11 (4.5) 37 (6.9) 45 (7.1)
Varicose vein 0(0.0) 1(1.9) 0(0.0) 0(0.0) 1(0.2) 3(0.6) 2(0.8) 1(0.2) 4(0.6)
Peripheral coldness 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 3(0.6) 0(0.0) 0(0.0) 4(0.6)
Haematoma 0(0.0) 1(1.9) 0(0.0) 0(0.0) 1(0.2) 2(0.4) 0(0.0) 1(0.2) 3(0.5)
Hot flush 1(1.9) 0(0.0) 0(0.0) 0(0.0) 4(0.8) 1(0.2) 0(0.0) 5(0.9) 1(0.2)
Hypotension 0(0.0) 0(0.0) 1(1.9) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 1(0.2)
Aortic aneurysm 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Arteriosclerosis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Flushing 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Peripheral circulatory failure 0(0.0) 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Phlebitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Renovascular hypertension 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Vascular stenosis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Orthostatic hypotension 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 2(0.8) 2(0.4) 0(0.0)
Peripheral vascular disorder 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 0(0.0)
Arteriosclerosis obliterans 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Circulatory collapse 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Deep vein thrombosis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Peripheral arterial occlusive disease 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/ART
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
VASCULAR DISORDERS (Cont'd)
Varicophlebitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Venous thrombosis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
METABOLISM AND NUTRITION DISORDERS 2(3.7) 1(1.9) 2(3.7) 2(3.9) 35(7.3) 49 (10.3) 17 (7.0) 37 (6.9) 54 (8.5)
Hyperlipidaemia 2(3.7) 0(0.0) 1(1.9) 1(2.0) 15@3.1) 18 (3.8) 5(2.1) 17 (3.2) 20 (3.2)
Decreased appetite 0(0.0) 0(0.0) 1(1.9) 0(0.0) 3(0.6) 10 (2.1) 1(0.4) 3(0.6) 11(1.7)
Hypercholesterolaemia 0(0.0) 0(0.0) 0(0.0) 1(2.0) 4(0.8) 5(1.1) 1(0.4) 4(0.7) 6(0.9)
Dyslipidaemia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 6(1.3) 1(0.4) 2(0.4) 6(0.9)
Diabetes mellitus 0(0.0) 0(0.0) 0(0.0) 0(0.0) 4(0.8) 5(1.1) 5(2.1) 4(0.7) 5(0.8)
Dehydration 0(0.0) 0(0.0) 0(0.0) 0(0.0) 5(1.0) 3(0.6) 1(0.4) 5(0.9) 3(0.5)
Hypocalcaemia 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 2(0.3)
Glucose tolerance impaired 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 1(0.4) 1(0.2) 1(0.2)
Gout 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 0(0.0) 1(0.2)
Hypoglycaemia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 0(0.0) 1(0.2)
Periarthritis calcarea 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Type 2 diabetes mellitus 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Hyperuricaemia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 0(0.0)
Hypertriglyceridaemia 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/AITD
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
PSYCHIATRIC DISORDERS 2(3.7) 3(5.7) 2(3.7) 0 (0.0) 29 (6.0) 37 (7.8) 21 (8.7) 31 (5.8) 42 (6.6)
Insomnia 2(3.7) 2(3.8) 2(3.7) 0 (0.0) 21 (4.4) 26 (5.5) 18 (7.4) 23 (4.3) 30 (4.7)
Anxiety 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 4(0.8) 3(0.6) 0 (0.0) 4(0.7) 3(0.5)
Anxiety disorder 0 (0.0) 0 (0.0) 1(1.9) 0 (0.0) 3(0.6) 1(0.2) 0 (0.0) 3(0.6) 2(0.3)
Depression 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 2(0.4) 0 (0.0) 2(0.4) 2(0.3)
Delirium 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0) 0 (0.0 2(0.3)
Depressed mood 0 (0.0) 1(1.9) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2)
Restlessness 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2) 0 (0.0) 1(0.2) 1(0.2)
Sleep disorder 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2) 1(0.4) 1(0.2) 1(0.2)
Adjustment disorder 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0 1(0.2)
Bruxism 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0 1(0.2)
Dysthymic disorder 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0 1(0.2)
Initial insomnia 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0 1(0.2)
Dissociative disorder 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Neurosis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Hallucination, auditory 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.8) 0 (0.0) 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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/AITD
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
EAR AND LABYRINTH DISORDERS 1(1.9) 3(5.7) 1(1.9) 1(2.0) 30 (6.2) 35 (7.4) 17 (7.0) 31(5.8) 40 (6.3)
Vertigo 1(1.9) 1(1.9) 1(1.9) 1(2.0) 16 (3.3) 12 (2.5) 9(3.7) 17 (3.2) 15(2.4)
Tinnitus 0(0.0) 1(1.9) 0(0.0) 0(0.0) 2(0.4) 10 (2.1) 1(0.4) 2(0.4) 11(1.7)
Vertigo positional 0(0.0) 0(0.0) 0(0.0) 0(0.0) 6(1.2) 5(1.1) 4(1.7) 6(1.1) 5(0.8)
Sudden hearing loss 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 3(0.6) 0(0.0) 2(0.4) 3(0.5)
Deafness 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.3)
Eustachian tube patulous 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.3)
Meniere's disease 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 0(0.0) 2(0.3)
Deafness neurosensory 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 1(0.4) 1(0.2) 1(0.2)
Ear pain 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Eustachian tube stenosis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Deafness unilateral 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 0(0.0) 1(0.2)
Inner ear disorder 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Auricular swelling 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Vestibular disorder 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/AITD
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
CARDIAC DISORDERS 1(1.9) 1(1.9) 3(5.6) 3(5.9) 16 (3.3) 20 (4.2) 7(2.9) 17 (3.2) 27 (4.3)
Palpitations 0(0.0) 0(0.0) 3(5.6) 1(2.0) 4(0.8) 6(1.3) 1(0.4) 4(0.7) 10 (1.6)
Arrhythmia 1(1.9) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 4(0.8) 0(0.0) 2(0.4) 4(0.6)
Angina pectoris 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 2(0.4) 2(0.8) 2(0.4) 2(0.3)
Supraventricular extrasystoles 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 2(0.3)
Acute myocardial infarction 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Aortic valve incompetence 0(0.0) 1(1.9) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 1(0.2)
Atrioventricular block complete 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Mitral valve incompetence 0(0.0) 1(1.9) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 2(0.8) 1(0.2) 1(0.2)
Arrhythmia supraventricular 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Atrial fibrillation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Atrioventricular block 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Cardiac failure 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Hypertensive heart disease 0(0.0) 0(0.0) 0(0.0) 1(2.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Myocardial ischaemia 0(0.0) 0(0.0) 0(0.0) 1(2.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Prinzmetal angina 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 0(0.0) 1(0.2)
Tachycardia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 0(0.0) 1(0.2)
Tricuspid valve incompetence 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Ventricular extrasystoles 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Sick sinus syndrome 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0) 0 (0.0) 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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/AITD
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

CARDIAC DISORDERS (Cont'd)

Atrioventricular block second degree 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)

Bradycardia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)

Cardiac failure acute 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)

Hypertensive cardiomyopathy 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)

Left ventricular hypertrophy 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)

Page 40 of 48

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 overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)

Source: IAS #-4-2.1
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27 A BRMREEOME

T/AITD
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
RENAL AND URINARY DISORDERS 2(3.7) 1(1.9) 1(1.9) 1(2.0) 22 (4.6) 23 (4.8) 7(2.9) 24 (4.5) 26 (4.1)
Hypertonic bladder 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 10 2.1) 6(1.3) 1(0.4) 10 (1.9) 6 (0.9)
Pollakiuria 0 (0.0) 1(1.9) 0 (0.0) 0 (0.0) 2(0.4) 4(0.8) 0 (0.0) 2(0.4) 5(0.8)
Cystitis noninfective 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 2(0.4) 0 (0.0) 1(0.2) 2(0.3)
Haematuria 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0) 1(0.2) 2(0.3)
Neurogenic bladder 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 2(0.4) 0 (0.0) 1(0.2) 2(0.3)
Nephrolithiasis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 1(0.4) 0 (0.0) 2(0.3)
Renal cyst 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 1(0.2) 0 (0.0) 2(0.4) 1(0.2)
Dysuria 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2) 1(0.4) 1(0.2) 1(0.2)
Calculus urinary 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)
Mixed incontinence 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)
Renal impairment 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)
Urethral disorder 0 (0.0) 0 (0.0) 0 (0.0) 12.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2)
Urinary retention 0 (0.0) 0 (0.0) 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0 1(0.2)
Nocturia 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0) 2(0.8) 3(0.6) 0 (0.0)
Calculus ureteric 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Cystitis haemorrhagic 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Hydronephrosis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Proteinuria 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Renal failure chronic 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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27 A BRMREEOME

T/AIT
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=4381) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

RENAL AND URINARY DISORDERS (Cont'd)

Cystitis-like symptom 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)

Stress urinary incontinence 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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FIAIT

FEER (FEIKRSBERUEREE) (Japan Safety Analysis Set)

27 A BRMREEOME

Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
NEOPLASMS BENIGN, MALIGNANT AND
1(1.9) 0(0.0) 2(3.7) 0(0.0) 26 (5.4) 14 (2.9) 3(1.2) 27 (5.0) 16 (2.5)
UNSPECIFIED (INCL CYSTS AND POLYPS)
Breast cancer 0(0.0) 0(0.0) 1(1.9) 0(0.0) 3(0.6) 2(0.4) 0(0.0) 3(0.6) 3(0.5)
Seborrhoeic keratosis 0(0.0) 0(0.0) 1(1.9) 0(0.0) 2(0.4) 2(0.4) 0(0.0) 2(0.4) 3(0.5)
Ovarian cancer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 2(0.4) 0(0.0) 1(0.2) 2(0.3)
Metastases to lung 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.3)
Ovarian neoplasm 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.3)
Gastric cancer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 1(0.2) 0(0.0) 2(0.4) 1(0.2)
Skin papilloma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 1(0.2) 0(0.0) 2(0.4) 1(0.2)
Benign gastric neoplasm 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Colon adenoma 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Acrochordon 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Bile duct cancer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Metastases to liver 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Pancreatic carcinoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Lipoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 4(0.8) 0(0.0) 0(0.0) 4(0.7) 0(0.0)
Metastases to lymph nodes 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 0(0.0)
Colon cancer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Insulinoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Large intestine carcinoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Lymphoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.4) 1(0.2) 0(0.0)
Meningioma 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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T/AITD
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
NEOPLASMS BENIGN, MALIGNANT AND
UNSPECIFIED (INCL CYSTS AND POLYPS)
(Cont'd)
Neurilemmoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Neurofibroma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Oral fibroma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Paget's disease of the breast 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Pseudolymphoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Tongue neoplasm benign 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Haemangioblastoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Lung neoplasm malignant 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)
Page 44 of 48

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 overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)

Source: IAS #-4-2.1
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T/AIT
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
HEPATOBILIARY DISORDERS 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 19 (4.0) 12 2.5) 3(1.2) 19 (3.6) 12 (1.9)
Hepatic function abnormal 0(0.0) 0(0.0) 0(0.0) 0(0.0) 5(1.0) 8 (1.7) 2(0.8) 5(0.9) 8(1.3)
Hepatic cyst 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 1(0.2) 0 (0.0) 2(0.4) 1(0.2)
Cholelithiasis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2) 0 (0.0) 1(0.2) 1(0.2)
Gallbladder polyp 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)
Liver disorder 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.4) 0 (0.0) 1(0.2)
Alcoholic liver disease 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0)
Cholangitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0)
Hepatic steatosis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0) 1(0.4) 2(0.4) 0 (0.0)
Jaundice 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0)
Cholestasis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Chronic hepatitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Hepatitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Biliary cirrhosis primary 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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T/AITD
#®7-8 AEER (FENKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
BLOOD AND LYMPHATIC SYSTEM DISORDERS 2(3.7) 1(1.9) 0 (0.0) 1(2.0) 10 (2.1) 9(1.9) 3(1.2) 12(2.2) 11 (1.7)
Anaemia 1(1.9) 0(0.0) 0(0.0) 0(0.0) 5(1.0) 4(0.8) 1(0.4) 6(1.1) 4(0.6)
Iron deficiency anaemia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 1(0.2) 2(0.8) 2(0.4) 1(0.2)
Haemorrhagic anaemia 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Lymphadenopathy 0(0.0) 1(1.9) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 1(0.2)
Thrombocytopenia 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Anaemia vitamin B12 deficiency 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Bone marrow failure 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Pancytopenia 0(0.0) 0(0.0) 0(0.0) 1(2.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Lymphadenitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 0(0.0)
Leukopenia 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
IMMUNE SYSTEM DISORDERS 3(5.6) 0(0.0) 0(0.0) 3(5.9) 7(1.5) 4(0.8) 3(1.2) 10 (1.9) 7(1.1)
Seasonal allergy 3(5.6) 0(0.0) 0(0.0) 1(2.0) 5(1.0) 4(0.8) 2(0.8) 8 (1.5) 5(0.8)
Food allergy 0(0.0) 0(0.0) 0(0.0) 1(2.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 1(0.2)
Hypersensitivity 0(0.0) 0(0.0) 0(0.0) 1(2.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Drug hypersensitivity 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Sarcoidosis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)

Page 46 of 48
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 overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-2.1
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T/AITD
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
REPRODUCTIVE SYSTEM AND BREAST 0(0.0) 2(3.8) 0(0.0) 0(0.0) 9(1.9) 5(1.1) 6(2.5) 9(1.7) 7(1.1)
DISORDERS
Benign prostatic hyperplasia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 1(0.4) 0(0.0) 2(0.3)
Atrophic vulvovaginitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 3(0.6) 1(0.2) 0(0.0) 3(0.6) 1(0.2)
Breast mass 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Genital haemorrhage 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Metrorrhagia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 0(0.0) 1(0.2)
Uterine polyp 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Uterine prolapse 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 1(0.4) 2(0.4) 0(0.0)
Cystocele 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Genital discharge 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Gynaecomastia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Pelvic prolapse 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Vulvovaginal pruritus 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Breast disorder 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Pelvic pain 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Vaginal relaxation 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-2.1
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T/AIT
#®7-8 AEER (FEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

ENDOCRINE DISORDERS 0 (0.0) 0 (0.0) 1(1.9) 0 (0.0) 5(1.0) 5(1.1) 1(0.4) 5(0.9) 6 (0.9)

Goitre 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 2(0.4) 0 (0.0) 1(0.2) 2(0.3)

Hyperthyroidism 0 (0.0) 0 (0.0) 1(1.9) 0 (0.0) 1(0.2) 1(0.2) 0 (0.0) 1(0.2) 2(0.3)

Basedow's disease 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2) 0 (0.0) 1(0.2) 1(0.2)

Hypothyroidism 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2) 0 (0.0) 1(0.2) 1(0.2)

Autoimmune thyroiditis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)

Thyroid mass 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)

Thyroiditis chronic 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)
SURGICAL AND MEDICAL PROCEDURES 0 (0.0) 1(1.9) 0 (0.0) 0 (0.0) 1(0.2) 3(0.6) 0 (0.0) 1(0.2) 4(0.6)

Cataract operation 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0) 0 (0.0) 2(0.3)

Varicose vein operation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)

Tooth extraction 0 (0.0) 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2)
CONGENITAL, FAMILIAL AND GENETIC 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2) 0 (0.0) 1(0.2) 1(0.2)
DISORDERS

Porokeratosis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)

Accessory spleen 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)

Page 48 of 48
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 overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-2.1
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79 ABRELOBEMLHILHAEIN-EETER (FEINKXKDPERUVUERKREE) (Japan Safety Analysis Set)

Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Number of subjects reporting investigational
9(16.7) 7(13.2) 5(9.3) 9(17.6) 81 (16.8) 97 (20.4) 55(22.7) 90 (16.8) 118 (18.6)
product-related adverse events
INVESTIGATIONS 0(0.0) 0(0.0) 1(1.9) 3(5.9) 14 (2.9) 27 (5.7) 8(3.3) 14 (2.6) 31 (4.9)
Gamma-glutamyltransferase increased 0(0.0) 0(0.0) 1(1.9) 2(3.9) 2(0.4) 6(1.3) 1(0.4) 2(0.4) 9(1.4)
Alanine aminotransferase increased 0(0.0) 0(0.0) 0(0.0) 1(2.0) 0(0.0) 3 (0.6) 0(0.0) 0(0.0) 4(0.6)
Protein urine present 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 4(0.8) 0(0.0) 0(0.0) 4(0.6)
Aspartate aminotransferase increased 0(0.0) 0(0.0) 0(0.0) 1(2.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 3(0.5)
Blood creatine phosphokinase increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 2(0.4) 2(0.8) 1(0.2) 2(0.3)
Blood potassium increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 2(0.4) 0(0.0) 1(0.2) 2(0.3)
Blood bilirubin increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.3)
Blood creatinine increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.3)
White blood cell count decreased 0(0.0) 0(0.0) 0(0.0) 2(3.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.3)
Blood alkaline phosphatase increased 0(0.0) 0(0.0) 0(0.0) 1(2.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 1(0.2)
Blood glucose increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Blood pressure increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 1(0.4) 1(0.2) 1(0.2)
Blood alkaline phosphatase decreased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Blood calcium decreased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 0(0.0) 1(0.2)
Blood lactate dehydrogenase increased 0 (0.0) 0 (0.0) 0 (0.0) 1(2.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2)
Page 1 of 19

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

n = Number of subjects reporting > 1 event

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS #-4-2.8
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79 ABRELOBEMLHILHAEIN-EETER (FEINKXKDPERUVUERKREE) (Japan Safety Analysis Set)

Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
INVESTIGATIONS (Cont'd)
Blood sodium decreased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Blood urea increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 0(0.0) 1(0.2)
Cardiac murmur 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Eosinophil count increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Immunoglobulins increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Protein urine 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Weight increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Blood insulin increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Blood urine present 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Helicobacter test positive 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Renal function test abnormal 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Weight decreased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
White blood cell count increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Liver function test abnormal 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Platelet count decreased 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2 (0.8) 0 (0.0) 0 (0.0)
Page 2 of 19

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

n = Number of subjects reporting > 1 event

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS #-4-2.8
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79 ABRELOBEMLHILHAEIN-EETER (FEINKXKDPERUVUERKREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
GASTROINTESTINAL DISORDERS 1(1.9) 2(3.8) 0 (0.0) 0 (0.0) 16 (3.3) 20 (4.2) 26 (10.7) 17 3.2) 22 (3.5)
Gastritis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 4(0.8) 4(0.8) 3(1.2) 4(0.7) 4(0.6)
Colonic polyp 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 3(0.6) 2(0.4) 0 (0.0) 3(0.6) 2(0.3)
Dental caries 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 3(0.6) 2(0.4) 0 (0.0) 3(0.6) 2(0.3)
Diarrhoea 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 2(0.4) 2(0.8) 1(0.2) 2(0.3)
Colitis ischaemic 0 (0.0) 2(3.8) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.3)
Stomatitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0) 0 (0.0 2(0.3)
Periodontitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 1(0.2) 0 (0.0) 2(0.4) 1(0.2)
Abdominal pain lower 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2) 0 (0.0) 1(0.2) 1(0.2)
Constipation 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2) 2(0.8) 1(0.2) 1(0.2)
Glossitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2) 1(0.4) 1(0.2) 1(0.2)
Abdominal pain upper 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 3(1.2) 0 (0.0 1(0.2)
Dental necrosis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0 1(0.2)
Duodenitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0 1(0.2)
Gastric polyps 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0(0.0) 1(0.2)
Gastrointestinal haemorrhage 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Reflux oesophagitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 2(0.8) 0 (0.0) 1(0.2)
Periodontal disease 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0)
Page 3 of 19

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

n = Number of subjects reporting > 1 event

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)

Source: IAS #-4-2.8
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79 ABRELOBEMLHILHAEIN-EETER (FEINKXKDPERUVUERKREE) (Japan Safety Analysis Set)

Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
GASTROINTESTINAL DISORDERS (Cont'd)
Flatulence 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Haemorrhoids 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Parotid gland enlargement 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Sensitivity of teeth 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Abdominal discomfort 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.8) 0(0.0) 0(0.0)
Cheilitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Duodenal polyp 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Duodenal ulcer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Dyspepsia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.8) 0(0.0) 0(0.0)
Enterocolitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Epigastric discomfort 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Gastric ulcer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Gastritis erosive 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Gastritis haemorrhagic 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Gastrointestinal disorder 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Loose tooth 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Nausea 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2 (0.8) 0 (0.0) 0 (0.0)
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N = Number of subjects who received > 1 dose of investigational product

n = Number of subjects reporting > 1 event

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS #-4-2.8
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HARHDEHEIN-BEEER (BREMNKIPERVEKREE) (Japan Safety Analysis Set)

Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

GASTROINTESTINAL DISORDERS (Cont'd)

Oedema mouth 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)

Oesophageal ulcer 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)

Vomiting 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.8) 0 (0.0) 0 (0.0)

Page 5 of 19

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

n = Number of subjects reporting > 1 event

Includes only treatment-emergent adverse events for which the investigator indicated there was a reasonable possibility they may have been caused by investigational product
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS #-4-2.8
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79 ABRELOBEMLHILHAEIN-EETER (FEINKXKDPERUVUERKREE) (Japan Safety Analysis Set)

Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
INFECTIONS AND INFESTATIONS 1(1.9) 1(1.9) 0 (0.0) 1(2.0) 14 (2.9) 13 2.7) 4(1.7) 15 (2.8) 15 (2.4)
Oral herpes 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.3)
Pneumonia 0(0.0) 0(0.0) 0(0.0) 1(2.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 2(0.3)
Nasopharyngitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 1(0.2) 1(0.4) 2(0.4) 1(0.2)
Pharyngitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 1(0.2) 1(0.4) 2(0.4) 1(0.2)
Parotitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Sinusitis 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Acute sinusitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 0(0.0) 1(0.2)
Appendicitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Atypical mycobacterial infection 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Cystitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Gastroenteritis bacterial 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Osteomyelitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Otitis media 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Tinea infection 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Urinary tract infection 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Herpes zoster 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 1(0.4) 2(0.4) 0(0.0)
Body tinea 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
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N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events for which the investigator indicated there was a reasonable possibility they may have been caused by investigational product

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS #-4-2.8
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79 ABRELOBEMLHILHAEIN-EETER (FEINKXKDPERUVUERKREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
INFECTIONS AND INFESTATIONS (Cont'd)
Chronic sinusitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Eczema impetiginous 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Furuncle 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Gingival abscess 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Herpes simplex 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Tinea pedis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Tooth abscess 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)
Viral infection 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)

Page 7 of 19
N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events for which the investigator indicated there was a reasonable possibility they may have been caused by investigational product
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-2.8
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79 ABRELOBEMLHILHAEIN-EETER (FEINKXKDPERUVUERKREE) (Japan Safety Analysis Set)

Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
MUSCULOSKELETAL AND CONNECTIVE 1(1.9) 0(0.0) 0(0.0) 0(0.0) 13 (2.7) 15(3.2) 10 (4.1) 14 (2.6) 15(2.4)
TISSUE DISORDERS
Back pain 0(0.0) 0(0.0) 0(0.0) 0(0.0) 3(0.6) 4(0.8) 1(0.4) 3(0.6) 4(0.6)
Osteoarthritis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 3(0.6) 4(1.7) 1(0.2) 3(0.5)
Arthralgia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 3(0.6) 1(0.4) 0(0.0) 3(0.5)
Flank pain 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.3)
Muscle spasms 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 1(0.2) 0(0.0) 2(0.4) 1(0.2)
Pain in extremity 1(1.9) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 2(0.4) 1(0.2)
Lumbear spinal stenosis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Musculoskeletal pain 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 0(0.0) 1(0.2)
Musculoskeletal stiffness 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Osteonecrosis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Rotator cuff syndrome 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
SAPHO syndrome 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Spinal osteoarthritis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Neck pain 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 0(0.0)
Arthritis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Chondrocalcinosis pyrophosphate 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Periarthritis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 1(0.4) 1(0.2) 0 (0.0)
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N = Number of subjects who received > 1 dose of investigational product

n = Number of subjects reporting > 1 event

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS #-4-2.8
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79 ABRELOBEMLHILHAEIN-EETER (FEINXDERUVUEAKREE) (Japan Safety Analysis Set)

Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
MUSCULOSKELETAL AND CONNECTIVE
TISSUE DISORDERS (Cont'd)
Plantar fasciitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Tendonitis 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0(0.0)
Trigger finger 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0(0.0)
Osteochondrosis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)
Spondylolisthesis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0(0.0)
Synovial eyst 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)
Page 9 of 19

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

n = Number of subjects reporting > 1 event

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS #-4-2.8
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79 ABRELOBEMLHILHATEIN-EETER (FEINXDFERUEAKREE) (Japan Safety Analysis Set)

Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
SKIN AND SUBCUTANEOUS TISSUE 1(1.9) 0(0.0) 1(1.9) 2(3.9) 9(1.9) 9(1.9) 4 (1.7) 10 (1.9) 12 (1.9)
DISORDERS
Eczema 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 6(1.2) 3(0.6) 0 (0.0) 6(1.1) 3(0.5)
Pruritus 0 (0.0) 0 (0.0) 1(1.9) 12.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0 3(0.5)
Erythema 0 (0.0) 0 (0.0) 0 (0.0) 12.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0 2(0.3)
Urticaria 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2) 1(0.4) 1(0.2) 1(0.2)
Eczema asteatotic 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0 1(0.2)
Eczema nummular 0 (0.0) 0 (0.0) 0 (0.0) 12.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0 1(0.2)
Papule 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0 1(0.2)
Rash 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0 1(0.2)
Stasis dermatitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0 1(0.2)
Blister 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 1(0.4) 1(0.2) 0 (0.0)
Dermatitis contact 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Haemorrhage subcutaneous 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Hyperkeratosis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Urticaria chronic 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Dermal cyst 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)
Drug eruption 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 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 for which the investigator indicated there was a reasonable possibility they may have been caused by investigational product

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS #-4-2.8
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79 ABRELOBEMLHILHAEIN-EETER (FEINKXIPFERUVUEAKREE) (Japan Safety Analysis Set)

Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab

SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
NERVOUS SYSTEM DISORDERS 1(1.9) 1(1.9) 23.7) 1(2.0) 6(1.2) 7(1.5) 4(1.7) 7(1.3) 11 (1.7)
Headache 0(0.0) 1(1.9) 2(3.7) 1(2.0) 4(0.8) 0(0.0) 1(0.4) 4(0.7) 4(0.6)
Dizziness 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 1(0.4) 1(0.2) 2(0.3)
Hypoaesthesia 0(0.0) 0(0.0) 0(0.0) 1(2.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 2(0.3)
Cerebral infarction 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Dysgeusia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Sciatica 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Subarachnoid haemorrhage 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Altered state of consciousness 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Cervicobrachial syndrome 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Parkinsonism 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
VIIth nerve paralysis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 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 for which the investigator indicated there was a reasonable possibility they may have been caused by investigational product

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS #-4-2.8
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T/AITD
79 ABRELOBEMLHILHAEIN-EETER (FEINKXKDPERUVUERKREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
METABOLISM AND NUTRITION DISORDERS 0 (0.0) 1(1.9) 0(0.0) 1(2.0) 3(0.6) 8 (1.7) 1(0.4) 3(0.6) 10 (1.6)
Dyslipidaemia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 3(0.6) 1(0.4) 0(0.0) 3(0.5)
Hypercholesterolaemia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.3)
Hypocalcaemia 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 2(0.3)
Hyperlipidaemia 0(0.0) 0(0.0) 0(0.0) 1(2.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 1(0.2)
Hypoglycaemia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Periarthritis calcarea 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Hyperuricaemia 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)

Page 12 of 19
N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events for which the investigator indicated there was a reasonable possibility they may have been caused by investigational product
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-2.8
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79 ABRELOBEMLHILHAEIN-EETER (FEINKXKDPERUVUERKREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
GENERAL DISORDERS AND ADMINISTRATION 4(7.4) 2(3.8) 2(3.7) 3(5.9) 4(0.8) 2(0.4) 3(1.2) 8 (1.5) 9(1.4)
SITE CONDITIONS
Malaise 1(1.9) 1(1.9) 1(1.9) 1(2.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 3(0.5)
Oedema peripheral 1(1.9) 0(0.0) 0(0.0) 1(2.0) 1(0.2) 0(0.0) 0(0.0) 2(0.4) 1(0.2)
Chest discomfort 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Injection site pain 1(1.9) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2)
Pyrexia 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Face oedema 0(0.0) 0(0.0) 0(0.0) 1(2.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Injection site reaction 0(0.0) 0(0.0) 0(0.0) 1(2.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Oedema 0(0.0) 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Asthenia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Chest pain 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 2(0.8) 1(0.2) 0(0.0)
Feeling abnormal 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
VASCULAR DISORDERS 0(0.0) 1(1.9) 0(0.0) 0(0.0) 9(1.9) 7(1.5) 0(0.0) 9(1.7) 8(1.3)
Hypertension 0(0.0) 1(1.9) 0(0.0) 0(0.0) 6(1.2) 7(1.5) 0(0.0) 6(1.1) 8(1.3)
Hot flush 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 0(0.0)
Orthostatic hypotension 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Peripheral vascular disorder 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)

Page 13 of 19
N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events for which the investigator indicated there was a reasonable possibility they may have been caused by investigational product
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-2.8
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R79 BRELOBEML’HDLHTEIN-FEER (FENKIPERUVEKREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
RESPIRATORY, THORACIC AND MEDIASTINAL 0(0.0) 0(0.0) 1(1.9) 0(0.0) 5(1.0) 5(1.1) 3(1.2) 5(0.9) 6(0.9)
DISORDERS
Upper respiratory tract inflammation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 2(0.4) 1(0.4) 1(0.2) 2(0.3)
Cough 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 1(0.4) 1(0.2) 1(0.2)
Epistaxis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Productive cough 0(0.0) 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Rhinitis allergic 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Oropharyngeal pain 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.4) 1(0.2) 0(0.0)
Sputum retention 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Yawning 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Dysphonia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
HEPATOBILIARY DISORDERS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 6(1.3) 0(0.0) 1(0.2) 6(0.9)
Hepatic function abnormal 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 3 (0.6) 0(0.0) 1(0.2) 3(0.5)
Cholelithiasis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Gallbladder polyp 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Liver disorder 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)
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N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events for which the investigator indicated there was a reasonable possibility they may have been caused by investigational product
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-2.8
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79 ABRELOBEMLHILHAEIN-EETER (FEINKXKDPERUVUERKREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
NEOPLASMS BENIGN, MALIGNANT AND 0(0.0) 0(0.0) 0(0.0) 0(0.0) 7(1.5) 5(1.1) 0(0.0) 7(1.3) 5(0.8)
UNSPECIFIED (INCL CYSTS AND POLYPS)
Benign gastric neoplasm 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Breast cancer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Metastases to lung 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Pancreatic carcinoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Seborrhoeic keratosis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Colon cancer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Lipoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Lymphoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Ovarian cancer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Skin papilloma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Tongue neoplasm benign 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)

Page 15 of 19
N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events for which the investigator indicated there was a reasonable possibility they may have been caused by investigational product
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-2.8
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79 ABRELOBEMLHILHAEIN-EETER (FEINKXKDPERUVUERKREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
CARDIAC DISORDERS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 5(1.0) 5(1.1) 0(0.0) 5(0.9) 5(0.8)
Arrhythmia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 2(0.4) 0(0.0) 1(0.2) 2(0.3)
Cardiac failure 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Palpitations 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Tachycardia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Angina pectoris 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Aortic valve incompetence 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Cardiac failure acute 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Sick sinus syndrome 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
EAR AND LABYRINTH DISORDERS 0 (0.0) 0 (0.0) 0(0.0) 0(0.0) 2(0.4) 5(1.1) 1(0.4) 2(0.4) 5(0.8)
Vertigo 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 1(0.4) 0(0.0) 2(0.3)
Vertigo positional 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Inner ear disorder 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Tinnitus 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Eustachian tube stenosis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
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N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events for which the investigator indicated there was a reasonable possibility they may have been caused by investigational product
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-2.8
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79 ABRELOBEMLHILHAEIN-EETER (FEINKXKDPERUVUERKREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
EYE DISORDERS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 5(1.1) 4(1.7) 2(0.4) 5(0.8)
Cataract 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 1(0.4) 1(0.2) 1(0.2)
Blepharitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Conjunctivitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 0(0.0) 1(0.2)
Conjunctivitis allergic 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Dry eye 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Normal tension glaucoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Glaucoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Uveitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Episcleritis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Vitreous detachment 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
BLOOD AND LYMPHATIC SYSTEM DISORDERS 0 (0.0) 0 (0.0) 0(0.0) 1(2.0) 1(0.2) 4(0.8) 0(0.0) 1(0.2) 5(0.8)
Anaemia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.3)
Bone marrow failure 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Pancytopenia 0(0.0) 0(0.0) 0(0.0) 1(2.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Thrombocytopenia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Lymphadenopathy 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)

Page 17 of 19
N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events for which the investigator indicated there was a reasonable possibility they may have been caused by investigational product
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-2.8
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27 A BRMREEOME

T/AITD
79 ABRELOBEMLHILHAEIN-EETER (FEINKXKDPERUVUERKREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

ENDOCRINE DISORDERS 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 3(0.6) 0 (0.0) 1(0.2) 3(0.5)

Goitre 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0) 0 (0.0) 2(0.3)

Hyperthyroidism 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2) 0 (0.0) 1(0.2) 1(0.2)
IMMUNE SYSTEM DISORDERS 1(1.9) 0 (0.0) 0 (0.0) 12.0) 2(0.4) 1(0.2) 0 (0.0) 3(0.6) 2(0.3)

Scasonal allergy 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2) 0 (0.0) 2(0.4) 1(0.2)

Hypersensitivity 0 (0.0) 0 (0.0) 0 (0.0) 12.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0 1(0.2)

Drug hypersensitivity 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
RENAL AND URINARY DISORDERS 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 3(0.6) 1(0.2) 1(0.4) 3(0.6) 1(0.2)

Renal impairment 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0 1(0.2)

Hydronephrosis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)

Hypertonic bladder 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)

Proteinuria 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)

Cystitis-like symptom 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0 0 (0.0)
INJURY, POISONING AND PROCEDURAL 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2) 0 (0.0) 1(0.2) 1(0.2)
COMPLICATIONS

Tooth fracture 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2) 0 (0.0) 1(0.2) 1(0.2)

Page 18 of 19
N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events for which the investigator indicated there was a reasonable possibility they may have been caused by investigational product
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-2.8
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27 A BRMREEOME

T/AIT
79 ABRELOBEMLHILHAEIN-EETER (FEINKXKDPERUVUERKREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
CONGENITAL, FAMILIAL AND GENETIC 0(0.0 0(0.0 0(0.0 0(0.0 1002 0(0.0 0(0.0 1002 0(0.0
DISORDERS (0.0) (0.0) (0.0) (0.0) (02) (0.0) (0.0) (02) (0.0)
Accessory spleen 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
PSYCHIATRIC DISORDERS 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.8) 0 (0.0) 0 (0.0)
Insomnia 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.8) 0 (0.0) 0 (0.0)
REPRODUCTIVE SYSTEM AND BREAST 0(0.0 0(0.0 0(0.0 0(0.0 0(0.0 0(0.0 1004 0(0.0 0(0.0
DISORDERS (0.0) (0.0) (0.0) (0.0) (0.0 (0.0) (0.4) (0.0) (0.0
Metrorrhagia 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)

Page 19 of 19
N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events for which the investigator indicated there was a reasonable possibility they may have been caused by investigational product
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-2.8
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27 A BRMREEOME

T/ ATD
xR7-10 EICE--FEER (FENKIPERUVEKEE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Number of subjects with fatal adverse events 0(0.0) 0(0.0) 0(0.0) 0(0.0) 5(1.0) 5(1.1) 0(0.0) 5(0.9) 5(0.8)
NERVOUS SYSTEM DISORDERS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 2(0.4) 0(0.0) 1(0.2) 2(0.3)
Subarachnoid haemorrhage 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 2(0.4) 0(0.0) 1(0.2) 2(0.3)
CARDIAC DISORDERS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Cardiac failure 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Cardiac failure acute 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
NEOPLASMS BENIGN, MALIGNANT AND
0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
UNSPECIFIED (INCL CYSTS AND POLYPS)
Ovarian cancer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Colon cancer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
GASTROINTESTINAL DISORDERS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Large intestine perforation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
INJURY, POISONING AND PROCEDURAL 0(0.0 0(0.0 0(0.0 0(0.0 2(04 0(0.0 0(0.0 2(04 0 (0.0
COMPLICATIONS 0.0) 0.0) (0.0) (0.0) 0.4) 0.0) (0.0) (0.4) (0.0)
Cerebral haemorrhage traumatic 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Road traffic accident 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)

Page 1 of 1
N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects with > 1 event
Includes only treatment-emergent adverse events
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-3.1
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N

FI)ARATT

R7-11 ABARELOBEMIHDLHESINIZERICES-BEEER HEMNKIERUVEKREE) (Japan Safety Analysis Set)

Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=4381) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Number of subjects with investigational
0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 2(0.4) 0(0.0) 2(0.4) 2(0.3)
product-related fatal adverse events
CARDIAC DISORDERS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Cardiac failure 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Cardiac failure acute 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
NERVOUS SYSTEM DISORDERS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Subarachnoid haemorrhage 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
NEOPLASMS BENIGN, MALIGNANT AND
0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
UNSPECIFIED (INCL CYSTS AND POLYPS)
Colon cancer 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)

Page 1 of 1
N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects with > 1 event
Includes only treatment-emergent adverse events for which the investigator indicated there was a reasonable possibility they may have been caused by investigational product
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)

Source: IAS #-4-3.3
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27 A BRMREEOME

x712 BEELGEEER (HFEBENKXSERUVEKREE) (Japan Safety Analysis Set)

Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab

SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

Number of subjects reporting serious adverse events 4(7.4) 6(11.3) 4(7.4) 2(3.9) 68 (14.1) 66 (13.9) 30 (12.4) 72 (13.5) 78 (12.3)
GASTROINTESTINAL DISORDERS 1(1.9) 3(5.7) 0 (0.0) 1(2.0) 12 (2.5) 7(1.5) 4(1.7) 13 (2.4) 11(1.7)
Colonic polyp 0(0.0) 1(1.9) 0(0.0) 0(0.0) 5(1.0) 1(0.2) 1(0.4) 5(0.9) 2(0.3)
Haemorrhoids 0(0.0) 0(0.0) 0(0.0) 1(2.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 2(0.3)
Colitis ischaemic 0(0.0) 2(3.8) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.3)
Abdominal hernia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Enterocolitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 0(0.0) 1(0.2)
Femoral hernia, obstructive 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Gastrointestinal haemorrhage 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Gastrointestinal mucosal exfoliation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Large intestine perforation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Rectal prolapse 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 0(0.0)
Colitis 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Duodenal ulcer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Gastric polyps 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Gastrointestinal disorder 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Pancreatitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Pancreatitis acute 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Proctalgia 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)

Page 1 of 11

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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-4.1
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BEELEEER (BEAMNKSERUVEKEE) (Japan Safety Analysis Set)

Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

GASTROINTESTINAL DISORDERS (Cont'd)

Inguinal hernia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)

Oesophageal ulcer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
MUSCULOSKELETAL AND CONNECTIVE 2(3.7) 0(0.0) 1(1.9) 0(0.0) 3(0.6) 10 (2.1) 6(2.5) 5(0.9) 11(1.7)
TISSUE DISORDERS

Intervertebral disc protrusion 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 4(0.8) 1(0.4) 1(0.2) 4 (0.6)

Lumbear spinal stenosis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 3 (0.6) 1(0.4) 1(0.2) 3(0.5)

Osteoarthritis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 3(0.6) 3(1.2) 1(0.2) 3(0.5)

Muscle atrophy 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)

Rotator cuff syndrome 0(0.0) 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)

Haemarthrosis 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0)

Tenosynovitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)

Spondylolisthesis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)

Page 2 of 11

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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-4.1
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27 A BRMREEOME

T/AITD
712 EEGEEER (RENKSERUVEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

INJURY, POISONING AND PROCEDURAL

COMPLICATIONS 0(0.0) 1(1.9) 0(0.0) 0(0.0) 14 (2.9) 9(1.9) 3(1.2) 14 (2.6) 10 (1.6)
Head injury 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 2(0.4) 0 (0.0) 1(0.2) 2(0.3)
Rib fracture 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 2(0.4) 0 (0.0) 1(0.2) 2(0.3)
Contusion 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 3(0.6) 1(0.2) 0 (0.0) 3(0.6) 1(0.2)
Spinal fracture 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 3(0.6) 1(0.2) 0 (0.0) 3(0.6) 1(0.2)
Radius fracture 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2) 1(0.4) 1(0.2) 1(0.2)
Subdural haematoma 0 (0.0) 1(1.9) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2)
Ulna fracture 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.2) 0 (0.0) 1(0.2) 1(0.2)
Ankle fracture 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)
Foot fracture 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)
Fractured coccyx 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)
Heat illness 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)
Patella fracture 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.4) 0 (0.0) 1(0.2)
Cerebral haemorrhage traumatic 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Femoral neck fracture 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Femur fracture 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Fractured ischium 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Fractured sacrum 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Humerus fracture 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Pubis fracture 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
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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 overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)

Source: IAS %-4-4.1

225



FIAIT

27 A BRMREEOME

x712 BEELGEEER (HFEBENKXSERUVEKREE) (Japan Safety Analysis Set)

Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
INJURY, POISONING AND PROCEDURAL
COMPLICATIONS (Cont'd)
Road traffic accident 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Scapula fracture 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Tendon rupture 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Clavicle fracture 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
NERVOUS SYSTEM DISORDERS 0(0.0) 0(0.0) 1(1.9) 1(2.0) 8 (1.7) 8 (1.7) 1(0.4) 8 (1.5) 10 (1.6)
Cerebral infarction 0(0.0) 0(0.0) 1(1.9) 0(0.0) 0(0.0) 3(0.6) 0(0.0) 0(0.0) 4(0.6)
Subarachnoid haemorrhage 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 3 (0.6) 0(0.0) 1(0.2) 3(0.5)
Dizziness 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Cerebellar haemorrhage 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Cerebral artery embolism 0(0.0) 0(0.0) 0(0.0) 1(2.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Loss of consciousness 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Cerebral haemorrhage 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 1(0.4) 2(0.4) 0(0.0)
Altered state of consciousness 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Autonomic nervous system imbalance 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Convulsion 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Intracranial aneurysm 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Transient ischaemic attack 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Tremor 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
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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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-4.1
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Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
NEOPLASMS BENIGN, MALIGNANT AND 0(0.0) 0(0.0) 1(1.9) 0(0.0) 10 (2.1) 8 (1.7) 3(1.2) 10 (1.9) 9(1.4)
UNSPECIFIED (INCL CYSTS AND POLYPS)
Breast cancer 0(0.0) 0(0.0) 1(1.9) 0(0.0) 3(0.6) 2(0.4) 0(0.0) 3(0.6) 3(0.5)
Ovarian cancer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 2(0.4) 0(0.0) 1(0.2) 2(0.3)
Metastases to lung 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.3)
Gastric cancer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 1(0.2) 0(0.0) 2(0.4) 1(0.2)
Bile duct cancer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Colon adenoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Metastases to liver 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Pancreatic carcinoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Metastases to lymph nodes 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 0(0.0)
Colon cancer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Large intestine carcinoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Lymphoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.4) 1(0.2) 0(0.0)
Paget's disease of the breast 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Haemangioblastoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Lung neoplasm malignant 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)
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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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-4.1
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Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
CARDIAC DISORDERS 0(0.0) 0(0.0) 1(1.9) 0(0.0) 5(1.0) 5(1.1) 1(0.4) 5(0.9) 6(0.9)
Angina pectoris 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 2(0.4) 0(0.0) 1(0.2) 2(0.3)
Acute myocardial infarction 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Atrioventricular block complete 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Palpitations 0(0.0) 0(0.0) 1(1.9) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 1(0.2)
Cardiac failure 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Cardiac failure acute 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Mitral valve incompetence 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)
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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 overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS %-4-4.1
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Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab

SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
INFECTIONS AND INFESTATIONS 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 7(1.5) 5(1.1) 3(1.2) 8 (1.5) 5(0.8)
Appendicitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0) 0 (0.0) 2(0.3)
Enteritis infectious 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)
Gastroenteritis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0 1(0.2)
Respiratory moniliasis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Arthritis bacterial 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Diverticulitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Hepatitis C 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Herpes zoster 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Pneumonia 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 2(0.8) 1(0.2) 0 (0.0)
Pyelonephritis acute 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Sepsis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 1(0.4) 1(0.2) 0 (0.0)
Sinusitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
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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 overall denosumab group and coded using MedDRA version 14.0.
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Source: IAS 7%-4-4.1
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Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab

SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
VASCULAR DISORDERS 0 (0.0) 1(1.9) 1(1.9) 0 (0.0) 2(0.4) 2(0.4) 1(0.4) 2(0.4) 4(0.6)
Varicose vein 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.4) 0(0.0) 2(0.3)
Aortic aneurysm 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Hypotension 0(0.0) 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Circulatory collapse 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Deep vein thrombosis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Hypertension 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
HEPATOBILIARY DISORDERS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 3(0.6) 3(0.6) 0(0.0) 3(0.6) 3(0.5)
Hepatic cyst 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Cholelithiasis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Hepatic function abnormal 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Cholangitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0)
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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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-4.1
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Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
RESPIRATORY, THORACIC AND MEDIASTINAL 0(0.0) 0(0.0) 0(0.0) 0(0.0) 3(0.6) 3(0.6) 1(0.4) 3(0.6) 3(0.5)
DISORDERS
Haemoptysis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Foreign body aspiration 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Pneumonia aspiration 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Paranasal cyst 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Pleurisy 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Pulmonary embolism 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
EAR AND LABYRINTH DISORDERS 0 (0.0) 1(1.9) 0 (0.0) 0 (0.0) 1(0.2) 2(0.4) 2(0.8) 1(0.2) 3(0.5)
Meniere's disease 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Vertigo 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 2(0.8) 0(0.0) 1(0.2)
Vertigo positional 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Sudden hearing loss 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
EYE DISORDERS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 7(1.5) 2(0.4) 5(2.1) 7(1.3) 2(0.3)
Cataract 0(0.0) 0(0.0) 0(0.0) 0(0.0) 7(1.5) 2(0.4) 5(2.1) 7(1.3) 2(0.3)
Maculopathy 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 1(0.4) 1(0.2) 1(0.2)
Macular degeneration 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
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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 overall denosumab group and coded using MedDRA version 14.0.
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Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

GENERAL DISORDERS AND ADMINISTRATION 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 2(0.4) 1(0.4) 1(0.2) 2(0.3)
SITE CONDITIONS

Chest pain 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 1(0.4) 0 (0.0) 1(0.2)

Device dislocation 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0 1(0.2)

Device breakage 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
PSYCHIATRIC DISORDERS 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 2(0.4) 0 (0.0) 1(0.2) 2(0.3)

Depression 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0 1(0.2)

Dysthymic disorder 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0 1(0.2)

Neurosis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
SURGICAL AND MEDICAL PROCEDURES 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 2(0.4) 0 (0.0) 1(0.2) 2(0.3)

Cataract operation 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0) 0 (0.0 2(0.3)

Varicose vein operation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
RENAL AND URINARY DISORDERS 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 1(0.4) 0 (0.0) 2(0.3)

Calculus urinary 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)

Mixed incontinence 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)

Nephrolithiasis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)

Page 10 of 11
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 overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS %-4-4.1
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x712 BEELGEEER (HFEBENKXSERUVEKREE) (Japan Safety Analysis Set)

Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
REPRODUCTIVE SYSTEM AND BREAST 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 3(0.6) 0 (0.0) 2(0.8) 3(0.6) 0 (0.0)
DISORDERS
Uterine prolapse 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0) 1(0.4) 2(0.4) 0 (0.0)
Cystocele 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Pelvic prolapse 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Vaginal relaxation 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)
METABOLISM AND NUTRITION DISORDERS 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0)
Dehydration 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0)
BLOOD AND LYMPHATIC SYSTEM DISORDERS 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Iron deficiency anaemia 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
ENDOCRINE DISORDERS 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Thyroid mass 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
SKIN AND SUBCUTANEOUS TISSUE 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)
DISORDERS
Drug eruption 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-4.1
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£7-13 ABRELOBEMLAHILHEIN-EELEESER (BREMNKSERUVERKREE) (Japan Safety Analysis Set)

Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=4381) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Number of subjects reporting investigational
. 0(0.0) 2(3.8) 0(0.0) 0(0.0) 8 (1.7) 12 (2.5) 4(1.7) 8 (1.5) 14 (2.2)
product-related serious adverse events
NEOPLASMS BENIGN, MALIGNANT AND
0(0.0) 0(0.0) 0(0.0) 0(0.0) 3(0.6) 3(0.6) 0(0.0) 3(0.6) 3(0.5)
UNSPECIFIED (INCL CYSTS AND POLYPS)
Breast cancer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Metastases to lung 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Pancreatic carcinoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Colon cancer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Lymphoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Ovarian cancer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
GASTROINTESTINAL DISORDERS 0 (0.0) 2(3.8) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 1(0.4) 1(0.2) 3(0.5)
Colitis ischaemic 0(0.0) 2(3.8) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.3)
Gastrointestinal haemorrhage 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Colonic polyp 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Enterocolitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)

Page 1 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 for which the investigator indicated there was a reasonable possibility they may have been caused by investigational product
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-4.8
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£7-13 ABRELOBEMLAHILHEIN-EELEESER (BREMNKSERUVERKREE) (Japan Safety Analysis Set)

Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab

SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
NERVOUS SYSTEM DISORDERS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 3(0.6) 0(0.0) 1(0.2) 3(0.5)
Cerebral infarction 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Dizziness 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Subarachnoid haemorrhage 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Altered state of consciousness 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
HEPATOBILIARY DISORDERS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.3)
Cholelithiasis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Hepatic function abnormal 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
CARDIAC DISORDERS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 1(0.2) 0(0.0) 2(0.4) 1(0.2)
Cardiac failure 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Angina pectoris 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Cardiac failure acute 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
INFECTIONS AND INFESTATIONS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Appendicitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 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 for which the investigator indicated there was a reasonable possibility they may have been caused by investigational product
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-4.8
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£7-13 ARBRELOBEMLAHILHEIN-EELEEER (BREMNKSERVERKEE) (Japan Safety Analysis Set)

Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
MUSCULOSKELETAL AND CONNECTIVE 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(02) 1(04) 0(0.0) 102)
TISSUE DISORDERS © © ' ' ' © ' ' '
Lumbar spinal stenosis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Spondylolisthesis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
EYE DISORDERS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.4) 1(0.2) 0(0.0)
Cataract 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.4) 1(0.2) 0(0.0)
VASCULAR DISORDERS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Hypertension 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
GENERAL DISORDERS AND ADMINISTRATION
0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
SITE CONDITIONS
Chest pain 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0(0.0)

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 for which the investigator indicated there was a reasonable possibility they may have been caused by investigational product
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-4.8
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T/AIT
xR7-14 BEBREOREDLEICES-FEER FENKRSERUVUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=4381) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Number of subjects reporting adverse events leading to
. L. . L. 2(3.7) 3(5.7) 2(3.7) 2(3.9) 31(6.4) 23 (4.8) 18 (7.4) 33(6.2) 30 (4.7)
investigational product discontinuation
GASTROINTESTINAL DISORDERS 0(0.0) 2(3.8) 0(0.0) 0(0.0) 2(0.4) 3(0.6) 7(2.9) 2(0.4) 5(0.8)
Periodontitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.3)
Abdominal pain upper 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 1(0.2)
Colitis ischaemic 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Femoral hernia, obstructive 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Constipation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Gastrointestinal disorder 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Diarrhoea 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Duodenal ulcer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Gastric ulcer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Gastritis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Gastritis erosive 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Oedema mouth 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Oesophageal ulcer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.8) 0(0.0) 0(0.0)
Reflux oesophagitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)

Page 1 of 7
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 overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-5.7
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T/AITD
FR7-14 ABREOESHUEICE-H-FEER FEAINKRSBERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
MUSCULOSKELETAL AND CONNECTIVE 1019 1019 0(0.0 0(0.0 408 3006 1004 5009 4006
TISSUE DISORDERS (1.9) (1.9) (0.0) (0.0) (0.8) (0.6) (0.4) (0.9) (0.6)
Lumbear spinal stenosis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 2(0.4) 0(0.0) 2(0.4) 2(0.3)
Muscle atrophy 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Rheumatoid arthritis 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Back pain 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Intervertebral disc disorder 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Muscle spasms 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Osteoarthritis 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 1(0.2) 0 (0.0)

Page 2 of 7
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 overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-5.7
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T/AITD
xR7-14 BEBREOREDLEICES-FEER FENKRSERUVUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
NERVOUS SYSTEM DISORDERS 1(1.9) 0 (0.0) 1(1.9) 1(2.0) 1(0.2) 2(0.4) 3(1.2) 2(0.4) 4(0.6)
Cerebral infarction 0(0.0) 0(0.0) 1(1.9) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 2(0.3)
Carpal tunnel syndrome 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Cerebral artery embolism 0(0.0) 0(0.0) 0(0.0) 1(2.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Altered state of consciousness 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Dizziness 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Hypoaesthesia 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Tremor 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Headache 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Sciatica 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
VIIth nerve paralysis 0 (0.0) 0 (0.0) 0 (0.0) 0(0.0) 0(0.0) 0 (0.0) 1(0.4) 0(0.0) 0(0.0)

Page 3 of 7
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 overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: 1AS #-4-5.7
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T/AITD
xR7-14 BEBREOREDLEICES-FEER FENKRSERUVUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
NEOPLASMS BENIGN, MALIGNANT AND 0(0.0) 0(0.0) 0(0.0) 0(0.0) 7(1.5) 3(0.6) 3(1.2) 7(1.3) 3(0.5)
UNSPECIFIED (INCL CYSTS AND POLYPS)
Breast cancer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 1(0.2) 0(0.0) 2(0.4) 1(0.2)
Metastases to lung 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Ovarian cancer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Gastric cancer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 0(0.0)
Large intestine carcinoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Lymphoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.4) 1(0.2) 0(0.0)
Metastases to lymph nodes 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Paget's disease of the breast 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Haemangioblastoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
Lung neoplasm malignant 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
CARDIAC DISORDERS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 2(0.4) 0(0.0) 2(0.4) 2(0.3)
Angina pectoris 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Atrioventricular block 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Atrioventricular block complete 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)

Page 4 of 7
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 overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-5.7
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27 A BRMREEOME

T/ ATD
xR7-14 BEBREOREDLEICES-FEER FENKRSERUVUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
ENDOCRINE DISORDERS 0(0.0) 0(0.0) 1(1.9) 0(0.0) 2(0.4) 1(0.2) 0(0.0) 2(0.4) 2(0.3)
Basedow's disease 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 1(0.2)
Hyperthyroidism 0(0.0) 0(0.0) 1(1.9) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 1(0.2)
EAR AND LABYRINTH DISORDERS 0 (0.0) 0 (0.0) 0 (0.0) 0(0.0) 1(0.2) 2(0.4) 0(0.0) 1(0.2) 2(0.3)
Sudden hearing loss 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Vertigo positional 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Vertigo 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
INVESTIGATIONS 0(0.0) 0(0.0) 0(0.0) 1(2.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 2(0.3)
Blood creatinine increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Blood potassium increased 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Blood thyroid stimulating hormone increased 0(0.0) 0(0.0) 0(0.0) 1(2.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
VASCULAR DISORDERS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.3)
Aortic aneurysm 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Haematoma 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)

Page 5 of 7
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 overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-5.7
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27 A BRMREEOME

T/AITD
xR7-14 BEBREOREDLEICES-FEER FENKRSERUVUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

SKIN AND SUBCUTANEOUS TISSUE 0(0.0) 0(0.0) 0(0.0) 0(0.0) 4(0.8) 1(0.2) 2(0.8) 4(0.7) 1(0.2)
DISORDERS

Prurigo 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)

Drug eruption 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.4) 1(0.2) 0(0.0)

Eczema 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.4) 1(0.2) 0(0.0)

Pemphigoid 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)

Psoriasis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
INJURY, POISONING AND PROCEDURAL 0(0.0) 0(0.0) 0(0.0) 0(0.0) 3(0.6) 1(0.2) 0(0.0) 3(0.6) 1(0.2)
COMPLICATIONS

Tooth fracture 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)

Spinal fracture 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.4) 0(0.0) 0(0.0) 2(0.4) 0(0.0)

Road traffic accident 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
GENERAL DISORDERS AND ADMINISTRATION 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 1(0.2) 1(0.4) 1(0.2) 1(0.2)
SITE CONDITIONS

Fatigue 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)

Malaise 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)

Sensation of foreign body 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
BLOOD AND LYMPHATIC SYSTEM DISORDERS 0 (0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)

Bone marrow failure 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)

Page 6 of 7
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 overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-5.7
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27 A BRMREEOME

T/AIT
FR7-14 ABREOESHUEICE-H-FEER FEAINKRSBERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
INFECTIONS AND INFESTATIONS 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)
Atypical mycobacterial infection 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
PSYCHIATRIC DISORDERS 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0) 0 (0.0) 2(0.4) 0 (0.0)
Depression 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Neurosis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
EYE DISORDERS 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Uveitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
IMMUNE SYSTEM DISORDERS 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0(0.0)
Drug hypersensitivity 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
REPRODUCTIVE SYSTEM AND BREAST 0(0.0 0(0.0 0(0.0 0(0.0 0(0.0 0(0.0 1004 0(0.0 0(0.0
DISORDERS (0.0) (0.0) (0.0) (0.0) (0.0 (0.0) 0.4) (0.0) (0.0)
Metrorrhagia 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)
RESPIRATORY, THORACIC AND MEDIASTINAL 0(0.0 0(0.0 0(0.0 0(0.0 0(0.0 0(0.0 1004 0(0.0 0(0.0
DISORDERS (0.0) (0.0) (0.0) (0.0) (0.0 (0.0) 0.4) (0.0) (0.0
Pulmonary embolism 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)

Page 7 of 7
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 overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-5.7
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N

FI)ARATT

K715 BBRELOEEMLH S EHESNEAREORERLIZES-FEER (BREMIKSERUEKEE) (Japan Safety Analysis Set)

Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

Number of subjects reporting investigational
product-related adverse events leading to 0(0.0) 1(1.9) 0(0.0) 0(0.0) 8 (1.7) 4(0.8) 9.7 8 (1.5) 5(0.8)

investigational product discontinuation

NEOPLASMS BENIGN, MALIGNANT AND

UNSPECIFIED (INCL CYSTS AND POLYPS) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 2(0.4) 0(0.0) 1(0.2) 2(0.3)
Breast cancer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Metastases to lung 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Lymphoma 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)

BLOOD AND LYMPHATIC SYSTEM DISORDERS 0 (0.0) 0 (0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)

Bone marrow failure 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2)
Page 1 of 4

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

n = Number of subjects reporting > 1 event

Includes only treatment-emergent adverse events for which the investigator indicated there was a reasonable possibility they may have been caused by investigational product
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)

Source: IAS #-4-5.10
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27 ABKBREEOBME
FIAIT

RT7-15 ARBELOBEMLAHDEHESINABREDKREDILICE-AEER (BEMNKSERVEALRE) (Japan Safety Analysis Set)

Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
GASTROINTESTINAL DISORDERS 0 (0.0) 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 5.1 0 (0.0) 1(0.2)
Colitis ischaemic 0 (0.0) 1(1.9) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2)
Abdominal pain upper 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)
Duodenal ulcer 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0 0 (0.0)
Gastric ulcer 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0 0 (0.0)
Gastritis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0 0 (0.0)
Gastritis erosive 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0 0 (0.0)
Oedema mouth 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0 0 (0.0)
Oesophageal ulcer 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0 0 (0.0)
Reflux oesophagitis 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0 0 (0.0)
INFECTIONS AND INFESTATIONS 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0 1(0.2)
Atypical mycobacterial infection 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
CARDIAC DISORDERS 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Angina pectoris 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
ENDOCRINE DISORDERS 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Hyperthyroidism 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)

Page 2 of 4
N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events for which the investigator indicated there was a reasonable possibility they may have been caused by investigational product
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-5.10
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27 A BRMREEOME

N

FI)ARATT

K715 BBRELOEEMLH S EHESNEAREORERLIZES-FEER (BREMIKSERUEKEE) (Japan Safety Analysis Set)

Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=4381) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

EYE DISORDERS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)

Uveitis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
IMMUNE SYSTEM DISORDERS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)

Drug hypersensitivity 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
MUSCULOSKELETAL AND CONNECTIVE 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.4) 1(0.2) 0(0.0)
TISSUE DISORDERS

Muscle spasms 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)

Osteoarthritis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
NERVOUS SYSTEM DISORDERS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.4) 1(0.2) 0(0.0)

Altered state of consciousness 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)

VIIth nerve paralysis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
SKIN AND SUBCUTANEOUS TISSUE 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 1(0.4) 1(0.2) 0(0.0)
DISORDERS

Eczema 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)

Drug eruption 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)

Page 3 of 4
N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
Includes only treatment-emergent adverse events for which the investigator indicated there was a reasonable possibility they may have been caused by investigational product
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-5.10
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27 A BRMREEOME

T/AIT
xR7-15 BERELOBEULHIELHESNLAREOREDLEICES-FEER (BREIKRSERUVEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=4381) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
REPRODUCTIVE SYSTEM AND BREAST 0(0.0 0(0.0 0(0.0 0(0.0 0(0.0 0(0.0 1004 0(0.0 0(0.0
DISORDERS (0.0) (0.0) (0.0) (0.0) (0.0) (0.0) (0.4) (0.0) (0.0)
Metrorrhagia 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 0 (0.0)
Page 4 of 4

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

n = Number of subjects reporting > 1 event

Includes only treatment-emergent adverse events for which the investigator indicated there was a reasonable possibility they may have been caused by investigational product
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS #-4-5.10
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27 A BRMREEOME

T/ART
x7-16 HEBROPLIZESH-BHEER (HFEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Number of subjects reporting adverse events leading to
. . . 2(3.7) 3(5.7) 3(5.6) 2(3.9) 2(0.4) 5(1.1) 2(0.8) 4(0.7) 13 (2.1)
study discontinuation
NEOPLASMS BENIGN, MALIGNANT AND
0(0.0) 0(0.0) 1(1.9) 0(0.0) 2(0.4) 3(0.6) 0(0.0) 2(0.4) 4(0.6)
UNSPECIFIED (INCL CYSTS AND POLYPS)
Breast cancer 0(0.0) 0(0.0) 1(1.9) 0(0.0) 1(0.2) 1(0.2) 0(0.0) 1(0.2) 2(0.3)
Bile duct cancer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Gastric cancer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Metastases to liver 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Metastases to lung 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Ovarian cancer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Colon cancer 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
NERVOUS SYSTEM DISORDERS 1(1.9) 0(0.0) 1(1.9) 1(2.0) 0(0.0) 2(0.4) 1(0.4) 1(0.2) 4(0.6)
Cerebral infarction 0(0.0) 0(0.0) 1(1.9) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 2(0.3)
Cerebral artery embolism 0(0.0) 0(0.0) 0(0.0) 1(2.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Subarachnoid haemorrhage 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2)
Dizziness 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Hypoaesthesia 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Tremor 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
Cerebral haemorrhage 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.4) 0 (0.0) 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 overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS 7%-4-5.1
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27 A BRMREEOME

T/ ATD
x7-16 HEBROPLIZESH-BHEER (HFEANKSERUEREE) (Japan Safety Analysis Set)
Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)

GASTROINTESTINAL DISORDERS 0(0.0) 2(3.8) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 2(0.3)

Abdominal pain upper 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)

Colitis ischaemic 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
MUSCULOSKELETAL AND CONNECTIVE 1(1.9) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 1(0.2) 1(0.2)
TISSUE DISORDERS

Rheumatoid arthritis 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)

Osteoarthritis 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0)

Lumbar spinal stenosis 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.4) 0(0.0) 0(0.0)
ENDOCRINE DISORDERS 0(0.0) 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)

Hyperthyroidism 0(0.0) 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
INVESTIGATIONS 0(0.0) 0(0.0) 0(0.0) 1(2.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)

Blood thyroid stimulating hormone increased 0 (0.0) 0 (0.0) 0 (0.0) 1(2.0) 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2)

Page 2 of 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
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
a: Reference control (non-blinded)
Source: IAS #-4-5.1
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717 BRBRELOBEEMLIHDEHESINIHBROFLIZES-HEER (BRENKFPERUVEREE) (Japan Safety Analysis Set)

Study 20050172 Study AMG162-A-J301 Overall
Denosumab Denosumab
Placebo 14mgQ6M 60 mg Q6M 100 mg Q6M Placebo 60 mg Q6M  Alendronate * Placebo Denosumab
SYSTEM ORGAN CLASS (N=54) (N=53) (N=54) (N=51) (N=481) (N=475) (N=242) (N=535) (N=633)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Number of subjects reporting investigational
product-related adverse events leading to study 0(0.0) 1(1.9) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 1(0.2)
discontinuation
GASTROINTESTINAL DISORDERS 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
Colitis ischaemic 0(0.0) 1(1.9) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2)
NEOPLASMS BENIGN, MALIGNANT AND
0(0.0) 0(0.0) 0(0.0) 0(0.0) 1(0.2) 0(0.0) 0(0.0) 1(0.2) 0(0.0)
UNSPECIFIED (INCL CYSTS AND POLYPS)
Colon cancer 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0) 0 (0.0) 1(0.2) 0 (0.0)
Page 1 of 1

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

n = Number of subjects reporting > 1 event

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

a: Reference control (non-blinded)
Source: IAS #-4-5.4
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
Number of subjects on study 535 535 515 453 196 633 633 608 495 191
at the beginning of the time period of interest
Number of subjects reporting adverse events 495 (92.5) 347 96 52 0 593 (93.7) 461 93 38 1
Number of subjects with fatal adverse events 5(0.9) 1 0 4 0 5(0.8) 0 3 2 0
Number of subjects reporting serious adverse events 72 (13.5) 21 21 30 0 78 (12.3) 27 19 32 0
Number of subjects discontinued study 68 (12.7) 20 21 27 0 75 (11.8) 25 23 25 2
INFECTIONS AND INFESTATIONS 297 (55.5) 112 94 89 2 372 (58.8) 180 110 79 3
Nasopharyngitis 224 (41.9) 71 75 76 2 273 (43.1) 122 81 68 2
Cystitis 32 (6.0) 9 11 12 0 32(5.1) 13 8 11 0
Gastroenteritis 17 (3.2) 0 6 11 0 29 (4.6) 5 8 15 1
Pharyngitis 20 (3.7) 4 8 1 28 (4.4) 9 10 9 0
Oral herpes 7(1.3) 0 4 0 21 (3.3) 8 5 8 0
Bronchitis 23 (4.3) 5 7 11 0 18 (2.8) 7 3 8 0
Herpes zoster 12 (2.2) 3 3 6 0 15(2.4) 6 4 5 0
Tinea pedis 8 (1.5) 1 3 4 0 10 (1.6) 4 2 3 1
Rhinitis 3(0.6) 1 0 2 0 9(1.4) 4 5 0 0
Paronychia 5(0.9) 4 0 1 0 8(1.3) 1 3 4 0
Influenza 5(0.9) 0 3 2 0 6(0.9) 3 2 1 0
Onychomycosis 4(0.7) 3 1 0 0 6 (0.9) 2 2 2 0
Page 1 of 46

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

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame
Source: 14S #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n

INFECTIONS AND INFESTATIONS (Cont'd)
Tinea infection 1(0.2) 0 0 1 0 6(0.9) 3 1 2 0
Otitis media 4(0.7) 1 2 1 0 5(0.8) 3 1 1 0
Hordeolum 3(0.6) 0 1 2 0 5(0.8) 1 2 2 0
Otitis externa 3(0.6) 1 2 0 0 5(0.8) 2 1 2 0
Pneumonia 3(0.6) 1 1 1 0 5(0.8) 2 1 2 0
Gastroenteritis viral 7(1.3) 3 3 1 0 4 (0.6) 2 2 0 0
Sinusitis 4(0.7) 2 0 2 0 4(0.6) 2 0 2 0
Pulpitis dental 1(0.2) 1 0 0 0 4(0.6) 1 1 2 0
Tonsillitis 2(0.4) 0 0 2 0 3(0.5) 0 1 2 0
Urinary tract infection 2(0.4) 2 0 0 0 3(0.5) 1 1 1 0
Cellulitis 1(0.2) 0 1 0 0 3(0.5) 0 1 2 0
Enteritis infectious 1(0.2) 0 0 1 0 3(0.5) 1 1 1 0
Folliculitis 1(0.2) 1 0 0 0 3(0.5) 0 3 0 0
Helicobacter infection 1(0.2) 0 0 1 0 2(0.3) 0 0 2 0
Acute sinusitis 0(0.0) 0 0 0 0 2(0.3) 0 1 1 0
Appendicitis 0(0.0) 0 0 0 0 2(0.3) 0 0 2 0
Herpes virus infection 0 (0.0) 0 0 0 0 2(0.3) 1 1 0 0
Atypical mycobacterial infection 2(0.4) 2 0 0 0 1(0.2) 1 0 0 0
Arthritis bacterial 1(0.2) 0 0 1 0 1(0.2) 0 0 1 0

Page 2 of 46

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

n = Number of subjects reporting > 1 event

M = months

Includes only treatment-emergent adverse events

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
Uses exact time period for each time frame

Source: 14S #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n

INFECTIONS AND INFESTATIONS (Cont'd)
Chronic sinusitis 1(0.2) 1 0 0 0 1(0.2) 0 0 1 0
Enterocolitis viral 1(0.2) 0 0 1 0 1(0.2) 0 1 0 0
Gastroenteritis norovirus 1(0.2) 0 0 1 0 1(0.2) 0 1 0 0
Laryngitis 1(0.2) 1 0 0 0 1(0.2) 0 0 1 0
Parotitis 1(0.2) 0 1 0 0 1(0.2) 0 1 0 0
Pyelonephritis acute 1(0.2) 1 0 0 0 1(0.2) 0 1 0 0
Subcutaneous abscess 1(0.2) 1 0 0 0 1(0.2) 0 1 0 0
Vaginal infection 1(0.2) 0 1 0 0 1(0.2) 1 0 0 0
Abscess 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Acute tonsillitis 0(0.0) 0 0 0 0 1(0.2) 0 1 0 0
Bronchopneumonia 0 (0.0) 0 0 0 0 1(0.2) 0 1 0 0
Candidiasis 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Chronic tonsillitis 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Dacryocystitis 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Dermatitis infected 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Eczema infected 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Fungal skin infection 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Gastroenteritis bacterial 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Impetigo 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0

Page 3 of 46

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

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame
Source: 14S #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n

INFECTIONS AND INFESTATIONS (Cont'd)
Nail candida 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Omphalitis 0(0.0) 0 0 0 0 1(0.2) 0 1 0 0
Osteomyelitis 0(0.0) 0 0 0 0 1(0.2) 0 1 0 0
Respiratory moniliasis 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Skin infection 0(0.0) 0 0 0 0 1(0.2) 0 1 0 0
Urethritis 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Vulvitis 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Wound infection 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Adenoviral conjunctivitis 2(0.4) 1 0 1 0 0(0.0) 0 0 0 0
Furuncle 2(0.4) 0 0 2 0 0(0.0) 0 0 0 0
Herpes simplex 2(0.4) 1 0 1 0 0(0.0) 0 0 0 0
Abscess oral 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Body tinea 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Diverticulitis 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Eczema impetiginous 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Genital herpes 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Gingival abscess 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Hepatitis C 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Mumps 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0

Page 4 of 46

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

M = months

Includes only treatment-emergent adverse events

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame

Source: IAS #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <I12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
INFECTIONS AND INFESTATIONS (Cont'd)
Oral candidiasis 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Otitis media chronic 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Pyelonephritis 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Pyoderma 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Sepsis 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Sialoadenitis 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Tooth infection 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Upper respiratory tract infection 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Vaginitis bacterial 1(0.2) 0 1 0 0 0 (0.0) 0 0 0 0
Page 5 of 46

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

n = Number of subjects reporting > 1 event

M = months

Includes only treatment-emergent adverse events

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
Uses exact time period for each time frame

Source: 1AS #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
MUSCULOSKELETAL AND CONNECTIVE
245 (45.8) 100 75 70 0 302 (47.7) 139 79 84 0
TISSUE DISORDERS
Back pain 64 (12.0) 18 23 23 0 89 (14.1) 33 25 31 0
Osteoarthritis 46 (8.6) 17 15 14 0 81 (12.8) 30 19 31 1
Arthralgia 30 (5.6) 7 13 10 0 45 (7.1) 16 9 20 0
Spinal osteoarthritis 24 (4.5) 6 7 10 1 29 (4.6) 13 8 8 0
Periarthritis 32 (6.0) 13 9 10 0 26 (4.1) 5 10 11 0
Pain in extremity 29 (5.4) 11 9 9 0 26 (4.1) 8 4 13 1
Musculoskeletal pain 13 (2.4) 3 6 3 1 24 (3.8) 6 8 10 0
Muscle spasms 17 (3.2) 5 4 8 0 20(3.2) 5 4 11 0
Musculoskeletal stiffness 13 (2.4) 4 4 5 0 20(3.2) 8 5 7 0
Myalgia 24 (4.5) 6 7 9 2 19 (3.0) 10 1 8 0
Lumbar spinal stenosis 7(1.3) 2 1 4 0 17 (2.7) 6 4 7 0
Intervertebral disc protrusion 1(0.2) 1 0 0 0 11(1.7) 4 2 5 0
Arthritis 9(1.7) 1 2 6 0 9(1.4) 2 3 4 0
Trigger finger 4(0.7) 1 1 2 0 9(1.4) 1 3 5 0
Tenosynovitis 11(2.1) 4 2 5 0 8(1.3) 4 1 3 0
Flank pain 0(0.0) 0 0 0 0 8(1.3) 3 4 1 0
Neck pain 11(2.1) 4 3 4 0 7(1.1) 2 3 2 0
Synovial cyst 6(1.1) 2 1 3 0 7(1.1) 3 1 3 0
Musculoskeletal chest pain 1(0.2) 1 0 0 0 4 (0.6) 0 2 2 0
Page 6 of 46

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

M = months

Includes only treatment-emergent adverse events

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame

Source: IAS #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <I12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n

MUSCULOSKELETAL AND CONNECTIVE

TISSUE DISORDERS (Cont'd)
Tendonitis 3(0.6) 1 0 2 0 3(0.5) 2 0 1 0
Rotator cuff syndrome 1(0.2) 1 0 0 0 3(0.5) 0 2 1 0
Spondylolisthesis 6(1.1) 0 2 4 0 2(0.3) 1 1 0 0
Fasciitis 5(0.9) 1 3 1 0 2(0.3) 2 0 0 0
Nodal osteoarthritis 4(0.7) 2 0 2 0 2(0.3) 0 0 2 0
Facet joint syndrome 2(0.4) 1 0 1 0 2(0.3) 0 0 2 0
Myofascitis 2(0.4) 1 0 1 0 2(0.3) 1 1 0 0
Bursitis 1(0.2) 1 0 0 0 2(0.3) 1 0 1 0
Coccydynia 1(0.2) 1 0 0 0 2(0.3) 2 0 0 0
Temporomandibular joint syndrome 1(0.2) 1 0 0 0 2(0.3) 1 1 0 0
Foot deformity 0(0.0) 0 0 0 0 2(0.3) 0 2 0 0
Joint swelling 0(0.0) 0 0 0 0 2(0.3) 1 1 0 0
Upper extremity mass 0 (0.0) 0 0 0 0 2(0.3) 1 0 1 0
Intervertebral disc disorder 2(0.4) 1 0 1 0 1(0.2) 0 1 0 0
Myositis 1(0.2) 1 0 0 0 1(0.2) 0 1 0 0
Spinal column stenosis 1(0.2) 0 0 1 0 1(0.2) 1 0 0 0
Tenosynovitis stenosans 1(0.2) 0 0 1 0 1(0.2) 0 0 1 0
Chondrosis 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Ligamentitis 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0

Page 7 of 46

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

n = Number of subjects reporting > 1 event

M = months

Includes only treatment-emergent adverse events

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
Uses exact time period for each time frame

Source: 14S #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <I12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n

MUSCULOSKELETAL AND CONNECTIVE

TISSUE DISORDERS (Cont'd)
Limb discomfort 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Muscle atrophy 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Muscle tightness 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Muscular weakness 0(0.0) 0 0 0 0 1(0.2) 0 1 0 0
Osteonecrosis 0(0.0) 0 0 0 0 1(0.2) 0 1 0 0
Rheumatoid arthritis 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
SAPHO syndrome 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Synovitis 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Bone pain 3(0.6) 1 0 2 0 0(0.0) 0 0 0 0
Arthropathy 2(0.4) 1 1 0 0 0(0.0) 0 0 0 0
Chondrocalcinosis pyrophosphate 2(0.4) 1 0 1 0 0(0.0) 0 0 0 0
Haemarthrosis 2(0.4) 1 0 1 0 0(0.0) 0 0 0 0
Chondropathy 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Groin pain 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Myalgia intercostal 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Pain in jaw 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Plantar fasciitis 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Sinus tarsi syndrome 1(0.2) 1 0 0 0 0 (0.0) 0 0 0 0
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N = Number of subjects who received > 1 dose of investigational product

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame
Source: 14S #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <I12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
GASTROINTESTINAL DISORDERS 246 (46.0) 86 71 89 0 289 (45.7) 141 72 75 1
Dental caries 68 (12.7) 18 25 25 0 75 (11.8) 23 20 32 0
Constipation 38 (7.1) 14 9 15 0 61 (9.6) 30 13 18 0
Periodontitis 28 (5.2) 11 4 13 0 46 (7.3) 16 11 19 0
Stomatitis 25(4.7) 6 10 9 0 39(6.2) 16 6 17 0
Diarrhoea 19 (3.6) 9 6 0 31(4.9) 11 11 8 1
Gastritis 26 (4.9) 7 5 14 0 24 (3.8) 11 6 7 0
Abdominal discomfort 18 (3.4) 4 8 6 0 24 (3.8) 8 4 12 0
Reflux oesophagitis 12 (2.2) 4 2 6 0 19 (3.0) 6 4 9 0
Abdominal pain upper 7(1.3) 2 2 3 0 17 (2.7) 9 1 7 0
Gingivitis 12 (2.2) 3 3 6 0 16 (2.5) 3 5 8 0
Periodontal disease 18 (3.4) 3 4 10 1 9(1.4) 2 4 3 0
Haemorrhoids 14 (2.6) 6 4 4 0 9(1.4) 3 3 3 0
Vomiting 10 (1.9) 3 2 5 0 9(1.4) 3 3 3 0
Enterocolitis 5(0.9) 1 2 2 0 9(1.4) 4 2 3 0
Colonic polyp 14 (2.6) 3 4 7 0 8(1.3) 3 4 1 0
Cheilitis 8 (1.5) 3 4 1 0 8(1.3) 2 2 4 0
Nausea 7(1.3) 1 2 4 0 7(1.1) 3 3 1 0
Toothache 5(0.9) 1 2 2 0 7(1.1) 3 0 4 0
Gastric ulcer 4(0.7) 0 1 3 0 5(0.8) 2 2 1 0
Page 9 of 46

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

M = months

Includes only treatment-emergent adverse events

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame

Source: IAS #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <I12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n

GASTROINTESTINAL DISORDERS (Cont'd)
Abdominal distension 3 (0.6) 0 1 2 0 5(0.8) 2 1 2 0
Gastric polyps 5(0.9) 1 2 2 0 4 (0.6) 0 2 2 0
Abdominal pain 2(0.4) 0 1 1 0 4(0.6) 1 1 2 0
Glossitis 3(0.6) 0 2 1 0 3(0.5) 1 1 1 0
Gastritis erosive 1(0.2) 0 0 1 0 3(0.5) 1 1 1 0
Gastrointestinal disorder 2(0.4) 0 1 1 0 2(0.3) 1 0 1 0
Duodenal ulcer 1(0.2) 1 0 0 0 2(0.3) 0 1 1 0
Hiatus hernia 1(0.2) 1 0 0 0 2(0.3) 1 0 1 0
Tooth loss 1(0.2) 0 1 0 0 2(0.3) 0 1 1 0
Colitis ischaemic 0(0.0) 0 0 0 0 2(0.3) 1 1 0 0
Anal fissure 4(0.7) 0 1 3 0 1(0.2) 0 1 0 0
Abdominal pain lower 2(0.4) 1 1 0 0 1(0.2) 0 1 0 0
Aphthous stomatitis 1(0.2) 1 0 0 0 1(0.2) 1 0 0 0
Colitis 1(0.2) 1 0 0 0 1(0.2) 0 0 1 0
Diverticulum intestinal 1(0.2) 0 1 0 0 1(0.2) 0 1 0 0
Dry mouth 1(0.2) 0 0 1 0 1(0.2) 0 0 1 0
Gingival atrophy 1(0.2) 0 0 1 0 1(0.2) 0 1 0 0
Gingival bleeding 1(0.2) 0 1 0 0 1(0.2) 1 0 0 0
Gingival swelling 1(0.2) 0 1 0 0 1(0.2) 1 0 0 0

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

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame
Source: 14S #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <I12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n

GASTROINTESTINAL DISORDERS (Cont'd)
Radicular cyst 1(0.2) 0 1 0 0 1(0.2) 0 1 0 0
Abdominal hernia 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Anal polyp 0(0.0) 0 0 0 0 1(0.2) 0 1 0 0
Chapped lips 0(0.0) 0 0 0 0 1(0.2) 0 1 0 0
Dental necrosis 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Duodenitis 0(0.0) 0 0 0 0 1(0.2) 0 1 0 0
Dyschezia 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Dysphagia 0(0.0) 0 0 0 0 1(0.2) 0 1 0 0
Femoral hernia, obstructive 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Food poisoning 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Gastrointestinal haemorrhage 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Gastrointestinal mucosal exfoliation 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Glossodynia 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Hypoaesthesia oral 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Large intestine perforation 0 (0.0) 0 0 0 0 1(0.2) 0 1 0 0
Malocclusion 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Oesophageal polyp 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Oral disorder 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Oral lichen planus 0 (0.0) 0 0 0 0 1(0.2) 0 1 0 0

Page 11 of 46
N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
M = months
Includes only treatment-emergent adverse events
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
Uses exact time period for each time frame
Source: 14S #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n

GASTROINTESTINAL DISORDERS (Cont'd)
Pancreatic cyst 0 (0.0) 0 0 0 0 1(0.2) 0 1 0 0
Paraesthesia oral 0 (0.0) 0 0 0 0 1(0.2) 0 1 0 0
Salivary gland calculus 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Traumatic occlusion 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Dyspepsia 4(0.7) 1 0 3 0 0(0.0) 0 0 0 0
Loose tooth 4(0.7) 2 1 1 0 0(0.0) 0 0 0 0
Sensitivity of teeth 3(0.6) 0 2 1 0 0(0.0) 0 0 0 0
Flatulence 2(0.4) 1 0 1 0 0(0.0) 0 0 0 0
Rectal prolapse 2(0.4) 1 1 0 0 0(0.0) 0 0 0 0
Enamel anomaly 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Epigastric discomfort 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Gastritis atrophic 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Gingival pain 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Haematochezia 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Hyperchlorhydria 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Lip swelling 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Pancreatitis 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Pancreatitis acute 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Parotid gland enlargement 1(0.2) 0 1 0 0 0 (0.0) 0 0 0 0

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

M = months

Includes only treatment-emergent adverse events

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame

Source: IAS #-4-2.6
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27 A BRMREEOME

T/AIT
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <I12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
GASTROINTESTINAL DISORDERS (Cont'd)
Proctalgia 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Page 13 of 46

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

M = months

Includes only treatment-emergent adverse events
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame
Source: 1AS #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <I12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
INJURY, POISONING AND PROCEDURAL
181 (33.8) 69 56 55 1 184 (29.1) 67 48 69 0
COMPLICATIONS
Contusion 82 (15.3) 36 22 23 1 86 (13.6) 25 27 34 0
Joint sprain 20 (3.7) 6 6 8 0 24 (3.8) 12 5 7 0
Arthropod sting 17 (3.2) 3 2 12 0 19 (3.0) 5 4 10 0
Tooth fracture 13 (2.4) 2 7 4 0 13(2.1) 4 2 7 0
Thermal burn 3(0.6) 2 1 0 0 13(2.1) 4 3 6 0
Epicondylitis 10 (1.9) 2 4 4 0 8 (1.3) 2 2 4 0
Foot fracture 7(1.3) 1 3 3 0 7(1.1) 1 3 3 0
Chillblains 1(0.2) 0 1 0 0 6(0.9) 1 3 2 0
Spinal fracture 22 (4.1) 3 2 15 2 5(0.8) 3 0 2 0
Wound 7(1.3) 1 1 5 0 5(0.8) 3 0 2 0
Muscle strain 6(1.1) 5 0 1 0 5(0.8) 2 2 1 0
Radius fracture 6(1.1) 1 0 5 0 5(0.8) 1 0 4 0
Patella fracture 0 (0.0) 0 0 0 0 5(0.8) 1 2 2 0
Rib fracture 8 (1.5) 1 4 3 0 4(0.6) 1 2 1 0
Excoriation 5(0.9) 2 2 1 0 4(0.6) 1 1 2 0
Ulna fracture 4(0.7) 0 0 4 0 3(0.5) 1 0 2 0
Arthropod bite 3(0.6) 2 0 1 0 3(0.5) 1 2 0 0
Muscle injury 3(0.6) 1 0 2 0 3(0.5) 2 0 1 0
Head injury 2(0.4) 1 0 1 0 3(0.5) 0 1 2 0

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

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame
Source: 1AS #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n

INJURY, POISONING AND PROCEDURAL

COMPLICATIONS (Cont'd)
Meniscus lesion 2(0.4) 2 0 0 0 3(0.5) 1 1 1 0
Ankle fracture 0(0.0) 0 0 0 0 3(0.5) 1 0 2 0
Procedural pain 0 (0.0) 0 0 0 0 3(0.5) 2 1 0 0
Animal bite 4(0.7) 2 1 1 0 2(0.3) 0 1 1 0
Skeletal injury 4(0.7) 0 3 1 0 2(0.3) 1 1 0 0
Foreign body in eye 2(0.4) 0 1 1 0 2(0.3) 0 0 2 0
Joint dislocation 2(0.4) 1 0 1 0 2(0.3) 0 2 0 0
Hand fracture 1(0.2) 0 0 1 0 2(0.3) 2 0 0 0
Stab wound 1(0.2) 1 0 0 0 2(0.3) 0 0 2 0
Frostbite 0(0.0) 0 0 0 0 2(0.3) 1 0 1 0
Heat illness 0(0.0) 0 0 0 0 2(0.3) 1 0 1 0
Traumatic haematoma 0 (0.0) 0 0 0 0 2(0.3) 0 1 1 0
Laceration 3(0.6) 0 2 1 0 1(0.2) 0 1 0 0
Cartilage injury 2(0.4) 1 1 0 0 1(0.2) 0 0 1 0
Clavicle fracture 1(0.2) 0 0 1 0 1(0.2) 1 0 0 0
Crush injury 1(0.2) 0 1 0 0 1(0.2) 0 0 1 0
Fibula fracture 1(0.2) 1 0 0 0 1(0.2) 0 0 1 0
Humerus fracture 1(0.2) 0 1 0 0 1(0.2) 0 0 1 0
Subcutaneous haematoma 1(0.2) 0 1 0 0 1(0.2) 1 0 0 0

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

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame
Source: 1AS #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n

INJURY, POISONING AND PROCEDURAL

COMPLICATIONS (Cont'd)
Subdural haematoma 1(0.2) 0 1 0 0 1(0.2) 0 1 0 0
Tooth injury 1(0.2) 1 0 0 0 1(0.2) 0 0 1 0
Burns second degree 0 (0.0) 0 0 0 0 1(0.2) 0 1 0 0
Fractured coccyx 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Nail avulsion 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Femoral neck fracture 2(0.4) 0 1 1 0 0(0.0) 0 0 0 0
Fractured sacrum 2(0.4) 1 0 1 0 0(0.0) 0 0 0 0
Cerebral haemorrhage traumatic 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Corneal abrasion 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Femur fracture 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Foreign body 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Fractured ischium 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Heat exhaustion 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Ligament injury 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Ligament sprain 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Lumbar vertebral fracture 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Nail injury 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Periorbital haematoma 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Pubis fracture 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0

Page 16 of 46
N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
M = months
Includes only treatment-emergent adverse events
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
Uses exact time period for each time frame
Source: 1AS #-4-2.6
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27 A BRMREEOME

T/AIT
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <I12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
INJURY, POISONING AND PROCEDURAL
COMPLICATIONS (Cont'd)
Road traffic accident 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Scapula fracture 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Tendon rupture 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Wound complication 1(0.2) 0 1 0 0 0 (0.0) 0 0 0 0

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

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame
Source: 14S #-4-2.6
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27 A BRMREEOME

HRADEEER (BENKSERVUEREE) (Japan Safety Analysis Set)

Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
SKIN AND SUBCUTANEOUS TISSUE
133 (24.9) 51 34 48 0 166 (26.2) 77 38 51 0
DISORDERS
Eczema 46 (8.6) 18 13 15 0 55(8.7) 25 13 17 0
Dermatitis contact 29 (5.4) 9 5 15 0 23 (3.6) 7 7 9 0
Pruritus 8 (1.5) 2 1 5 0 14 (2.2) 7 4 3 0
Dermatitis 9(1.7) 1 4 4 0 11(1.7) 5 3 3 0
Haemorrhage subcutaneous 5(0.9) 3 2 0 0 11(1.7) 4 0 7 0
Rash 10 (1.9) 2 3 4 1 9(1.4) 4 2 3 0
Heat rash 2(0.4) 0 0 2 0 8(1.3) 3 2 3 0
Urticaria 6(1.1) 1 3 2 0 7(1.1) 3 1 3 0
Erythema 5(0.9) 4 0 1 0 7(1.1) 2 2 3 0
Eczema asteatotic 4(0.7) 2 0 2 0 7(1.1) 2 5 0 0
Xeroderma 1(0.2) 0 0 1 0 7(1.1) 1 3 3 0
Hyperkeratosis 9(1.7) 2 3 4 0 6(0.9) 3 1 2 0
Seborrhoeic dermatitis 1(0.2) 0 0 1 0 5(0.8) 3 1 1 0
Dry skin 0(0.0) 0 0 0 0 4(0.6) 0 2 2 0
Dermatitis allergic 2(0.4) 1 0 1 0 3(0.5) 1 1 1 0
Ingrowing nail 2(0.4) 0 2 0 0 3(0.5) 1 1 1 0
Drug eruption 1(0.2) 1 0 0 0 3(0.5) 1 0 2 0
Asteatosis 2(0.4) 1 0 1 0 2(0.3) 1 1 0 0
Blister 2 (0.4) 2 0 0 0 2(0.3) 0 1 1 0

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

n = Number of subjects reporting > 1 event

M = months

Includes only treatment-emergent adverse events
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
Uses exact time period for each time frame

Source: IAS #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <I12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n

SKIN AND SUBCUTANEOUS TISSUE

DISORDERS (Cont'd)
Dyshidrosis 2(0.4) 0 0 2 0 2(0.3) 2 0 0 0
Polymorphic light eruption 0 (0.0) 0 0 0 0 2(0.3) 1 0 1 0
Pruritus generalised 0 (0.0) 0 0 0 0 2(0.3) 1 0 1 0
Skin exfoliation 0(0.0) 0 0 0 0 2(0.3) 0 0 2 0
Decubitus ulcer 1(0.2) 1 0 0 0 1(0.2) 0 1 0 0
Dermal cyst 1(0.2) 0 1 0 0 1(0.2) 0 1 0 0
Lentigo 1(0.2) 0 0 1 0 1(0.2) 1 0 0 0
Alopecia areata 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Eczema nummular 0 (0.0) 0 0 0 0 1(0.2) 0 1 0 0
Keloid scar 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Milia 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Papule 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Petechiae 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Prurigo 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Purpura 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Pustular psoriasis 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Skin haemorrhage 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Skin tightness 0(0.0) 0 0 0 0 1(0.2) 0 1 0 0
Stasis dermatitis 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0

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

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame
Source: 14S #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <I12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
SKIN AND SUBCUTANEOUS TISSUE
DISORDERS (Cont'd)
Acne 2(0.4) 1 0 1 0 0(0.0) 0 0 0 0
Hyperkeratosis palmaris and plantaris 2(0.4) 1 1 0 0 0(0.0) 0 0 0 0
Senile pruritus 2(0.4) 0 1 1 0 0(0.0) 0 0 0 0
Hypoaesthesia facial 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Nail disorder 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Pemphigoid 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Photosensitivity reaction 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Psoriasis 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Skin chapped 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Urticaria chronic 1(0.2) 0 0 1 0 0 (0.0) 0 0 0 0
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N = Number of subjects who received > 1 dose of investigational product

n = Number of subjects reporting > 1 event

M = months

Includes only treatment-emergent adverse events

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
Uses exact time period for each time frame

Source: 14S #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
NERVOUS SYSTEM DISORDERS 83 (15.5) 25 22 36 0 134 (21.2) 51 27 56 0
Headache 24 (4.5) 7 7 10 0 39(6.2) 16 12 11 0
Hypoaesthesia 13 (2.4) 4 4 5 0 18 (2.8) 9 4 5 0
Dizziness 8 (1.5) 2 3 3 0 18 (2.8) 7 3 8 0
Sciatica 10 (1.9) 2 2 6 0 15(2.4) 5 2 8 0
Carpal tunnel syndrome 3 (0.6) 0 0 3 0 7(1.1) 2 1 4 0
Cerebral infarction 1(0.2) 1 0 0 0 7(1.1) 3 1 3 0
Cervicobrachial syndrome 2(0.4) 1 1 0 0 6(0.9) 2 2 2 0
Tension headache 2(0.4) 1 0 1 0 5(0.8) 2 1 2 0
Dysgeusia 2(0.4) 0 1 1 0 4(0.6) 0 0 4 0
Neuropathy peripheral 3 (0.6) 1 0 2 0 3(0.5) 0 0 3 0
Somnolence 2(0.4) 2 0 0 0 3(0.5) 1 1 1 0
Cervical neuritis 1(0.2) 0 0 1 0 3(0.5) 1 0 2 0
Subarachnoid haemorrhage 1(0.2) 0 0 1 0 3(0.5) 1 1 1 0
Neuralgia 0(0.0) 0 0 0 0 3(0.5) 0 0 3 0
Occipital neuralgia 0 (0.0) 0 0 0 0 3(0.5) 1 1 1 0
Intercostal neuralgia 3 (0.6) 1 2 0 0 2(0.3) 0 1 1 0
Autonomic nervous system imbalance 2(0.4) 0 0 2 0 2(0.3) 0 0 2 0
Dizziness postural 2(0.4) 0 0 2 0 2(0.3) 0 1 1 0
Tremor 2 (0.4) 2 0 0 0 2(0.3) 1 0 1 0
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N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
M = months
Includes only treatment-emergent adverse events
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
Uses exact time period for each time frame
Source: 14S #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n

NERVOUS SYSTEM DISORDERS (Cont'd)
Intracranial aneurysm 1(0.2) 0 1 0 0 2(0.3) 0 0 2 0
Lacunar infarction 0 (0.0) 0 0 0 0 2(0.3) 0 1 1 0
Loss of consciousness 3 (0.6) 0 0 3 0 1(0.2) 1 0 0 0
Nystagmus 1(0.2) 0 0 1 0 1(0.2) 0 1 0 0
Post herpetic neuralgia 1(0.2) 0 1 0 0 1(0.2) 1 0 0 0
Sensory disturbance 1(0.2) 0 0 1 0 1(0.2) 0 0 1 0
Cerebellar haemorrhage 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Cerebral artery embolism 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Cerebral ischaemia 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Cubital tunnel syndrome 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Dementia Alzheimer's type 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Dyslalia 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Morton's neuralgia 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Nervous system disorder 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Tarsal tunnel syndrome 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
VlIth nerve paralysis 0 (0.0) 0 0 0 0 1(0.2) 0 1 0 0
Cerebral haemorrhage 3 (0.6) 2 1 0 0 0(0.0) 0 0 0 0
Trigeminal neuralgia 2(0.4) 0 1 1 0 0(0.0) 0 0 0 0
Altered state of consciousness 1(0.2) 0 0 1 0 0 (0.0) 0 0 0 0
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N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
M = months
Includes only treatment-emergent adverse events
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
Uses exact time period for each time frame
Source: 14S #-4-2.6
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27 A BRMREEOME

T/AIT
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <I12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
NERVOUS SYSTEM DISORDERS (Cont'd)
Amnesia 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Convulsion 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Diabetic neuropathy 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Dysaesthesia 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Essential tremor 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Facial spasm 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Intention tremor 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Transient ischaemic attack 1(0.2) 1 0 0 0 0 (0.0) 0 0 0 0

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

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame
Source: 14S #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
RESPIRATORY, THORACIC AND MEDIASTINAL
79 (14.8) 29 17 33 0 110 (17.4) 40 33 37 0
DISORDERS
Upper respiratory tract inflammation 43 (8.0) 18 11 14 0 44 (7.0) 17 15 12 0
Oropharyngeal pain 8 (1.5) 3 2 3 0 11(1.7) 3 3 5 0
Cough 3(0.6) 0 0 3 0 11(1.7) 6 2 3 0
Rhinitis allergic 7(1.3) 2 2 3 0 10 (1.6) 2 4 4 0
Asthma 6(1.1) 1 0 5 0 10 (1.6) 2 5 3 0
Rhinorrhoea 2(0.4) 0 0 2 0 5(0.8) 2 3 0 0
Oropharyngeal discomfort 2(0.4) 0 1 1 0 3(0.5) 0 1 2 0
Dyspnoea 1(0.2) 1 0 0 0 3(0.5) 1 0 2 0
Productive cough 1(0.2) 0 0 1 0 3(0.5) 1 1 1 0
Epistaxis 0(0.0) 0 0 0 0 3(0.5) 2 1 0 0
Interstitial lung disease 0 (0.0) 0 0 0 0 2(0.3) 1 0 1 0
Bronchitis chronic 3 (0.6) 2 0 1 0 1(0.2) 0 1 0 0
Allergic bronchitis 2(0.4) 0 0 2 0 1(0.2) 1 0 0 0
Haemoptysis 2(0.4) 1 0 1 0 1(0.2) 0 0 1 0
Pleurisy 2(0.4) 0 1 1 0 1(0.2) 1 0 0 0
Pharyngeal oedema 1(0.2) 1 0 0 0 1(0.2) 1 0 0 0
Bronchiectasis 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Dysaesthesia pharynx 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Dysphonia 0 (0.0) 0 0 0 0 1(0.2) 0 1 0 0
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N = Number of subjects who received > 1 dose of investigational product

n = Number of subjects reporting > 1 event

M = months

Includes only treatment-emergent adverse events

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
Uses exact time period for each time frame

Source: 14S #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
RESPIRATORY, THORACIC AND MEDIASTINAL
DISORDERS (Cont'd)
Emphysema 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Foreign body aspiration 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Nasal congestion 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Pharyngeal polyp 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Pneumonia aspiration 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Sleep apnoea syndrome 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Paranasal cyst 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Sputum retention 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Vocal cord inflammation 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Yawning 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
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N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
M = months
Includes only treatment-emergent adverse events
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
Uses exact time period for each time frame
Source: 14S #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
INVESTIGATIONS 87 (16.3) 22 26 34 5 104 (16.4) 34 35 29 6
Blood creatine phosphokinase increased 22 (4.1) 7 6 6 3 29 (4.6) 9 9 9 2
Blood pressure increased 14 (2.6) 4 3 7 0 16 (2.5) 3 6 7 0
Gamma-glutamyltransferase increased 11(2.1) 0 6 4 1 16 (2.5) 3 11 0 2
Alanine aminotransferase increased 0 (0.0) 0 0 0 0 8(1.3) 2 3 3 0
Protein urine present 0 (0.0) 0 0 0 0 8(1.3) 5 3 0 0
Aspartate aminotransferase increased 1(0.2) 1 0 0 0 7(1.1) 2 3 2 0
Blood creatinine increased 1(0.2) 0 0 1 0 6(0.9) 1 0 4 1
Weight decreased 7(1.3) 2 1 4 0 4(0.6) 0 1 2 1
Blood potassium increased 2(0.4) 2 0 0 0 4(0.6) 1 0 3 0
Blood glucose increased 6(1.1) 3 0 3 0 3(0.5) 0 0 3 0
Weight increased 1(0.2) 0 1 0 0 3(0.5) 1 1 0 1
White blood cell count decreased 1(0.2) 0 1 0 0 3(0.5) 2 1 0 0
Blood bilirubin increased 3(0.6) 0 2 1 0 2(0.3) 0 1 1 0
White blood cell count increased 2(0.4) 0 1 1 0 2(0.3) 2 0 0 0
Blood lactate dehydrogenase increased 1(0.2) 0 0 0 1 2(0.3) 0 1 1 0
Liver function test abnormal 1(0.2) 0 0 1 0 2(0.3) 1 1 0 0
Blood alkaline phosphatase decreased 0 (0.0) 0 0 0 0 2(0.3) 0 2 0 0
Blood urea increased 0 (0.0) 0 0 0 0 2(0.3) 1 0 1 0
Blood alkaline phosphatase increased 9(1.7) 0 1 6 2 1(0.2) 0 1 0 0

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

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame
Source: 14S #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n

INVESTIGATIONS (Cont'd)
Eosinophil count increased 4(0.7) 0 2 2 0 1(0.2) 1 0 0 0
Blood urine present 3 (0.6) 0 2 1 0 1(0.2) 1 0 0 0
Blood pressure decreased 2(0.4) 0 1 1 0 1(0.2) 0 0 1 0
Glucose urine present 1(0.2) 0 0 1 0 1(0.2) 1 0 0 0
Heart rate increased 1(0.2) 0 1 0 0 1(0.2) 0 0 1 0
Helicobacter test positive 1(0.2) 0 0 1 0 1(0.2) 0 0 1 0
Blood 25-hydroxycholecalciferol increased 0(0.0) 0 0 0 0 1(0.2) 0 0 0 1
Blood calcium decreased 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Blood pressure diastolic increased 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Blood sodium decreased 0 (0.0) 0 0 0 0 1(0.2) 0 0 0 1
Blood thyroid stimulating hormone increased 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Blood triglycerides increased 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
C-reactive protein increased 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Cardiac murmur 0 (0.0) 0 0 0 0 1(0.2) 0 0 0 1
Heart rate decreased 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Hepatitis C antibody positive 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Immunoglobulins increased 0(0.0) 0 0 0 0 1(0.2) 0 1 0 0
Protein urine 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Blood insulin increased 1(0.2) 0 1 0 0 0 (0.0) 0 0 0 0

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

n = Number of subjects reporting > 1 event
M = months

Includes only treatment-emergent adverse events
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame
Source: 14S #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
INVESTIGATIONS (Cont'd)
Blood pressure systolic increased 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Body temperature decreased 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Foetal haemoglobin increased 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Glycosylated haemoglobin increased 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Low density lipoprotein increased 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Platelet count decreased 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Renal function test abnormal 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Thyroxine increased 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Tri-iodothyronine increased 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Urine output decreased 1(0.2) 1 0 0 0 0 (0.0) 0 0 0 0

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

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame
Source: 14S #-4-2.6

278

Page 28 of 46



27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
EYE DISORDERS 77 (14.4) 27 21 29 0 99 (15.6) 37 23 39 0
Cataract 28 (5.2) 3 9 16 0 29 (4.6) 6 7 16 0
Conjunctivitis 14 (2.6) 2 7 5 0 20 (3.2) 10 4 6 0
Dry eye 9(1.7) 3 0 6 0 11(1.7) 4 4 3 0
Asthenopia 6(1.1) 3 0 3 0 9(1.4) 3 2 4 0
Conjunctivitis allergic 12 (2.2) 6 1 5 0 6(0.9) 1 2 3 0
Conjunctival haemorrhage 4(0.7) 0 1 3 0 6(0.9) 3 2 1 0
Vitreous floaters 2(0.4) 1 0 1 0 5(0.8) 2 1 2 0
Posterior capsule opacification 0 (0.0) 0 0 0 0 4(0.6) 1 2 1 0
Pterygium 0(0.0) 0 0 0 0 4(0.6) 1 2 1 0
Glaucoma 3(0.6) 0 1 2 0 3(0.5) 1 0 2 0
Ocular hyperaemia 3 (0.6) 1 2 0 0 3(0.5) 0 1 2 0
Corneal erosion 1(0.2) 0 0 1 0 3(0.5) 2 0 1 0
Keratitis 0(0.0) 0 0 0 0 3(0.5) 1 1 1 0
Blepharitis 2(0.4) 1 0 1 0 2(0.3) 1 1 0 0
Eye pruritus 1(0.2) 1 0 0 0 2(0.3) 2 0 0 0
Trichiasis 1(0.2) 1 0 0 0 2(0.3) 0 1 1 0
Vitreous detachment 1(0.2) 1 0 0 0 2(0.3) 1 0 1 0
Angle closure glaucoma 0 (0.0) 0 0 0 0 2(0.3) 1 0 1 0
Corneal disorder 0 (0.0) 0 0 0 0 2(0.3) 0 0 2 0
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N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
M = months
Includes only treatment-emergent adverse events
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
Uses exact time period for each time frame
Source: 14S #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n

EYE DISORDERS (Cont'd)
Punctate keratitis 0(0.0) 0 0 0 0 2(0.3) 1 0 1 0
Lacrimation increased 2(0.4) 0 1 1 0 1(0.2) 0 0 1 0
Maculopathy 2(0.4) 1 1 0 0 1(0.2) 0 0 1 0
Eyelid oedema 1(0.2) 0 0 1 0 1(0.2) 0 1 0 0
Normal tension glaucoma 1(0.2) 0 0 1 0 1(0.2) 0 0 1 0
Xerophthalmia 1(0.2) 0 1 0 0 1(0.2) 0 0 1 0
Arteriosclerotic retinopathy 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Blepharal pigmentation 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Blepharitis allergic 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Conjunctival deposit 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Dacryostenosis acquired 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Eye pain 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Keratoconjunctivitis sicca 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Narrow anterior chamber angle 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Pingueculitis 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Scleral haemorrhage 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Retinal tear 2(0.4) 1 1 0 0 0(0.0) 0 0 0 0
Conjunctival hyperaemia 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Eczema eyelids 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
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N = Number of subjects who received > 1 dose of investigational product

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame
Source: 14S #-4-2.6

280



27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <I12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
EYE DISORDERS (Cont'd)
Episcleritis 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Eye discharge 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Eye inflammation 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Lacrimation decreased 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Macular degeneration 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Retinal aneurysm 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Retinal haemorrhage 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Scleritis 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Uveitis 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Vision blurred 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0

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

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame
Source: 1AS #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
GENERAL DISORDERS AND ADMINISTRATION
66 (12.3) 30 14 21 1 65 (10.3) 26 18 21 0
SITE CONDITIONS
Device breakage 9(1.7) 1 2 6 0 13 (2.1) 4 5 4 0
Oedema peripheral 3 (0.6) 2 1 0 0 13 (2.1) 7 2 4 0
Malaise 10 (1.9) 6 3 1 0 11(1.7) 3 4 4 0
Chest pain 12 (2.2) 5 2 4 1 6(0.9) 2 1 3 0
Pyrexia 5(0.9) 4 1 0 0 5(0.8) 2 2 1 0
Fatigue 8 (1.5) 4 0 4 0 4(0.6) 2 0 2 0
Feeling abnormal 4(0.7) 2 2 0 0 3(0.5) 1 1 1 0
Oedema 0(0.0) 0 0 0 0 3(0.5) 2 1 0 0
Face oedema 4(0.7) 2 0 2 0 2(0.3) 1 1 0 0
Chest discomfort 2(0.4) 1 0 1 0 2(0.3) 0 1 1 0
Thirst 3(0.6) 1 0 2 0 1(0.2) 0 0 1 0
Asthenia 1(0.2) 1 0 0 0 1(0.2) 0 0 1 0
Injection site pain 1(0.2) 0 1 0 0 1(0.2) 1 0 0 0
Device dislocation 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Device failure 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Injection site haemorrhage 0 (0.0) 0 0 0 0 1(0.2) 0 1 0 0
Injection site reaction 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Patient-device incompatibility 0 (0.0) 0 0 0 0 1(0.2) 0 1 0 0
Sensation of foreign body 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
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N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
M = months
Includes only treatment-emergent adverse events
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
Uses exact time period for each time frame
Source: 1AS #-4-2.6
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27 A BRMREEOME

T/AIT
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <I12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
GENERAL DISORDERS AND ADMINISTRATION
SITE CONDITIONS (Cont'd)
Application site eczema 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Generalised oedema 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Inflammation 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Injection site erythema 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Injection site haematoma 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Local swelling 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Mass 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
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N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
M = months
Includes only treatment-emergent adverse events
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
Uses exact time period for each time frame
Source: 1AS #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
VASCULAR DISORDERS 51(9.5) 17 17 16 1 61 (9.6) 26 17 18 0
Hypertension 37 (6.9) 15 10 10 2 45 (7.1) 17 14 14 0
Varicose vein 1(0.2) 1 0 0 0 4 (0.6) 1 1 2 0
Peripheral coldness 0 (0.0) 0 0 0 0 4 (0.6) 2 0 2 0
Haematoma 1(0.2) 0 0 1 0 3(0.5) 3 0 0 0
Hot flush 5(0.9) 0 3 2 0 1(0.2) 1 0 0 0
Hypotension 2(0.4) 0 1 1 0 1(0.2) 0 1 0 0
Aortic aneurysm 0 (0.0) 0 0 0 0 1(0.2) 0 1 0 0
Arteriosclerosis 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Flushing 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Peripheral circulatory failure 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Phlebitis 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Renovascular hypertension 0 (0.0) 0 0 0 0 1(0.2) 0 1 0 0
Vascular stenosis 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Orthostatic hypotension 2(0.4) 0 2 0 0 0(0.0) 0 0 0 0
Peripheral vascular disorder 2(0.4) 1 0 1 0 0(0.0) 0 0 0 0
Arteriosclerosis obliterans 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Circulatory collapse 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Deep vein thrombosis 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Peripheral arterial occlusive disease 1(0.2) 0 1 0 0 0 (0.0) 0 0 0 0
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N = Number of subjects who received > 1 dose of investigational product

n = Number of subjects reporting > 1 event

M = months

Includes only treatment-emergent adverse events

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
Uses exact time period for each time frame

Source: 14S #-4-2.6
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27 A BRMREEOME

T/AIT
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
VASCULAR DISORDERS (Cont'd)
Varicophlebitis 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
METABOLISM AND NUTRITION DISORDERS 37 (6.9) 12 10 15 0 54 (8.5) 14 13 27 0
Hyperlipidaemia 17 (3.2) 6 5 6 0 20 (3.2) 5 7 8 0
Decreased appetite 3 (0.6) 0 1 2 0 11(1.7) 1 1 9 0
Hypercholesterolaemia 4(0.7) 1 1 2 0 6(0.9) 2 1 3 0
Dyslipidaemia 2(0.4) 0 0 2 0 6(0.9) 1 0 5 0
Diabetes mellitus 4(0.7) 1 1 1 1 5(0.8) 1 2 2 0
Dehydration 5(0.9) 3 0 2 0 3(0.5) 2 0 1 0
Hypocalcaemia 0 (0.0) 0 0 0 0 2(0.3) 2 0 0 0
Glucose tolerance impaired 1(0.2) 1 0 0 0 1(0.2) 0 1 0 0
Gout 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Hypoglycaemia 0 (0.0) 0 0 0 0 1(0.2) 0 1 0 0
Periarthritis calcarea 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Type 2 diabetes mellitus 0(0.0) 0 0 0 0 1(0.2) 0 1 0 0
Hyperuricaemia 2(0.4) 0 1 1 0 0(0.0) 0 0 0 0
Hypertriglyceridaemia 1(0.2) 0 1 0 0 0 (0.0) 0 0 0 0

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

M = months

Includes only treatment-emergent adverse events

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame

Source: IAS #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <I12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
PSYCHIATRIC DISORDERS 31(5.8) 12 4 15 0 42 (6.6) 14 8 20 0
Insomnia 23 (4.3) 9 4 10 0 30 (4.7) 8 6 16 0
Anxiety 4(0.7) 2 0 2 0 3(0.5) 1 1 1 0
Anxiety disorder 3(0.6) 0 1 2 0 2(0.3) 0 1 1 0
Depression 2(0.4) 1 0 1 0 2(0.3) 2 0 0 0
Delirium 0(0.0) 0 0 0 0 2(0.3) 1 0 1 0
Depressed mood 1(0.2) 0 0 1 0 1(0.2) 0 1 0 0
Restlessness 1(0.2) 0 0 1 0 1(0.2) 1 0 0 0
Sleep disorder 1(0.2) 0 0 1 0 1(0.2) 1 0 0 0
Adjustment disorder 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Bruxism 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Dysthymic disorder 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Initial insomnia 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Dissociative disorder 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Neurosis 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0

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

M = months

Includes only treatment-emergent adverse events

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame

Source: IAS #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
EAR AND LABYRINTH DISORDERS 31(5.8) 11 8 11 1 40 (6.3) 11 7 22 0
Vertigo 17 (3.2) 5 4 7 1 15(2.4) 4 3 8 0
Tinnitus 2(0.4) 0 0 2 0 11(1.7) 5 2 4 0
Vertigo positional 6(1.1) 3 3 0 0 5(0.8) 0 1 4 0
Sudden hearing loss 2(0.4) 0 0 2 0 3(0.5) 1 0 2 0
Deafness 0(0.0) 0 0 0 0 2(0.3) 1 0 1 0
Eustachian tube patulous 0 (0.0) 0 0 0 0 2(0.3) 0 0 2 0
Meniere's disease 0 (0.0) 0 0 0 0 2(0.3) 1 0 1 0
Deafness neurosensory 1(0.2) 0 0 1 0 1(0.2) 0 0 1 0
Ear pain 1(0.2) 1 0 0 0 1(0.2) 0 1 0 0
Eustachian tube stenosis 1(0.2) 1 0 0 0 1(0.2) 0 0 1 0
Deafness unilateral 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Inner ear disorder 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Auricular swelling 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Vestibular disorder 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0

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

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame
Source: 14S #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
CARDIAC DISORDERS 17 (3.2) 2 6 9 0 27 (4.3) 8 9 10 0
Palpitations 4(0.7) 1 1 2 0 10 (1.6) 3 4 3 0
Arrhythmia 2(0.4) 0 2 0 0 4(0.6) 1 1 2 0
Angina pectoris 2(0.4) 1 0 1 0 2(0.3) 0 1 1 0
Supraventricular extrasystoles 0 (0.0) 0 0 0 0 2(0.3) 2 0 0 0
Acute myocardial infarction 1(0.2) 0 0 1 0 1(0.2) 0 1 0 0
Aortic valve incompetence 1(0.2) 0 0 1 0 1(0.2) 1 0 0 0
Atrioventricular block complete 1(0.2) 0 0 1 0 1(0.2) 1 0 0 0
Mitral valve incompetence 1(0.2) 0 0 1 0 1(0.2) 1 0 0 0
Arrhythmia supraventricular 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Atrial fibrillation 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Atrioventricular block 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Cardiac failure 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Hypertensive heart disease 0 (0.0) 0 0 0 0 1(0.2) 0 1 0 0
Myocardial ischaemia 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Prinzmetal angina 0 (0.0) 0 0 0 0 1(0.2) 0 1 0 0
Tachycardia 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Tricuspid valve incompetence 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Ventricular extrasystoles 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Sick sinus syndrome 2(0.4) 0 1 1 0 0 (0.0) 0 0 0 0
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N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
M = months
Includes only treatment-emergent adverse events
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
Uses exact time period for each time frame
Source: 14S #-4-2.6
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27 A BRMREEOME

T/AIT
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <I12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
CARDIAC DISORDERS (Cont'd)
Atrioventricular block second degree 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Bradycardia 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Cardiac failure acute 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Hypertensive cardiomyopathy 1(0.2) 0 0 1 0 0 (0.0) 0 0 0 0
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N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
M = months
Includes only treatment-emergent adverse events
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
Uses exact time period for each time frame
Source: 14S #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <I12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
RENAL AND URINARY DISORDERS 24 (4.5) 4 7 12 1 26 (4.1) 10 5 10 1
Hypertonic bladder 10 (1.9) 3 2 5 0 6(0.9) 3 1 2 0
Pollakiuria 2(0.4) 0 1 1 0 5(0.8) 3 2 0 0
Cystitis noninfective 1(0.2) 0 0 1 0 2(0.3) 1 1 0 0
Haematuria 1(0.2) 0 1 0 0 2(0.3) 0 0 2 0
Neurogenic bladder 1(0.2) 0 1 0 0 2(0.3) 1 0 1 0
Nephrolithiasis 0(0.0) 0 0 0 0 2(0.3) 0 0 2 0
Renal cyst 2(0.4) 0 1 1 0 1(0.2) 0 0 1 0
Dysuria 1(0.2) 0 0 1 0 1(0.2) 0 0 1 0
Calculus urinary 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Mixed incontinence 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Renal impairment 0 (0.0) 0 0 0 0 1(0.2) 0 0 0 1
Urethral disorder 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Urinary retention 0 (0.0) 0 0 0 0 1(0.2) 0 1 0 0
Nocturia 3(0.6) 1 1 1 0 0(0.0) 0 0 0 0
Calculus ureteric 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Cystitis haemorrhagic 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Hydronephrosis 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Proteinuria 1(0.2) 0 0 0 1 0(0.0) 0 0 0 0
Renal failure chronic 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
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N = Number of subjects who received > 1 dose of investigational product

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame
Source: 14S #-4-2.6
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27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
NEOPLASMS BENIGN, MALIGNANT AND
27 (5.0) 6 9 12 0 17 (2.7) 8 5 4 0
UNSPECIFIED (INCL CYSTS AND POLYPS)
Breast cancer 3 (0.6) 3 0 0 0 3(0.5) 1 1 1 0
Seborrhoeic keratosis 2(0.4) 0 0 2 0 3(0.5) 1 2 0 0
Ovarian cancer 1(0.2) 0 0 1 0 2(0.3) 1 1 0 0
Metastases to lung 0 (0.0) 0 0 0 0 2(0.3) 2 0 0 0
Ovarian neoplasm 0(0.0) 0 0 0 0 2(0.3) 1 1 0 0
Gastric cancer 2(0.4) 0 1 1 0 1(0.2) 1 0 0 0
Skin papilloma 2(0.4) 0 0 2 0 1(0.2) 1 0 0 0
Benign gastric neoplasm 1(0.2) 0 1 0 0 1(0.2) 0 0 1 0
Colon adenoma 1(0.2) 0 1 0 0 1(0.2) 0 0 1 0
Acrochordon 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Bile duct cancer 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Metastases to liver 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Pancreatic carcinoma 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Lipoma 4(0.7) 1 1 2 0 0(0.0) 0 0 0 0
Metastases to lymph nodes 2(0.4) 0 2 0 0 0(0.0) 0 0 0 0
Colon cancer 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Insulinoma 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Large intestine carcinoma 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Lymphoma 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Meningioma 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0

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

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame
Source: 1AS #-4-2.6
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27 A BRMREEOME

T/AIT
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <I12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
NEOPLASMS BENIGN, MALIGNANT AND
UNSPECIFIED (INCL CYSTS AND POLYPS)
(Cont'd)
Neurilemmoma 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Neurofibroma 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Oral fibroma 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Paget's disease of the breast 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Pseudolymphoma 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Tongue neoplasm benign 1(0.2) 1 0 0 0 0 (0.0) 0 0 0 0
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N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
M = months
Includes only treatment-emergent adverse events
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
Uses exact time period for each time frame
Source: 1AS #-4-2.6
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T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <I12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
HEPATOBILIARY DISORDERS 19 (3.6) 5 4 10 0 12 (1.9) 2 4 6 0
Hepatic function abnormal 5(0.9) 1 2 2 0 8(1.3) 2 3 3 0
Hepatic cyst 2(0.4) 0 0 2 0 1(0.2) 0 0 1 0
Cholelithiasis 1(0.2) 1 0 0 0 1(0.2) 0 1 0 0
Gallbladder polyp 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Liver disorder 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Alcoholic liver disease 2(0.4) 1 1 0 0 0(0.0) 0 0 0 0
Cholangitis 2(0.4) 0 0 2 0 0(0.0) 0 0 0 0
Hepatic steatosis 2(0.4) 2 0 0 0 0(0.0) 0 0 0 0
Jaundice 2(0.4) 0 1 1 0 0(0.0) 0 0 0 0
Cholestasis 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Chronic hepatitis 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Hepatitis 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
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N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
M = months
Includes only treatment-emergent adverse events
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
Uses exact time period for each time frame
Source: 14S #-4-2.6
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T/AIT
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
BLOOD AND LYMPHATIC SYSTEM DISORDERS 12 (2.2) 4 5 3 0 11(1.7) 2 5 4 0
Anaemia 6(1.1) 2 2 2 0 4(0.6) 0 2 2 0
Iron deficiency anaemia 2(0.4) 1 1 0 0 1(0.2) 1 0 0 0
Haemorrhagic anaemia 1(0.2) 1 0 0 0 1(0.2) 0 0 1 0
Lymphadenopathy 1(0.2) 0 0 1 0 1(0.2) 1 0 0 0
Thrombocytopenia 1(0.2) 1 0 0 0 1(0.2) 0 1 0 0
Anaemia vitamin B12 deficiency 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Bone marrow failure 0 (0.0) 0 0 0 0 1(0.2) 0 1 0 0
Pancytopenia 0 (0.0) 0 0 0 0 1(0.2) 0 1 0 0
Lymphadenitis 2(0.4) 0 2 0 0 0(0.0) 0 0 0 0
Leukopenia 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
IMMUNE SYSTEM DISORDERS 10 (1.9) 1 3 6 0 7(1.1) 3 2 2 0
Seasonal allergy 8 (1.5) 0 3 5 0 5(0.8) 2 1 2 0
Food allergy 1(0.2) 0 0 1 0 1(0.2) 0 1 0 0
Hypersensitivity 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Drug hypersensitivity 1(0.2) 1 0 0 0 0 (0.0) 0 0 0 0

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

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame
Source: 14S #-4-2.6

294

Page 44 of 46



27 A BRMREEOME

T/ART
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <I12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
REPRODUCTIVE SYSTEM AND BREAST
9(1.7) 3 3 3 0 7(1.1) 2 1 4 0
DISORDERS
Benign prostatic hyperplasia 0 (0.0) 0 0 0 0 2(0.3) 0 1 1 0
Atrophic vulvovaginitis 3(0.6) 1 1 1 0 1(0.2) 0 0 1 0
Breast mass 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Genital haemorrhage 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Metrorrhagia 0 (0.0) 0 0 0 0 1(0.2) 0 0 1 0
Uterine polyp 0(0.0) 0 0 0 0 1(0.2) 1 0 0 0
Uterine prolapse 2(0.4) 0 1 1 0 0(0.0) 0 0 0 0
Cystocele 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Genital discharge 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
Gynaecomastia 1(0.2) 1 0 0 0 0(0.0) 0 0 0 0
Pelvic prolapse 1(0.2) 0 1 0 0 0(0.0) 0 0 0 0
Vulvovaginal pruritus 1(0.2) 1 0 0 0 0 (0.0) 0 0 0 0

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

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

System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.

Uses exact time period for each time frame
Source: 1AS #-4-2.6
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T/AIT
#7-18 HMADEEER (BREMNKSERUVEREE) (Japan Safety Analysis Set)
Placebo Denosumab
(N=535) (N=633)
SYSTEM ORGAN CLASS Total <6M >6M, <12M  >12M, <24M >24M Total <6M >6M, <12M  >12M, <24M >24M
Preferred Term n (%) n n n n n (%) n n n n
ENDOCRINE DISORDERS 5(0.9) 0 1 3 1 6(0.9) 3 0 3 0
Goitre 1(0.2) 0 0 0 1 2(0.3) 1 0 1 0
Hyperthyroidism 1(0.2) 0 0 1 0 2(0.3) 2 0 0 0
Basedow's disease 1(0.2) 0 1 0 0 1(0.2) 0 0 1 0
Hypothyroidism 1(0.2) 0 0 1 0 1(0.2) 0 0 1 0
Autoimmune thyroiditis 0(0.0) 0 0 0 0 1(0.2) 0 0 1 0
Thyroid mass 1(0.2) 0 0 1 0 0(0.0) 0 0 0 0
SURGICAL AND MEDICAL PROCEDURES 1(0.2) 0 0 1 0 4(0.6) 0 1 3 0
Cataract operation 0 (0.0) 0 0 0 0 2(0.3) 0 0 2 0
Varicose vein operation 1(0.2) 0 0 1 0 1(0.2) 0 0 1 0
Tooth extraction 0 (0.0) 0 0 0 0 1(0.2) 0 1 0 0
CONGENITAL, FAMILIAL AND GENETIC
1(0.2) 1 0 0 0 1(0.2) 1 0 0 0
DISORDERS
Porokeratosis 0 (0.0) 0 0 0 0 1(0.2) 1 0 0 0
Accessory spleen 1(0.2) 1 0 0 0 0 (0.0) 0 0 0 0

Page 46 of 46
N = Number of subjects who received > 1 dose of investigational product
n = Number of subjects reporting > 1 event
M = months
Includes only treatment-emergent adverse events
System organ classes and preferred terms are sorted by descending order of frequency in the overall denosumab group and coded using MedDRA version 14.0.
Uses exact time period for each time frame
Source: 14S #-4-2.6
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