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EEA, BALEL THEMATE D Z LRSI, BUEICE> TS ab, BIREOLIEICHAGND TPAREE
HRRIE] &5 WIEEImE AN D TZAMEEHRIE] 28T DERTHIEHRIE] 25, BT HIRE DK 90%
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T AR TRHIT T B AR RICE S BT oRENMG SN, £, T AT BT T RITHEAA
IR B BRI R VB~ — I — R PR 2 m LT,
LEDZ &iph, 20k - 2R & Bt L 5 ICRE LTz,

%) [V.3.(5)2)a) REMEHREREZNE L LI-ERNE DHEEEKRRER B 7M1 E  DIRECT 8k (AMG162-A-J301)] ]
S, 72k, KRBT, FEEMOSEXMEEL LTT Ly Rex— MERMZ b,

a) P8 EE O 1IH: AABRETESMEE 2000:18(3):76-82

b) % EE REBHBREO T EBET A K742 2011 i, 74 791 = AR

<%heE - HRICEET HEALDIE>

L AH OB BTz > TiE, ARERBEFEZOBWIEREE L2 S B, BHRIEL ORBPEEL TWLEEE
HEPEETDH L,

2. BUEBE CORENMER OE NI LTV (BERRRERD D7, TERIREGE ) OB

RS 1 AANL, BARBREERODWRES L2251, BHRIEL OBWAHEE L T\ 5 BE &2 68 I
THZ &,

2. ENERARBRICI T 2 BIEEF OBRGHHEIIDERTH L Z Lot L, ENEIHEERRRO S

P HLRRE B (ORAIRE 23 B, 77 BARRE 24 1)) 2B\ T, EEFMEE THoEE 24 » HETO

_7_



V. IBRICB 55HA

et OMEAE AT CETRMEMR B T U XBEAAHE B B O3 E) DR AERITAHKIRE 0.0% (0/23 1) . 7'F
TR 12.6% (3/24 ) TV, 77 BAHRE L i UAARE CHEARE ST OMEMER AR bivlc, &
MEE OB DOEYG 24 » H E TOMFIHEOHEMNRE 1 CIrHEA B I SUIBEFEHERE T O ¥EHE) oFAR
I, AAIRE 3.6% (16/444 f5l) | 77 BARE 9.5% (43/454 7)) TH v, BHEEE TORGHIEILAD
ko, BHEERFICHT DHEERTIIHEIZNRIL, ZERFEOLOFR L FEOMEMZ R L TN D
EEZbNE, £, FEWEAORBLRIICE W TH, MR R OB SEEH TRE 2E TR L R
oz,

2. AERUAE
BE. RAIZET ) A~7 B Fl#z) & LT60mg % 6 » HIZ 1, FTF#&E5T 5,

(A% - FHEDRTERM]

PR B HIRE RS 25l & LEENS TARRYTIE, 7/ A~ (14, 60, K0 100mg) 286 » A2 1[4
MEHG- S, 12 5 AMEG L% OEREEEE L, 77 BRIk~ 14, 60, KO 100mg CTHEKRFIICHE
M. KREEEIALE. KREEESEE, MOEEEEME 1/3 Th, 2 THT J A~ THEOHESN TT 7R E L
0 LA RIS 2BMARD b, —J, 1dmg BTk, #5% 6 » A £ THRH~— I —%{KfE T+l
MeEFFCE T, 5% 6 » A TEMNH~— 7 — 2 KM CHFRF T 2 AK O R/ N EIT 60mg THho7o, BHEE
BN K OV AREHNHIZI R C. 60mg #E L 100mg #ED M HIEZREVTFRD HvT . 60mg HE CILE % L
MEBRMH~—DT—EKTFR—BLTRDONZ, £/, WTHOHAETHLEARMEIMREFTHY | HEELZD
FEBUT BRI 72 BRI D B e hr o 72,

DLEOEWNE DRSS A2 ZEIC, [60mg # 6 » HIZ 1Bl ZEGRAELEAE - HE L U TR HRIE RS
R L U ENE IR 2 % i L-f5 R, 2 EMORE T ) A~T7 0772 Rixt+ 28828
PHFIRE DS RFES LTz, e, FFROBIEROCEEEIIVTNLEECRIBRE THY, T/ AT ORE
W7y A MET TR EARKRERBEWVITRD Do Te, £o, 1 FIEERGIC X 27 ettt
RO oo Tz,

LEDZ Lt ML - HEZ ERLO XD ITE LT,

%) [V.3.(5)1) |iEAiTHERGHER  ENE IHASRERER (55 20050172) | &M
% %) [V.3.(5)2)a) REMEEHBEERSE XK E L-ERNEMERKRGER [ B7HEER: DIRECT E& (AMG162-A-J301) 1]
SR



V. {BEICE9 5 IEE

3. BRPRAKHR
(MERERT—% /Xy r—2 (2009 £ 4 ALIBRARRE)

: e 7o 7 5
[E=Py] S ORI [FHE]
RERE 72 AR A% 2 M C D R R R FR R R < > f R 72 PARE £5 2otk C o0 i PR SR AR
Hi[a# 5306k (20030164%) B[R R O E #5505 (20010124%)
HA[A 558k (20030180%)

R 72 5 1E C D R SR PR
A% 550k (20030148™)
EEEEHREBELETOT LY Rax— b
DY) &% # B (20050241)
B RekEE BT CORK IR (20040245%)

5 1 AHBR 55 11 FH AR
MR ERE (20050172) B ERER (20010223)
o I AHABR B L AH 5B
B TR ERER BrahitE - FREEDOMY (20030216)
DIRECT? (AMG162-A-J301) BHLEIE TR RBR (20040132)
O BAHERETR K 2 R R & U752 Rl

E LIRS e X i i oaat
20010223 RER)> 5 OIER AR (20050233)
FREEDOM (20030216) #BrH> 5 0 ER bR

(20060289)
L DAL DFABR -
SHE THEM S 7 11 AR
3 :ermeekt, 0 :38@EL () WRBRES. k7>~ —2 B Tk 120mg O REEE L Jbil
a) DIRECT : Denosumab Fracture Intervention RandomizEd Placebo Controlled Trial in Japanese Patients with
Osteoporosis

b) FREEDOM : Fracture REduction Evaluation of Denosumab in Osteoporosis every 6 Months

BRIRT—% /3y r— S ORIBE

(2)EGERZNE v
1) BirfRER

JEOR B HLRIE B 2 kG & L7z 24RO B I —HERREBRICBW T, 7/ A~ 7R [472 1] (2o 449
B, BrE2sfl) 1 ROT T wAREE (480 B (Aot 456 1], Bk 24 ) 1 OHEKREIIAER (BFE) 132
NEI 3.6%, 10.3% THVY (FExtU A7 HE 66%) . 77 EARICx L THERE TGN R RS
7= (p=0.0001) .

DI 1 FRIER U CEE SN fRRc W, 3FEMEGICL DT 2 A~ THE (472 #) OHEEE
ProgEE (B 1%, 3.8% CThol, 3FEMBEERED 1 42 L OHEEE IR ARIT 1 HFH 1.9%., 24
H 1.6%. 34H 0.3% Th o7, i, ARBRTIZ, £ TOBEZIIX LT, InBHIHEHRIcER DR ED
600mg DB L7 LK 400IU D EH 2> D BT S iz,



V. IBRICB 55HA

ENE MEERKRRRICE (T HBIRER

= FIREE sy 2o pos
7 A TR TTEREE | 950 fEaEK ) p fit
(n=472) (n=480) o
e o o 66%
MERE T @ 3.6% 10.3% (39%. 81%) 0.0001
32 0, 0, 74%
Ees i N EE T 2.2% 8.6% (48%. 87%) < 0.0001
2 HEMRLL o> o o 83%
g 0.4% 2.5% (24%. 969%) 0.0124
HHBRECED o o 57%
A ST O 1.6% 3.7% (~6%, 82%) | 09577

a) FRHEAR T I SUIBEAAHER B T o (EZERHEE)

b) BrBUHEA T D

¢) BTRHEAT P 3UTBEAAHEMR B T OHED 2 HERLL B

d) B, KERE. K8 (EREEZER)  #F - E. bhd (H£2ER<) | RiliE OFEHEAE I

2) BEE
B HIRIERET 23t L Uz 2 4FM OB —HEERRRICBW T, 2 FMEHICL DT 7 A~ T
OEME (L1-L4) . KEREIEACES, KRB SEE K OGRS 1/8 OBEEERLEOT T 'R EDZEIX

ZTNZEN9.0%. 5.7%. 5.1%K%12.3% CThH -7z (TXTOHENLT p<0.0001) .

Ek}

ERNEMHEEERRERICHS ITE2BEEELILE

B HE PNy ESUR AL KM SH FEEEA N 1/3
F)ART| FIRR | FTIART | FTIER | T /25T 77*@“{ F)x=T | IR
n=472 n=480 n=472 n=480 n=472 n=480 n=472 n=480

6 1 A 5.0% 0.8% 2.6% 0.3% 2.0% 0.2% 0.1% -0.6%
1 1% 6.6% 0.5% 3.5% 0.0% 2.8% -0.3% 0.2% -1.1%
2 1% 9.1% 0.1% 4.6% -1.1% 4.0% -1.1% 0.5% -1.8%

(3)EGPREIREER « BAMHER

R ®R LM (8% 20030164) 2

H A N HERARSS ok, #1830 6 (%HE 6 ) (27 / A~7? 0.03, 0.1, 0.3, 1.0, X% 3.0mg/kg % Hi[A|Z
TG LIfER., mHEO 3.0mg/kg £ T, BARLoMER OCREENHER I N,

<B%E . HBEAT—2>

1) BREAEZRLME (B8 20010124) ¥
HEREPARR L 221127 » A~ 7 % 0.01, 0.03, 0.1, 0.3, 1.0, XI¥ 3.0mgkg DHET, KT [F 374 (%
FE6~T 1) 1 SUTENRAN (G 36 61 (5HF 6 6) 1 [CH[EFSG L7z, 0.1mg 2 F&GIZOWTIE 3 » A
T2 EEE (66 HiTo7z, WIHOME - BEHIETHLT /) A~ T IXRAFRBAEEEZ R L,

2) BERERAR& L (FBR 20030180)
TREEPARRL 2o, B 35 1 (& 6~8 1) (20.03, 0.1, 0.3, 1.0, XiX 3.0mg/kg DT / A~ 7 % Hi[A|fZ
TG L7-, &EMED 3.0mg/kg £ TRIFRIFMENHR ST,

3) BEEM (518% 20030148)
50 LA EOEEE R M, B 32 4 (FREES B 1057 A~T7? 0.1, 0.3, 1.0, XiZ 3.0mg/kg % H[nlf T
5. L7z, IEHED 3.0mg/kg £ TR 72 BEMENHER Sz,



V. {BEICE9 5 IEE

) AFIOAGRAE - AEE, TEE, AT T 7 A~7 B z) L LT60mg % 6 v HIZ1E, K57
%, | THD,

D #ENEE: BEX I D ATy ATTHFREE L TV DR HRERE x5 & L
T AT DT T v R HEIEA L ZEE BRI X D MRAER R

2) KumagaiV, et al. : Bone 2011;49(5):1101-1107

3) Bekker PJ, et al. : J Bone Miner Res 2004;19(7):1059-1066

(AIFRMAER . AERICIERAER
Y LR
(5)RRRERIEAER
1) EEALLITHAERGHER : BENE IHARSHRERE (5188 20050172) 4
PARR S B HLRRIE R G 212 65 (7B ARBESS 5, 7/ A~ T HEBO~54 f5l) XI5, 7/ A~ 7 14,
60, XX 100mg % 6 #» HIZ 1 m#L L7z & & OMEMEE RIS 2008 (12 » ARER) K OVZett7 n
TrAn (125 HM) %, 7R EHEE Lz, 0B, ARBRIL, 2t BEALL, —HEHER, 7
TR, HERXERBR CTHD, ARBRICBWTT ) AT ORFET, MRBEHFTHY ., e LAY
BB NS IR L OB A VRTINS BRI VB R~ — 2 — [uNTX/Cr (R 7 L7 F
SUMIERT N - 707 FR) | Mg CTX-1 ([ =25 —47 U446 C- T uX7FFR) | mw( e
NAVKRAT 7 2—8) | ROFAT ANy ] ZRFIRT S, BEE, BRE, Za8t KT
HpBERE T 0 7 7 A V&2 S EIC.60mg & 6 v HIZ LERERT ) A~T DEM Hﬁ%f%é&%z%ﬂto
( IVI.1.(3)2) REHRE] &)

) AFNOARME - BRI, DEaw., AT/ 2A~7 (a#ifkz) L T60meg 4% 6 » AIC 1, FTF#H5%
5, | THD,

4) HEPNEE - PR B HIARE B 25 R & U725 TR R RRRIBR O A Bl ik



V. BEICEET5TEAE

2) HEEEER
a) RRMEHREREEZXRE L-ERNE NABERKRAER [E7EHliEtER : DIRECT 5% (AMG162-A-J301) ]V
A &
H i BeGBIEN S 24 5 B £ TOMEFEOHER G FriRMERE I SUIRE TR T Ir O M) FAERIZD
WTTF ) AT DT T RITHT HEENME 2R 5,
B | BN, B, Z2iaixitFE, BEAL, —EegHR (T Ly Fax— MNIEER) . 778 3 (7
THA L | Ly Fex— MIZENR) AR
50 ik LA EOFRMEEHRERE (B 1,262
st & | - MIEHEZ 1—4 B OMETIEHEMREIT 2 A L, BEHESOI RIS I8 255 E 2 YAM (young
adult mean : ZHEREAY)) EO 80% At D BFE
[ 2~ 7]
T /A7 60mg % 6 5 AIC1E, 24 » AME FRG5H%, S5I1I212 » AME TS
[7F &A1)
7% RE6 5 AIC1IEL 24 5 AMBETHRG%, 7/ A~7 60mg % 6 » Al 18], 12 » AR
N ‘F%'ﬁ:‘
Bel3 Tk [7 vy Feix— R
TLr Rox—h 35mg 2 1[0, 24 » HERAOKS

TR OB PR E LT, By A (600mg Bh k) ROEX T2 D (40010 ML) %
fHRA L7,

+ . ¥i%§¥1’ﬂﬂ£ (semiquantitative assessment\: S(yﬁ) ﬂicl: U] . 12U kD 7 L— ‘F‘ 3Nix3 ’DjL)U:
e DT L— K 2 OBEFHEREIT 249 2 88, IRBRIERGan2 g 25(0H)D BE2S 12ng/mL A D
BERON—2T A o OME7 LT F =l 2.0mg/dL LL LD EE
[ EZEFHmE A ]
- WEgg P OMEMRE T CHTEIMEARE T SUIBEAFHER B I O M) DA
(G GEEED!
- BTRUHE BT D38 AR
2 HEIREL O MR B Hr o5 A5
{2 -ﬁﬁﬁ(@ﬁ[LﬂA]\kw%ﬁ&%\k%%ﬁ%\%ﬁﬁ&%lB)®N~2347ﬁ%®
(e
B — I — [y CTX-1 (1= 7 —5 8848 C- 7 r_X7F R) | uNTX/Cr (JRH 7 L
TF=UMERFT N - 7u~X7FF ) | BAP (bone-specific alkaline phosphatase : ‘H#7 /L
AVKRAT 7 B—E) | FATFHINLL Y] OR—RT A D OELHRSE
[ERAFAMEA )
< EHHRRIEIC K D ERIEMER BT O3 A S

HEBTH4A
5 EAM 240 A REHM 1208
RAERILTI “EERK (7L RO —MEEER) R

FoE3 T/ AT E 50045] HinEE T/ A< T 60mg
[RHEHE 2 T/ATT 60mg 61 AIZ1E B TiksS 6nBIC1E R T&S
BREESE | |
1,262451 ) TS5tRE 5114 BITH T/ATT 60mg

- o FS5tK 61 AIC1E K TFRE 6nAI1E R TRE

1 FLURBR—REE 2514 e
FLoROR—b 35mg B1E EO%5 > BB T

FTRTDWERE HILI ™ L (600mgl ) RUEAID (400IULL L) = EBIRA >




V. {BEICE9 5 IEE

EE=
F ) A TR WA A it
(n=472) (n=480)

Tl (%) 69.91+7.36 69.0+7.67
LB (n) 449/23 456/24
BMI (kg/m2) 22.6+2.94 22.4+3.15
HEARE S0 (%)

0 6 (1.3 9 1.9

1 315 (66.7) 319 (66.5)

2 113 (23.9) 105 (21.9)

>3 38 (8.1 47 (9.8
BEEOT A7

JEHE (L1-L4) -2.8+0.89 -2.7+0.88

PN SR VALY -2.0+0.79 -2.0+0.73

KBESHFL -2.4+0.70 -2.3+0.71
BREO YAM i (%)

JEHE (L1-L4) 68.9+ 9.9 69.4+9.8

PN L= SR VAT 74.3+10.1 75.0+9.3

KB SRS 67.0+ 9.7 68.2+9.8
% CTX-1 (ng/mL) 0.64+0.28 0.63+0.28
1% 25(0H)D  (ng/mL) 21.0+6.08 20.6+5.91
SEHfE = SD
7w R

i) BITREE

ORBHEOHKRER FREABITXIIBRFEEARTITOEE)
Kaplan-Meier #£€12 & % 24 » H B OMAAE 0 BRERAR[95%CINEL. T/ A~ 7HE 3.6%[2.2,
5.8] . 77 EAREE 10.3% [7.8, 13.5] THot, T/ A~TIXT T vARITH LT, HEARBITOR
EEFEICIHIL, 7/ A7 O 72 RITkT HEBMESHREES L7z (O — R [95%CI]
0.343 [0.194, 0.606] . grouped survival data ® 27 Z 7 i€ : p=0.0001) ,

eSO A T GTREETIIBRFHRAETTOEE) REERD Kaplan-Meier Bfx

(%)

12 | e 72T TEE (n=472)
=== FS5REE (n=480) 10.3
10 | L
= 8 1 HBRURIBD R
?é O . 66%
% 6 ' p=0.0001*
4 :
% :
4 ymmmmmmmmaaaa 36 |
2 A i '—I_
0 . . r
0 6 12 18 24 (R)
%58
No. at Risk
FIATTH 467 467 440 428 409
TS5tREE 478 478 445 420 397

* grouped survival dataD 05 S IR TE



V. IBRICB 55HA

QFRMILEH

Kaplan-Meier #E(2 X % 24 » A B OFHHMEARE T O R AEL[95%CINIE, 7/ A~ THE 2.2%
[1.2,4.1] . 7T7BAREEL86% [6.3,11.6] THVH, 7/ A~ L7 7 vRITK LT, FHMEAE
ProBEEFBIZHHI L7 OO — R [95%CI] :0.260 [0.129, 0.521] | grouped survival data

DwrZ 7 BE  p<0.0001) .

R R BT A ED Kaplan-Meier B R

(%)
10 1 — F /22T (n=472)
smms TSEAREE (n=480) 8.6
8 E
2 6 - P[RR E
7= ! 74%
? p<0.0001*
E 4 :
CEEEEEEEREEE ) 22
2 r‘
0 . .
0 6 12 18 24 (R)
B 5 4R
No. at Risk
FIRATTH 467 467 443 431 414
TS5tRE 478 478 449 426 404

* grouped survival data® 0% S IR E

Q2 AL L DIRBIEDHEET FREABHTIBRFHREETTOEE)

B 24 5 Atk £ TOMETEMEOHER T T CIRMEARE T SUIBEFHEMRE T OME) % 2 MR ET
BAELUIWREDEIRIL, T/ AT 0.4%., 7T BRBE25%THY ., T/ A7 1X T 7B RIC
st LT, 2 HERLL Lo Magatt OMERE ST DR A 2 F B Lz (U 27 H[95%CI] :0.171[0.038,

0.758] . Fisher’s exact test, p=0.0124) .



V. IBEICBET 5 A

2 AL LDMBEOHEET GTRMEATITXIIBRFEHEBTOEE) OXERDHY

(%)

4 ETF/ARTH (n=472)
CO75tRE  (n=480)
AR RO
83%
5 p=0.0124*
[
25
e
' 27
1 —
0.4
ol [ 1 1 [
>0—6 >0—12 >0—18 >0—24 e:)
BS54

* Fisher’ s exact test

@BFMBREICLDELIFMAEET (B8, XEBE. BEF (BEEHZKRL)  HE - WE. £HE
ZBR<) | AIBE]
Kaplan-Meier #£E12 & % 24 » A B OBHEIEC X 2 E 2R IEMHEMRE T 0 BAERAEE [95%CI] 1%,
T ) A THE1.6% [0.8,3.4] . 7T EAREEST% [2.8,6.0] TH-o7= (NP— Rk [95%CI]
0.434 [0.178,1.055] . v 7 7 7 RRIE : p=0.0577) .

BHBREICK S ELIEHARBEITRLEED Kaplan-Meier B fR

(%)
4 | — FIRTTE (n=472) 37
c=== JS5UREE (n=480) SEEEE
3 - R RS E
i 57%
2 - p=0.0577*
&
F 2 A
£
= _
1 -
0 T T T T
0 6 12 18 24 (B)
%5 2R
8 ; * OS5 SU9RE



V. IBRICB 55HA

i) BEEOANA—R A4 U0 bDEILE
%524wﬂ%:*wéﬂ%(Mim UEACES, RBRE S, & O RO 1/8 D585
@N~X?4VWE®%M$m7?t$HCﬁbfﬁ,ﬁﬁmﬂwb%ht®<OWMtfm)
F ) A TR B BEA NS S, 7/ A~ 7RETIE. 7T B REEC K L CERE (L1-L4) |
RIEE N, M OKBE SR OB I3 G- 3 0 H ik, ByEimiiim 1/3 B E IS 6 » Atk (0
T B IR 5% ORI ERAERR) 2D 2 TOR R CHERBEMARD btz (p<0.0001,

t BE)
BEEOR—XZA4 UMb DELE
(%) REHE (L1-L4) (%) KEEF AL ER
18 7 14
16 1 O—OF /AT TE (n=472) O—OF /AR TE (n=472)
A--ATSERE  (n=480) 121 a--aT5tHRE  (n=480)
141 FgfExsp 10 F19fE+SD
f T
A A
7 7
1 1
~ ~
h H
5 5
) )
1t it
-6 T T T T T -6 T T T T T T
BL 3 6 12 18 24 (RB) BL 3 6 12 18 24 (B)
5 B 5
(%) KEEERER (%) EERMIR/3
14 A 8 -
O—OF/ATTE (n=472) O—OF /AT TE# (n=472)
127 A--AFS5tHREE  (n=480) . a--ATSHERE  (n=480)
0] FExsD F9iE£SD
~ ~
Lo .
7 6 4.00 2 2_4520.893
TL w4449, T 27 ﬂ
4 T T " )*/c A " " * *
8 ) * )*/I/ ;73) 0 {—Om— o, —
% - I | AT RN ‘
& 07 N Y kb . LT T =2 | 182"
9 I -1.1 +3.850
+4317
_4 1
_4 -
-6 T T T T T T -6 T T T T T
BL 3 6 12 18 24 (R) BL 6 12 18 24 (B)
B EHAME =5 HmE

* p<0.0001, vs T5tRE (HRTE)
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i) BR#E~—h— (% CTX-1. BAP) DR—R S 4 UhbDELE
BRI ~—H—Th 5MiE CTX-1., M OB~ —F—Tdhs BAP 1T, #EHIERSTHLT
A THE 1 5 A2 E0RTORRTT ) A THIT T T B RBICH L TEBICIE T L. (K0
J5Cp<0.0001, Wilcoxon DNEALFIRRE)
Beh 24 » ARRICBIT 5 M7E CTX-1 OX—RAT A b O LEROFRAE (Ql, Q3) X, 7/ A
~ 7 HET-63% (-76%. —45%) . 77 BREET-13% (-35%. 12%) Thotz, iz, &5 24
B ABIZEBIT D BAP OR—Z2 74 U NEOELROFRAE (QL, Q3) X, T/ A~ T EHT-53%
(-=61%, —42%) . 77 ERET-13% (-26%. 3%) TH-oT-,

BREAT—D—DR—ZSA UHbDELE [FRIE (Q1. Q3) ]

m;ECTX-1
(%)
40 -
O—0 T /AT T8 (n=472)
20 A--a TS5URE  (n=480)
ol ek | T
LT
7 -
4 -20
v
Hn
5 —40
2
it -60 - *
) . }
_80 ]
-100 — , , . |
BL 1 3 6 12 24(8)
B 5 HAR
BAP
(%)
20 -
O=—0 F/JRTTE (n=472)
10 7 A--4 TS5ERE  (n=480)
. 0 T
T
Z  -10
I R N e S NP LLL
4 204 x\ | TTTTTmeepeees
~
H
5 -30
)
£ 40
f
® =90 7 J *
60 - ‘r
=70 1 T T T |
BL 1 3 6 12 24(8)
a5

* p<0.0001. vs TSR E (WilcoxonDELIFIHRTE)
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iv) ZE&MH
24 » AMOBEIERRBERIL., 7/ A< T8 20.4% (97475 B1)) . 77 AREE 16.8% (81/481 f3)
Tholz, EREWEHIZUTOLEEY TH S,

24 » AROEHERRRE

T ) AT RE 7R

(n=475) (n=481)

BIVEFH B (%) 97 (20.4) 81 (16.8)
BIVEFH o FE S - B

(WT N ORETHRELEN 1%L EORIER)

e I 7 (1.5) 6 (1.2)

yITIUEIN T AT 25— 6 (1.3) 2 (0.4)

a2 3 (0.6) 6 (1.2)

b) FMAAEEKFAER [BT:HMEER . FREEDOM iRE& (20030216) 1 <% : AEAT—4 >5

A &
A " BeGBEEN S 36 # A £ TOFBMAEIT. FEHERE I ORI I BT R AEIZHT DT 7 A
~ 7 O R A BREET 5,
BB e, mtR, Sh. Wk, EER. 7€ RAERS
THA
60—90 % O PR B HUIERIE B (ZctE) 7,808 il
st B | EHEUIRIEE I O W N I W ERAL OB HEE T A a7 H3-2.5 KT, Wiz e $-4.0
Ik
[ 2~ 7]
T A<7 60mg & 6 » Az 18], 36 » AR T&RS
. (75 &R REE)
BeGInE | sk 6 0 01 11, 36 % AR FiG
T RTOWHREIIPEHIGEE LT, A s (1g l) R4 3> D (40010 LPLLE) %%
HARA L7,
[EEFHLEE ]
© FrEMEAE ST O T4 F
FHEEE | [EIKEHmEE ]
« JEMEAE T3 AE £ COWIR
© KERETALERE P34 £ COHAM%
HERTHA
EAE AT 5 1AM : 361 A
FOE3 1 T/ AT EE 390245
FRfE% F/ART 60mg 61 AI1Z1E R TFRES
BHEEEEs m A
7,80845 1 TS5t EE 3,90645]
TS5t 61 BICIRR TRE

TRTOEERE AL L1l ) RUPESSD(400IULL L) Z#EHRA




V.

BRI BId DI A

B2EES
7 ) A< THRE 75 AR EE
(n=3,902) (n=3,906)
i
EEME (%) 72.3%5.2 72.3+5.2
T —7Rln (%)
<70 % 1,030 (26.4) 1,028 (26.3)
70—74 1% 1,637 (42.0) 1,642 (42.0)
=75 1% 1,235 (31.7) 1,236 (31.6)
BMI (kg/m?2) 26.0+4.1 26.04.2
Hikn (%) *
PERR 1,761 (44.8) 1,773 (45.1)
TR 1,374 (34.9) 1,355 (34.4)
STFUT A A 472 (12.0) 462 (11.7)
T AV D 282 (7.2) 297 (7.5)
F—=A+F VT XF=2—V—F K 44 (1.1) 48 (1.2)
TZa7
P HE -2.82%0.70 -92.84+0.69
KIRE AL -1.89£0.81 -1.91+0.81
KRB S -2.15+0.72 —2.17+0.71
HEAE S0 (%)
HY 929 (23.8) 915 (23.4)
L 2,864 (73.4) 2,854 (73.1)
SRR REX X T — 2 72 L 109 (2.8) 137 (3.5)
My 25(0H)D (ng/mL) 23.1+11.7 922.9+11.3

SEHfE = SD

IS OV TR, RBRISHAAAN DN & TOPRE 2 /M RIER - 7/ A~ 713,933 B, 77 & ARt 3,935

s R
i) BITRLER

T A TIIHHMERE T, FEHEAE T, R OKRE TN EI T OFEY 27 %7 T RT3 LT
AEIET 72, &5 36 » HZOFHMAL SO U 27K TIX68% (U 27k [95%CI] :0.32
[0.26, 0.41] , BV AT ¢ v 7 [EIFET /L, p<0.001) THotz, &5 36 » HEOIEHEMRE O
U ZAZETIE 20% (ONY— K [95%CI] : 0.80 [0.67,0.95] . Cox teffj N4 — K=E5 /1, p=0.01)

Thote, 5 36 1 HEOKFIEMEES O U A 7K T 40% (A~ — Rkt [95%CI]

[0.37,0.97] . Cox lfilN#F— RETF /L, p=0.04) ThH-o7T,

: 0.60



V. {BEICE95THAE

HBRMA BT REROHRS

(%)
8 A 1
YRO COF/xa~<7#
71 032 C175tHe
p<0.001 !
61 !
2 97 ; YR YR
- L 0.22 0.35
e : VAL p<0.001 p<0.001
= ' 0.39
3 A 1
: p<0.001
2 ] e
' s
0 E |
0-36 0-12 >12-24 >24-36 (A)
B EHR
JEMR BT R AR D Kaplan-Meier B &
(%)
9
8 - Le-m To0AE
7 4 -*"'
i T/RATTE#
2 6 R
i i e
% 5 et
HE 4 4 o-"'
£ 4] /,-
2 | P
1] e
0 : ; ; : : :
0 6 12 18 24 30 36 (A)
‘5
No. at Risk
TS5tRE 3,906 3,750 3578 3,410 3,264 3,121 3,009
FIATTE 3,902 3,759 3594 3,453 3,337 3,228 3,130
KIE BRI ERF T FAEZE D Kaplan-Meier Bh#R
(%)
14
1.2 - = T5tARE
m
1.0 e
*ﬁ 0.8 ----l-
% o - FIRITH
04 o
024 ===t -
. L
0.0 . . . ; ; ;
0 6 12 18 24 30 36 (A)
B 55
No. at Risk
TSR 3906 3,799 3,672 3538 3,430 3,311 3,221
TIATTE 3902 3,796 3,676 3,566 3477 3,397 3,311



V. IBEICBET 5 A

<B5% . FRAY T >0

T AR5 EOE Y A7 BB N TS REEE LA E I OREY 27 %7788 & g
LTHRICKR TS, 536 » HEDO U Z7KT [95%CI] 1% 62% [22%, 82%] (Cox Hufi
NP —REF/L, p=0.007) Th-o7T-,

FnH OKRREE TR B ORER

(%)
45 - :
40 - FREEDOM | F WY TR 5 /R<T8#
' AEBRE ! C_175whe
351 629% * .FREEDO;{IEKE%%W
| 22%, 829% T /AT T E# (n=3,902)
37(35 807 : [ p:t(’)_gm *) TSR E (n=3,906)
3 251 : OEWAIY T L—T
?) 40%* : BURY (158 LLE)
i 20 4 [3%, 63%] ! 6% * T/ AT (n=1,235)
=0.04 [ S5+t7REE (n=
i_{g 15 4 p : [—85%, 53%] 7°7+_"|'§¥(n ],236)
! p=0.85 ERY (15mERE)
10 - ! T/ AT E (n=2,667)
05 - | F5tRE (n=2,670)
0 l . .
=Ry EVRY
' ' * Hxt) RO AR
p=0.07 [95%CI]

T/ATTE vs T5tRE - CoxtbflINF—FETIL, BURY vs BURY : AR Ty o EIRSH

i) B2
36 » ABORIERRERIL. T /) A~ 7 Hf 468/3,886 41 (12.0%) . 7 7 & REE 419/3,876 1 (10.8%)
ThoT,
5) Cummings SR, et al. : N Engl J Med 2009;361(8):756-765
6) Boonen S, et al. : J Clin Endocrinol Metab 2011; 96(6):1727-1736



V. IBRICB 55HA

3) REMHER

FMAEERIKEAER : FREEDOM ZEREER (20060289) [HMEIHE] <5F : AEAT—4>7

A&
q - FREEDOM #B& (RiTEZM) 258 T LEBEEZNRE LT, T/ AT HEORMEEER OGS
i 2 AN
W B | B, EERIEFE. Zhigk. FEER. HoRE, EREGHER
THA 2| (2012 4 2 A BERBHEG . 2 F1% F To P BRI R
3EMOT T v R&BREB (FREEDOM #5k) Z 5T L7-#BrE 4,550
T [FREEDOM #=ERDx4] 60—90 ik D MRS B HERERE (L) 7,808
o JEHESUIRIRE EALE O W AL AL OB HEE T A 27 H3-2.5 K T, MiEir & H-4.0
Pl E
FTRTCOWREICT ) A~7 60mg % 6 » HIZ 1[0, &5 L~
5 (FREEDOM #RBECT /) A~ 7 & E I T\ . RE#& 58, FREEDOM REC7 7%
RERG SN TS - FREER) 2B, TXTCOWBREIIMRABRE LT, vy s (g
UE) RO’ 2D (40010 LA b)) =M HIRF L=,
[ FEEEHmIE A ]
PUTFOERB 02423 T 5,
- HERSORHR
c BERAEEZORILE
FEAfIE B - R E oL
ST A THUROREBLR
[ Bk EEAmIE H ]
< EHE, KBBEUALES, KO E AL 1/3 OB HEEOREM, WRCARBRDOR—2 T 1 inb
DAL B R O R
HEETH4A
| ALEIT %5 AR5 : 34F (FREEDOME#ER) RS 715 (R RAER)
FOE & T/ AT B 3,902451 REAIR 5B 2,343451
FRE % 1 F)2<7 60mg 6n AIC1E R TFRE 7237 60mg 60 BIZ1E K Fit5
BHEESS m X
7,808431 1 TSR EE 3,90645 W58 2,2074
TS5t 60 AIC1E R TS T/AYT 60mg 61 AIC1E R TRE
| $RTOWRE HILL L (1eBlE) RUEHIUD 400ULLE) %45 B IR >
i) BEEOR—RSA4 U LNEILE
5 ) A< 7% FREEDOM #B, EERBWOTINONR—=Z2T 4 b b A BITHERE K OKRRE AL
EEEE A IS (p<0.05, EAIEICE SV IELAEET V) |



V. {BEICE9 5 IEE

BEE

DR—RZ4 UvbDEIEER [FiPfE (95% CI) ]

i) e

b= e ]
(%) L FREEDOMEER ) EREER ) (o | FREEDOMaER | HR#HER )
161 — /2378 10| — F/RTTH
14] 2mmm TIERE be cmee TSEAKE
Q /B/ N8 be
| b
3 /O/O
bc ,7(6-
>
e 72,\4— bc
&
o
T T -2 T T T T T
4 5() 0 05 1 2 3 4 5 (%)
HERHAR SHERHAR

ap<0.05, vs FREEDOMEREE D R—R 51>
®p<0.05, vs FREEDOMEREREERFABDR—RS 1

°p<0.05, vs 44F

WFhbRAEEICEIRYBRLAEETIL

BIEHAR BRI, RYIBGRE 4.8% (112/2,343 f5l) . Fi#& 58 5.3% (116/2,206 ) TH -7,
70, AEFROFBHERII. UTOLEY Thot-,

4)

AEEROERRE
77 e REE ) A~ THE
Fm%?giﬁ% Fm%?gﬁﬁ% Eﬁﬁiﬁ ﬁﬁ%iﬁ
o | et | maw | e
Rate (n) Rate (n)
HFEHEL 156.1 (3,614) 154.3 (3,598) 113.2 (1,955) 111.4 (1,826)
JRYE 30.7 (2,113) 29.3 (2,052) 25.1 (875) 27.4 (886)
SR 1.6 (167) 1.8 (187) 2.0 (87) 1.6 (68)
B 5 0.6 (67) 1.1 (119) 1.1 (47) 0.9 (39)
BA vy AE <0.1 (3) 0.0 (0) <0.1 (1) 0.1 (5)
[/ <0.1 (3) <0.1 (7) <0.1 (1) <0.1 (1)
EEREEHER 10.4 (974) 10.6 (1,002) 10.8 (442) 11.1 (428)
JEYE 1.3 (134) 1.5 (160) 1.2 (55) 1.5 (63)
W BLA ST MM <0.1 (1) 0.1 (12) <0.1 (3) <0.1 (1)
BOEME A E S 0.8 (90) 0.6 (70) 0.6 (26) 0.8 (32)

N=IGBREE A D7 &b 1 ARG ENT-HBER n=AEFLE R LI-BER
Rate=#:fi] 100 AM 720 OFEGLH= (FEFLOBE/ SEFITB T 2BEHHOEEH) X100

FREEDOM 5% : iR 3 4EM 045t IEEFE . FREEDOM BR#& T # 2 (Ef O R

7) Papapoulos S, et al. : J Bone Miner Res 2012;27(3):694-701

B - HENHR
AR L



V. {BEICE95THAE

(6):4 ML
1) ERRMAE - HEEARAEE (HAHE) - RERERERRR (TREBRHR)
LR L

2) RRFHELTEEFEONBTXITER L -HBROME
L7



VI, HhHEIC R D H

| EEE(ICRHI HIEE

1. REZHICEAESH HILEMRITILEYE
EARARF— MUAI (V2 Pt MU oKk, 7L R @@l U v s 2/ Fu UK |

SERM (BR=R bu o ZFREY 2 Lb——) | =2 a0 ERE S <2 Ds 9%

2. FEEER

(1)4E SR - FE PRI
T ) A TR O mWERIMETE b RANKL (AT 58 MY IgG2 ©/ 7 u—FAHIKTH S,

RANKL {355 A8 8 % WE AR & U CHEAE L BRI & 71 5 BB il & 02 O TBRMIB O R I 258315
ZRETHS RANK D& L CHEEMIBOTER, BIER OVEFZ T 2 WHOEAE CHD 9, 7/ A~
71X RANK/RANKL % % % L. BB IO Z IH T % 2 £ 10 & 0 BRI 23T % 9, ZOf%,
BOEUH RO OB AN S &, BRELZ MRS TS L B2 b g 1011,

7£) RANK : receptor activator for nuclear factor- « B

BHBEDRIE * H =X L

RANK

+
(procosmen)y & L8 o
LT ,. f B RIER RS

th ‘-

B

e

TR BRI LD E RIS RIS K TR LD | MR TG T DR TV D, B HLERIE T,
BIMIEIC & 5 RANKL OFBABEML T\ D,

+ RANKL [JBEREER & 2 VT AR & UCIEE L, BN & &) 2 e K OS2 O RTBE AL ORI HE BT 5%
£ TH 5 RANK Z 41 L CRUEMIBBOTERL. BERER OVEFZIREI§ 2 B RIUCKAD AT 4 =— 2 —Tbh 5 9,

+ RANKL ORBSHINT 5 Z LIk, BeEMiaoiEnk, e, Efﬁw‘uﬁb\ BRI MEE SN D, BRIOME

T E R OVERE LR T S8, ZOMR, B 227 BT 5,



VI, BRI R 2 H

T/ AXTDIEREE

- 7/ A 7L RANKL #1289 L5 M IgG2 €/ 7 v —F AHUAT, & b RANKL (2@ WWFRRME L BTG 2 9,
- 7/ A< 71X RANKL [ZFFRINCHE AT 5 Z £ 12K Y RANKL @ RANK ~OfE& ZHHE L, i EMlao -k z i35,

Z ORGSR RIS Sdv, BOE R OMERGE O F RSN U OB SRS 5 L BB D 12,

(2)E TR HHERAE

1)

2)

RANKL (2%t 2 HEMEES (in vitro) 9

FEfHftbE b RANKL (Zxt5 57/ A~ 7 OfEG & alErt e b RANKL &K OVA[EPE TNF 9-« . TNF- 8,
TRAIL (TNF B#ET R F— 2 AFFE Y 5 R) | T CDA0L AL 2 /- 750 % 55 HORESE fo e W 45 1
(ELISA) Ik > TEMii L7z, F72. F ¥ A =— 2L 2 & —FREANa CHO (ZF3H S8 7= 5 &7
t b RANKL 233257 / A~ 7 OftE & alEtE e b RANKL &K OV TNF-o . TNF- 3, TRAIL,
1% CD40L AHEZ /RITNE 7 a— A A MVICL > THMiL7Z, 7/ A~7 Dt s RANKL IZ2%4 %
G BFIPEI TR BRIMNEIZ K o THIE Lz,

ZOFER, BAH) ELISA &2 WA BRICB T, 7/ A~ 7Ot t » RANKL (25T 554
X AAEMEE b RANKL (I X o TREKRFICIHE S L7223, RANKL P4 INF 7 7 2V —43 17 Th 5
AYAME TNF-« . TNF- 8, TRAIL, X% CD40L IZ Lk » TIIHEES AW EAVRENT, 7 —H A b
A MU ERAWEFAEGRBRICBN T, 7/ A7 OGS e b RANKL ISR 2561t e k
RANKL (2 X o TIRERFMICIE S 2y, Al TNF-« . TNF-8 ., TRAIL, X% CD40L (2 X - T
IR E SN Z2WT ER &N, T/ A7 Ot h RANKL IZXT 285G Bt Z <7 & 2 A, ko fiE
HEE#rER (Ko 12 3X1012M Th-7-, b F RANKL THI L7366 B0~ 7 2 B Ela s 3% %10k
WC, T A IR MR A A 0] L7z (ICso ffilE 1X1014M)

1) TNF : [EEESER 7

FRUNE (YL) @

N=IAPMIT ) A TR HEIR TREGT 5L, BRN~——ThoRFIMaT7—F V8GN - 7
o _XTFRPE T L, 72, A 1RIOKER FRGICLY, 58T, kP IR —7 U445 N -
T a7 F RO T AR L7,



VI, HhHEIC R D H

3) BEEICHTHEE (VX HI)
T ) AT BEGT 5% A T8 RANKL 2 3Bl SH- @z~ A (8 s RANKL / v 27 A >~
R) T ) A~T % 10mg/kg O FAETHE 18], 3#EMMER F#E5T5 L, BRIN~—I—Th 5 MiEH
TRAPSb IENAEIIK T L, BHENSEM L 10, /o, PR =2 A P VICT ) A~ T % 25 X
1% 50mg/kg DHETH 118, 16 » AMKIER THET 2 & WHiE K OB E G OF % 5 & OVE iR EE A
ML, B8 BMEICIZIEDMHBRHRATRD Sz 10,

4) BITARICRIZITEE (YTOX) 1B
E F RANKL / v 7 A o~ U R ZRBEHASEMEG T2 LT ) A~ 7 % 10mg/kg OHETIHE 2 [F, 21 H
YT 42 AMER TR T2 L RGOV T U > ZIRRIE L2 S B I OB 38 I 3K T Lo 7=,

(Q)EFAHKIREFRA - FGAFR

BRI L

<35% . RREABERLMEICH T HERAERERM (55 20030164) >

T ) AT O 0.03~3.0mgkg & HFEIE TG LR, 1.0mgkg L EOHETIE, BR#~— I —

(UNTX/Cr } OMfLiE CTX-1) O T2 < &b 6 1 AR STz,



VIL_ g B 5 H

VI. RHBEICET SEE

1. MAREDHER - BIEE

(NAaELEMGLPRE

MR L
(2) B = M0 R B B B

MR L

<BEF . HNBEAT—2>

Bl 1~4 % (120mg, H[EIF F#&5)
QEERFABRTHER SN -OFRE

1) BEES 2

TEEE 72 A AR NBAREES & MEIC AR 0.03, 0.1, 0.3, 1.0 %08 3.0mglkg Z BRI FTH4H L7z & & OIRMBEFEE S
T A—=BERIRT, T A~T1E0.03~3.0mg/kg O FH E#PH CIREOEYTRELZ R L7228, 1.0 LY
3.0mg/kg Tl Cmax X N AUC 1ZIEIE S HpE] L THIIN L 7=, A 1.0mg/kg % BRI FHRE LZ& X0
MiEHT ) A~ TRERRB Z LTI, 5K GBI TOMERT ) A~ TREHB 25 L L CRRT

Do

il T/ XY T OENHE/ T A— 4

e b Crmax Trmax® AUCo- CL/F

(mg/kg) n (ng/mL) (B) (ug - F/mL) (mL/F /kg)
0.03 6 99.6 = 258 7.00 (7~10) 206+ 053 | 153 =+ 4.2
0.1 6 492 + 166 12.0 (7~21) 152 + 6.7 8.31 + 4.97
0.3 6 1,910 + 658 14.0 (7~21) 84.3 + 20.1 3.72 + 0.89
1.0 6 8,690 =+ 2,170 14.0 (10~21) 481 *+ 131 2.20 = 0.56
3.0 6 | 27,400 + 7,880 14.0 (14~42) 1,790 =+ 650 1.85 + 0.58

a) FUfE (e IME~ R ME) CL/F: ANTDr VT I mean+SD

BEGEARANRBRREZMEICEE 1.0ngke ZEERTREL-LEDMBP T/ AT TREHS

(ng/mL)

10,000

8,000

6,000 —

4,000

R\, <) N N\ LB B

2,000

—e— 1.0mg/kg(n=6)
(mean=*SD)

5% GE)

24 28 32 36




VIL_ Y @hie 2 B9 5 IH H

P E ANRNDAASIR S F 1=

(ng/mL)
100,000

(%) 7T/ AR THERTHREKOERSEH MFRREHR

OO T /A< 0.03mg/kg (n=6)
O ==0F/A3T70.1mg/kg (n=6)
Le=m AT 2T T 03mg/kg (n=6)
== T /AT T 1.0mg/kg (n=6)

10,000 O T ) AT 30mg/kg  (n=6)

1,000 &

100 4%

...................................................

01 LOQ = 0.8ng/mL

0.01 ! L e e
0 4 8 12 16 20 24 28 32 36
B 5% (&)

mean—+SD

LOQ: EE TR

1) AANOARS - - AT, 60mg % 6 » HIZ 1RIE THRETHD,

2) RERSE

H AN PRS2 2o OB RUERIE 88 157 Il AH] 14mg, 60mg, KT 100mg % 6 % HIZ 1 [a],

HomEET

BHLEEE, WThOHRIZBONTHIETT /) 2~ 7 BEICRBEITRD S, BRI OFEHHEIT
0.961~1.14 Th o7z, FEWBREAORMFHIIAEF G- & 2 BB LG TRR > TWen, WTho M
BT HAERE S & 2 BEIH SO Cnax XN AUCo-tau D FEMED 1L 28% K TH Y, 7/ A~ T DI
Wy RE DS SUT AR G IC K > TEE LR W Z L 2URE T 9,

(ng/mL)
10,000 O—O 14mg (n=5348)*
E B— 60mg (n=54,51)*
A—A 100mg (n=49,45) *
1 mean=+SD
1,000 4
1 E
b=}
i ]
7
2 100 -
? ]
7 1
}E |
= 104
1 T T T T T T T
0 2 4 6 8 10 12 14 (R)

BARAANRERSFHOMEPREHERS
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EMEEE/INS A —A

=5 " Tmax Cmax AUCO-tau B
A& B (H) (ug/mL) (H * ug/mL) AL
L4m 1 (n=52) 30 (24—35) 1.24 (0.37) 45.62 (18.4) 1.14D

g 2 (n=48) 30 (20—47) 1.35 (0.72) 57.9Y (37.1) (1.05)
60m 1 (n=54) 30 (24—41) 5.72 (1.53) 317 (120) 0.9619

g 2 (n=51) 34 (16—44) 5.78 (1.77) 3109 (125) (0.224)
100m 1 (n=48) 30 (23—36) 9.54 (1.98) 5499 (162) 0.987 ©

g 2 (n=44) 34 (21—42) 9.71 (2.46) 548 (207) (0.199)

Tumax (X HRAE G/ IME—KKE) . @ n=46, P n=25, 9 n=49, ¥ n=47, ¢ n=43 mean+SD

) AFOARSN-MiE - AEIZ. 60mg % 6 » I 1EE TH&RETH D,

3) BHREEERSE
RMER R L
<BEZ HNEAT—E2>1
XEREIE B8 12 1] M OB RERE S FR 43 1) (RJE DB MER R R 13 I, 25 D@ PER R R 13
B, EEOERBPERREEE 9B, BT OLER KB ARREE 84) ITAK] 60mg & HiRIE T L7z &
&, MIEFT ) A7 O Cmax L AUC (2, BHEREEET ORREIC K D2 50 R ERITRO o T,

HEKR THREROMERRE#ER

(ng/mL)
100,000 O--0 B#MEESS (n=12)
OO BEOEBEHBRERS (n=13)
O=0O hEENEHEBERESRSE (n=13)
O—0 EENEMHBEREE (n=9)
10,000 —0 FIOUELFRHBFLES (n=8)
1,000 1 ¥

100

A i AL <) N LB 3 B

0.1 T T T T T T T T T T T

0 28 56 84 112
B %M 8
mean=*=SD

1) Cockeroft-Gault DHHAXTHE LIz LT F = 7 VT T A (Cer) 1%, BHEREIER®E  Cer>80mL/min.
X DB MERR AT © Cer=50—80mL/min. HZE DEMHBHEEEFE  Cer=30—49mL/min. FEOEMERE
HBEF : Cer<30mL/min TH 5,



VIL_ Y @hie 2 B9 5 IH H

HEETHRERORYEBE NS A —4

B B
AL T 2 REED FRLEFE D HED BT OMEIR
'E‘(n:; By | BEERRBBA |BMEEREEH | RMEEREEN | RNR 2B
(n=13") (n=13") (n=9") (n=8")
AUCo-16weeks
217 + 76 266 = 143 322 + 154 295 = 120 208 = 107
(ug- H/mL)
Crmax 5,160 += 1,770 | 6,200 = 2,880 | 7,040 = 3,060 | 6,020 = 2,320 | 5,370 * 2,590
(ng/mL)
Trnax 10 10 10 10 10
(H) (3~14) (2~28) (3~28) (7~14) (5~21)
a) PO (/M ~ e KAE) mean +SD

1) AUCo-16weeks D FIELITBHEAEIE & n=9, BEOEBMEREEH n=11, DEHEEOBIEFLKELE n=13,
HEORVEEREEE n=9, BT OLERRKYE A REE n=8

(4) P E
MR L

GV BE -HAXDEE
MR L
KA DI AN 2 7 2 KRR & LT, 245 4 (CYP3A4 HE) & OIMBEhRE LA E/EHR
B (Tit. %) BESNLTWD, AFOEYBRE LR AERICET 2HRILR O TND R, 7/ A
~ 713 RANKL 2R RINICHE ST 2E / 7 v —F AHURTH U | JIHIROREHEERE [F 7 v — 4 P450 (CYP)
S ICE VR LW 0D, KYEREENMAIERN R X 2RIV E B2 bvd, ek, ARANTK
THEENDI2D, BFEOREELZ TG 2 EARRBULER L Tz,
<BE HNEAT—E (SEYSLEOEMBEZNHEEERRER) >
A% OB HURIE AR 18 Bl 4 7 A 2mg % 1 H ALY 16 A BICHER N5 L, A% 60mg % 2
HEICHEIR TG Lz & & READFHELRE (16 HH) O %7 50 AUCot, AUCo-int & U Crmax 1 HLR
BehEE (1 BE) OFNRZN1.02 4%, 1.02ELN1.04FTHY ., 24V T LAOEYBREITAFIDH R 512 X
DR Z TR0 T,

G)BEH (RExL—23ay) @FICKYHBALEZEMARRNEEESHER
WRELT ) A~ 7 OEWEREIC R b RS WEEL RIFTHERL LTRES N, LML, T/ A~¥7 60mg
DFHAZ L - THEFEEAL D RANKL O_—Z 5 A U H b DR FIZEWREEFFA CRREICR S L B2 bk,
T AT OB T A — 2 [ TFH, MR ROANFEIC L 0 B AR Z T o T,

2. EYRERP/NTA—4

(MAVNR—FrAFETIL
ARF % BT SATFNRN B G- 1% DR EE — PR 2 i b L <Rl T 2 EWEREE 7 LIE, SIBERARM =2 v/ —
AV b ADhA, BB R OFERIEOWATT 2E0, WIS 1 KW EED 2 23— R AV RET L TH
STz, ORI, BEFIREEITE LT target-mediated drug disposition £ /L2 X - TRtk &7,

(2) TR YR E FEE 7E £
TREEZ2 AR KB 5 B ST BHLRRIE O PR % M S OV AU BB TR & B TG LT & & o WIDGHE 2 50 %
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FAFRBICREEIICIR D AT Z LIchkT 2 EE2 61D,

MEH =2 A4 FILIZ PI-T/ RTTE Ingkg ODFEECHEIR RS L-BoEEDEE

@ @ T/ AYTHEEE (ng eq./g)
12 B&F 120 B5fE 672 B[R 1,344 B5E
fallkey 505 (0.07) 577 (0.09) 60.2 (0.14) 1.6
B 403 (0.08) 678 (0.13) 90.1 (0.21) 0.0
i 3830 (0.59) 3510 (0.60) 229 (0.54) 2.1
B (KEEE) 173 (0.03) 92.9 (0.02) 12.4 (0.03) 0.0
B (5 =M NS NS 32.9 (0.08) 0.0
B (5 = HaHE) 350 (0.05) 421 (0.07) 44.5(0.11) 0.0
BHE (ORIRE) 787 (0.12) 480 (0.09) 39.9 (0.09) 0.0
Jivé 67.0 (0.01) 46.9 (0.01) 3.5(0.01) 0.0
B 50 (FE) 176000 (29.4) 15200 (2.67) 222 (0.57) 52.1
G (2T 46800 (8.82) 5500 (1.04) 167 (0.44) 155
iR 119 (0.02) 136 (0.02) 29.8 (0.07) 0.0
NEN; 352 (0.06) 650 (0.11) 51.9 (0.13) 1.7
R 600 (0.09) 738 (0.13) 66.6 (0.16) 2.2
5 M 999 (0.16) 896 (0.15) 69.0 (0.17) 3.1
NI 188 (0.03) 379 (0.07) 49.3 (0.12) 0.0
JrF Rt 928 (0.14) 930 (0.16) 68.1 (0.17) 2.2
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600mg D H /L7 LK 400IU ORKH e Z 2 o D BMlifE S iz,
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fEK) M)

(6) AA & FRRIEWIINHIER 2 A 5 AR AR R — FREH 2 BEHEL S BREICB VLT,
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VB4 2 D ORFITNA T, BARIIX, DL T A0 MRS 20T 57228, WY R NLE %2 E
RNIIATH 2 &,

2) SAEIRIE - HEEHRX (0.1%) : FHEEL - WHEMRPHLO DN ZENHLDT, BEL+IIC
TV, BENRED DNGEIT RS 2R IET 570 L, WURLEZITY Z L,

3) PHFI745FY— BHERWD) :7F 747X —RboLbNEZENHDLDT, BIEE 5T,
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L MIE 2 B, LT B 5 B Thhotn, EEARKS YT AMUEORIERIZED &
Nighnoiz, (k. ETOEREFICHH LT, Zv s 600mg UL EROKRKRTE % 22 D 400IU LL
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| 4 | K
2 tt 4 | Amgen Inc.
Bk 52 4 | PROLIA- (denosumab) Injection, for Subcutaneous Use

Single-use prefilled Syringe (60mg/1mL)
Single-use vial (60mg/1mL)

¥ 5§t 4F | 2010 £
ZheE - #hi | 1 INDICATIONS AND USAGE
1.1 Treatment of Postmenopausal Women with Osteoporosis at High Risk for Fracture

Prolia is indicated for the treatment of postmenopausal women with osteoporosis at high risk
for fracture, defined as a history of osteoporotic fracture, or multiple risk factors for fracture; or
patients who have failed or are intolerant to other available osteoporosis therapy. In
postmenopausal women with osteoporosis, Prolia reduces the incidence of vertebral,
nonvertebral, and hip fractures /see Clinical Studies (14.1) 7 .

1.2 Treatment to Increase Bone Mass in Men with Osteoporosis
Prolia is indicated for treatment to increase bone mass in men with osteoporosis at high risk
for fracture, defined as a history of osteoporotic fracture, or multiple risk factors for fracture; or
patients who have failed or are intolerant to other available osteoporosis therapy /see Clinical
Studies (14.2) J .

1.3 Treatment of Bone Loss in Men Receiving Androgen Deprivation Therapy for Prostate Cancer
Prolia is indicated as a treatment to increase bone mass in men at high risk for fracture
receiving androgen deprivation therapy for nonmetastatic prostate cancer. In these patients

Prolia also reduced the incidence of vertebral fractures /see Clinical Studies (14.3) J .

1.4 Treament of Bone Loss in Women Receiving Adjuvant Aromatase Inhibitor Therapy for Breast
Cancer
Prolia is indicated as a treatment to increase bone mass in women at high risk for fracture

receiving adjuvant aromatase inhibitor therapy for breast cancer /see Clinical Studies (14.4) /.
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2.1 Recommended Dosage
Prolia should be administered by a healthcare professional.
The recommended dose of Prolia is 60mg administered as a single subcutaneous injection once
every 6 months. Administer Prolia via subcutaneous injection in the upper arm, the upper
thigh, or the abdomen. All patients should receive calcium 1000mg daily and at least 400 IU
vitamin D daily /see Warnings and Precautions (5.2) ] .
If a dose of Prolia is missed, administer the injection as soon as the patient is available.

Thereafter, schedule injections every 6 months from the date of the last injection.

7E) 20124 9 AdkiTd TPROLIA] DA CE (full prescribing information) (233 & 1Epk L7z,

B : LFD &R0 TH D,

£ | BRIN

2 ft 4 | Amgen Inc.

R 58 4 | Prolia 60mg solution for injection in a pre-filled syringe

& 2 | 20114

ZhEE » 25 | Treatment of osteoporosis in postmenopausal women at increased risk of fractures. Prolia

significantly reduces the risk of vertebral, non vertebral and hip fractures.
Treatment of bone loss associated with hormone ablation in men with prostate cancer at increased
risk of fractures (see section 5.1). In men with prostate cancer receiving hormone ablation, Prolia

significantly reduces the risk of vertebral fractures.

H% - HE | 4.2 Posology and method of administration

Posology

The recommended dose of Prolia is 60mg administered as a single subcutaneous injection once
every 6 months into the thigh, abdomen or upper arm.

Patients must be adequately supplemented with calcium and vitamin D (see section 4.4).

Method of administration

Administration should be performed by an individual who has been adequately trained in injection

techniques. For subcutaneous use.

The instructions for use, handling and disposal are given in section 6.6.

1) 2012 4F 11 AekiET® [Prolia)] @ SUMMARY OF PRODUCT CHARACTERISTICS 125X ERk L7,
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FDA:Pregnancy Category | X

Studies in animals or humans have demonstrated fetal
(PROLIA: Amgen Inc. | abnormalities or if there is positive evidence of fetal risk
2012 49 A) based on adverse reaction reports from investigational or
marketing experience or both, and the risk of the use of

the drug in a pregnant woman clearly outweighs any

possible benefit
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H i RLHAE
*[EH o R A CE | 8.4 Pediatric Use

Prolia is not recommended in pediatric patients. The safety and effectiveness of Prolia in
pediatric patients have not been established.

Treatment with Prolia may impair bone growth in children with open growth plates and may
inhibit eruption of dentition.

In neonatal rats, inhibition of RANKL (the target of Prolia therapy) with a construct of
osteoprotegerin bound to Fc (OPG-Fc) at doses < 10mg/kg was associated with inhibition of
bone growth and tooth eruption. Adolescent primates treated with denosumab at doses 10
and 50 times (10 and 50mg/kg dose) higher than the recommended human dose of 60mg
administered every 6 months, based on body weight (mg/kg), had abnormal growth plates,
considered to be consistent with the pharmacological activity of denosumab.

Cynomolgus monkeys exposed in utero to denosumab exhibited bone abnormalities, an
absence of axillary, inguinal, mandibular, and mesenteric lymph nodes, reduced
hematopoiesis, tooth malalignment, and decreased neonatal growth. Some bone
abnormalities recovered once exposure was ceased following birth; however, axillary and

inguinal lymph nodes remained absent 6 months post-birth /see Use in Specific Populations
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BRI D> SPC 4.2 Posology and method of administration

(Prolia, 2012 4F | Posology
11 A7) Paediatric population
Prolia is not recommended in paediatric patients (age<18) as the safety and efficacy of Prolia
in these patients have not been established. Inhibition of RANK/RANK ligand (RANKL) in
animal studies has been coupled to inhibition of bone growth and lack of tooth eruption (see
section 5.3).
5.1 Pharmacodynamic properties

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies
with Prolia in all subsets of paediatric population in the treatment of menopausal and other
perimenopausal disorders, and in the treatment of bone loss associated with sex hormone
ablative therapy. See section 4.2 for information on paediatric use.

5.2 Pharmacokinetic properties

Paediatric populations

The pharmacokinetic profile in paediatric populations has not been assessed.
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