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FHEOBRKRRIR T, SUHBESIREL BrHEIQT
W3, [11.1.1, 14.3.1 BEE]
(EMERICL35HIVY Y LIE)
1.2 EHIO I LMEICLBBHAEREZBIET 5725, BikA
BAMICK 2 DBENDEEEBRE L OOt o eiRaES:
ToLETHRETSHZE, [11.1.2 BEE]

2. B2 (kOBEICEFBELEWVWIE)

1 AHIOBS XAIMBDO E AR AR A — FREHNK L, 8@
FEDMRED B 5 BH
2.2 MR L TV B etk B 5 k(9.5 BHE]

WENY ZRLREI F7z I FWEo HRAEEEER UL HE
7 NS (5%) &3y IR T4 % 100mL (2L
Bh545628.09.2.1, 14.2.3 2]

3. #ARE - MR
3.1 #H
e V'L R R RGEFHE 4mg/100mL /¥ v 7 [NK |

173y 7 100mL H

% VL Fa YERKAY  4.264mg
(VL Farvigl LT 40mg)
AL Y 7 4 890mg
ANl 7 T VBT B 2K 24.0mg
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IR B D
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4. FEERIIRNE
OBMEEICL2E5HIVY Y LIME
OZRMUBEBIEICL 2BRERVEREEGRICL2ERE

6. RERVHAE

(BHERICL 280V 7 AIE)
. BAIZIE 14 (VL Forie LC4dmg) % 15550 B
CRGHEHIRNA G5 50 2B, FHRGPLE RS E &, I
TG X B POG 2R T 7201245 < &b 1 B o5 bR
BT L,

(SRMBHEICL P BERERVEMETERICL 2BRE)
WE, WA 14 (VL FerBe LC4amg) % 15500 E»
VF T 3~4 IR T R RIRNECS- T B o

7. BERUHEBICEET 23S

(EMEEICL B2EHIVY 7 LIE)

7.0 BYE (MERHIE 7 v & 2l 12mg/dL Kii) O AN T 4
I B Tl HIC & 2 BRI RAT 5 CTRER DY A S
NV ERAOHGPUEE AR SN2 YA T52 L.

7.2 A Z TGS L84, MBS L AR 4mg % AR
BH5THT L,

HAN T 4mg M8 2 /- HE OS5 L O 3 [P L5 o ffiH
REBRDS 72\

(SRMBHEICL 2 BRELVERERGEICL 32 BRE)

7.3 BRERERE B T, AR SN 2 O T, BHEEOK
TS U THET S Lo MEICHzo TR, FRIRLEBE

JVLTFoVr BEREO 0 |RETEO 720 [FEBRORF O
V7T YA R E LA ARA N A2 A H R | (mg/
(mL/%) O (mL) PRECH 3L H |100mL)
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i 5%) O
(mL)
> 60 TR TR 4.0
50~60 12.0 12.0 3.5
40~49 18.0 18.0 3.3
30~39 25.0 25.0 3.0
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X B EWRERCFEIEREGERIC X 2EWREEZATHBEITHL
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IIRET LI L,
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8.7 KK & MBENG- T2 HE . HGHICEREREDD L BH T
W, M2 V7 F = S EEA S 1.0mg/dL DLk, B EEREDS
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(7.3 BK]

9.2.2 EELBEEDHIEE

REZBE L 2P OEEICRS T2 L, BREIELTSE
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TG 7 L7 F = )% 4.5mg/dL Pl ®BE TO 45 2
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bo EARAFRL— FREH O I A S IR F TOMM & Gk
P& OFEIZH S 2 TlE e v,

9.5 1113

TEIG IR L TV A WREED & 5 LI IZ S L nwZ &,
HAREIY (5 v b) ~NOVL FaYyBORTFH#RSIZX > T, #H
Zﬁ\ﬂﬁ%%~ﬁﬁ%@ﬂ@%@%tﬁﬁ%éhfwaomz
21 ]

9.6 ZILIF

HE L OA MR OB OA R Z B L. 2L ofkk ik
P2 s, HEOSIFT VB F P Y AIZBW
T, BWEER (5 b)) THAPABITTLZ LG shTn
Z;)O

9.7 I\R%E

FEN TN 205 E U2 RBRITER L T,

9.8 =&

WET A CHEEICRES TSI, —RICAEMBEREIMET LT
‘/)éo

10. #HE{EA
10.2 HAZEE BRAICEETS )

HH 4455 BRAIER - F5E L | B - ek

I = 5| RN | KT/ AP AT R (i Rk

VDI Z0 = B TS 52BEN1 5,

INVhh=v D5,

BrhNy r=v

T3 7)ay FRIEMRMICD 0 M A B/ 2 8 md
P VT AT Y| 5,

FUERA TV UVE | BBENDED S,

TFHLE T M3 7 v 2 28I H B % B R 9

TTEBENDEH 5|5,

11. BElIfER

ROBMERDH 5o b 2 EhdHbDT, B2 5w, ®
FORO O NEE IS 2 ik $ % 7% S 2 0LE % 179
Nl
1.1 EXLEIER
111 SHBES. BENER. 77> 0=—ERE

ZpEEkE s, MRS, 7 7 v 2 S —EERE (Y v E, R
H U A, RBHET ¥ F— 3 252 FRER & $ 5 T B
BEE) SOBEE (1%~10%Ki) XHObNdI Wb b,
[1.1. 8.2, 8.7. 9.2.2 BH]
11.1.2 5 > MO0 FRE CHEA)

EOM R EATIC XY ) o Mk OA S GPIE, WU, RliKIE)
BHOEbLNEI EDH D, [1.2 BH]

1.1.3 BAILD I LMIMAE (5%KiH)

FRRSER (QT R, #, Fy=—., LOh, LRY4#HS) %
PSR VT LAED D & DN 72AIIE, VT LA D
WP GEOMY R B 247 2 &, [8.3 BHR]
11.1.4 BEEMRMR GHEA)

BRI b33 b b 2 E03d B DT, ML, PR, %
B S ORE (R85 S35 N85E121E, eIl
X ML WER CT. i~ — 7 —SoErEfi+s2 &, MY
MRS NG A 3G 2k L, BB RERVE VA0
P50 L 2479 2 Lo
11.1.5 ZABIEE - HEBHR GHEAH)

(8.4 ]
11.1.6 HEEEEE HEAW)

(8.5 B]
11.1.7 XBEB&EFT. EMABRESESHEE. MERESSRIFEDHE

ERB FHERY)

[8.6 ZHi]

1.2 Z O DEERA

5% |

5% Al

WA

ML %

i

MG T
MmERHA Pl
Rk

KLBE, AR, B
BB, €I IE

SLBEREE B, B
i, WA
BRI, 3
Wi

FUH e OV

&Y BRIMLKE

LA IRV ]
SE. AU T A
ILE

[Esa740 SN
ME. & by
v A L

it

ANEE IR
gL, KJ5E

e

Bl

FEED F vy
USRS N
R

e AR, EIR

iR

Ll N
Feif

B, TR
%, LRk,
[ N 5640
A (5 1.
EL 5 e B 98 565

ALl

PRIk ARIE
55 I

LRSS

PR

K

RGN
. AR,
TN N
R (B g8
PR 2855

HILARR, LN
LS

JFFJIEE %

iR
(AST. ALT.
y -GTP )

A%

N
ryel

TR
A 5B
Y

ZHT

T B OV BRI

R fa- 3 7
| =057 = ) NG
B

MR, ZIKR. &
FIR. AR
wWhn, m s v
7= 3.
B-NT7tF -
D-7" v a3
=7 —EHhn

S fyBEE R OB
1 SR FITRRIE

EE N
£ R

J A

By 957,
TPIE, ARV
[ENOF TN Z SN
W 18,
PIE S, BS
i i

e s AT
OEha. P&,
R, RS, FE
) AREH,
2. 4 7
IV R BT

1) SPEROS (RABS-1% 3 HEINIZZEBL L.
IHNTHENEH G,

ZmfES ) |

JWHEISEH BN



13. BEHRS
AHEOEESL G X0 FHRE AV > A MUE % 8 23 1 REE
DBHbe TOX)BIERDD L ONIYAITIE, ANVT T 2HK %
595 E, MY LRUEZIT) I L,

14. BALOEE
14.1 2R EEE
ﬁi T 2RO (OFD) KWL DHIFTZ L, Flo
W L7 Mb%@&k&vﬁﬁnwﬁmt&éb%n#%
5oit\ﬁuﬁ*ﬁﬁmﬁbﬂtwé&m:to
142%ﬂmiﬁwﬁa
14.21 SMRICRE ZBD - BEIIZEHLZWZ &,
1422ﬂW/ﬁA&077%/ﬁA%aﬁT%ﬁﬁmmkmnL
&lz‘x__ ao
14.2.3 W LRG58 % &, AfULEI Mo mii i & ]
BELnwZ L, [7.3 ]
14.2.4 FBBIZIHR S T ERPIHHT L2 &,
WA L wiaid, 2~8C THRAF L. 24 BRI LI
THZE, T2 HHTAENCERICE L T2 OMHT5 2 &,
14.3 EFRE5HFOEE
14.3.1 15 W PL L TRl IR NS5 5 2 &0 [1.1 2]
14.3.2 RO HEV ZHZE LTHT A Z &,
14.3.3 FRBIEMHH LA nwCZ &,

16. EMENEE

16.1 Mg
EVES AT EE IS L Fa VR dmg % 15 5 MEIRNES Lz
&, BYFENSS A —FIIUTOEBYTHo72 (n=10) Yo

M . Cmax AUCo-24n
JHk - i (ng/mL) (ng * h/mL)
4mgl5 5 e 5 426 =101 576 =130
16.5 HEitt

VL RO YBRIEIRNR S Lo L & 138 A S E 2T 3ICEERE
N5, B TREEE (OB) ROEMEEICE 8 VY7 A
MIELEA (19 61) 12V L Fa YR 4mg & 15 5 HEIRNES- L7z & &,
W G-1% 24 T £ CUTIR G50 32.6% K U8 16.0% A3RZ Lk & L
THRIPISHEIE S 7209,

17. BEFRRELIE

171 FHIHROREMICET 255

(BHEEICLBEHIVD ) LIIE)

17.1.1 EIRNE I HHER
TEVEIESS S X B AV Yy AMERE 2R L L7z E R, JER) I AR
IZBWT, VL e VB dmg BIHFHEIC L D, EEEHIEE Th 51
510 HH £ COIMERIE» V27 2MEOIEFILZRIE, 84.0% (25 6
H21B) AR L7, 2B, VL RO US54 10 B B F Gl sir
ATy AED10.8mg/dL L FICIK T35 2 L 2 ERILE &% L
~4)
BIVE N SSHAUE X, 84.6% (22/26 Bl) T -7z (HEMAMEO W %
atr)e 20 bIHRMAMER 13 50.0% (13 6]) 2D b7z, Tk
BRARAEIRIZ. F82453.8% (14 #1). &V Y EERILSE 11.5% (3H1). K7
U AMIE7.7% Q2B1) %THotze T2 BERREERFOELD
DIZ, My YERYEIRA 26.9% (7H1). JRith fe-I T v
15.4% @B, i s ) 28 7.7% 261 &ETHo725,

17.1.2 5}ESE I AR
YRS IS X 2 E AV Y AMERBICBIT S8 Fu v+ b
v AENIRE L ZEERILEGRBRICB VT, VL FE Y dmg BiH
FHEIC LY. FEFHIEE Th 2554 10 H H T TOMEHIES )V ¥
7 MEOIEFEALER X, 88.4% (86 B 76 B1) Z/RL. /83 Fu v
F MUY ADOEFEIE 69.7% (99 Bk 69 B1) L ILEKEL CTHE
(p<0.001) IZ@Eh o7z B, VL Fu rEkh5% 10 H B F Tl
WIE A VY 7 2l 10.8mg/dL LLFICIK T 95 2 & 2 IEH L& €3
Ltemo
FIVEFSEBUHES 13X, V'L P v dmg 58T 20.9% (18/86 ) T
Hotze EREEMIE. B T7.0% 66)). AL >y AlAE5.8%
(5B, &Y Y BRIE 3.5% (3BI) %TH o727,

(BRUBRIEICL 2BRERVEREREBICL2BRE)

17.1.3 EINE DR
FIHEBEEICBT L 7T R e E L R eSS
W, SRE (CHBIEFR - a3, B3 2 G, i
xS 2 AVEHI AR, BRETE) FEHEEAE. VL e U dmg B
T30%%RL. 7I9ERED50%E K LT, A& (p=0.003) 124K
{. V'L Fua Y 4mg |3 SRE OFEEL 2 ) L 728,
RITEZEBUBE 1L, V'L Mo U EBEGHEC62.3% (71/114 61) THh -
72 (BREMEMORE 26t) . E2BMEMIE. 88442.1% (48 B).
M4 13.2% (1561, FARIK 13.2% (15 61), BEfE 11.4% (13 %1).
H 8.8% (10 B, BAKHE 7.0% (8BI) S THo7zo F7z. HKMA

BREOELZDDEF, R -3 zuaru7) Y86.1% (76]).
B-NT7tFN-D-ZNaHhI=F—L#lN5.3% 6H) HETdh-o79

17.1.4 S{ESE THEHER

(1) AHEEEERLOLHETHERE B A5 FO v rY Y
2 90mg &R E L ZHEMRILERBRICE W T, SRE FEHE A1
VL ROV Amg FET 4%, NI FOyB=F bY 7 A 9Omg BT
46% % 7R L 720D 95%EHHX M D _EIR 3.7% I3 HE L2 HtE~— v >~
TH5H8%%ETHY, VL FaVEE4mg /83 Fu v+ b)Y v A
90mg 1245 5 %\ 2 & DSHEE X 721010

(2) FLHE LR DA O B iR BB BT 5 77 R &5t i
L EERIEGRBIZ B VT, RO SRE 23583 5 T TOMH
OHIfEIEX, VL Fa B Aamg HT230 HE/R L. 7R EED 163
HERBELTHRE (p=0.023) IZE<. V'L Mo YE 4mg 13 SRE D%
R SE7212,

(3) WiV B EBRF BT E 7T Re e Lz R e MR
BRIZBWT, SREFHEAIE, VL Fa Ui dmg BET33% %2R, 7
FTERBED 4% LI LTAHRE (p=0.021) XKL, VL Fo v
4mg 1X SRE OFEH 2 ¥l L7219,
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18.1 1EAHF
VL RO Y EROSWILHEE O T 285 1 a0 7R -2 2
FEW T BB R TH B EEZ BN D,
18.2 &HIV > LMMEEXRZE(ER
FRES - BUHIRBRSG I Z v N 2 W22 e & 3~ D3 s h v
Y AMUEEF VIS L Fu VR E TS Lz e & AR i
AN NRER KT S 510,
18.3 BIRIRPEEIEA
V'L RO VBIE~ T AHBERERICB W KAV D AR
HNC X B~ ZABHEED SO H VT AR HRAKTEICHE S
210, VL Fo v IR O BIEM R o g T T VIS B
B A YRS % Wi 2 1819

19. FR2ICEIY 2 IE{LZBIA R
— R - VL N a YRR (Zoledronic Acid Hydrate)
b4 . (1-Hydroxy-2-imidazol-1-ylethylidene) diphosphonic acid
monohydrate
5 F3 : CsHioN207P2 -+ H20
i 290.10
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O /OH

Nﬁ Ho_/ 0
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ok /I/bn/i%k%u% FHEORKREOMETH S, KITHET
IV AF )=V RLY 7 —)b (95) 11T & A BT v,
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20.1 WWERFEO O, FHMSIIRIAIE CRE LW L,
20.2 DFOBAEEHH LW &

- AMEN R A SRR mﬁ%%m#ﬁb%né%ﬁ

- B LI N TV Y

- PEIRZ D MIE I SR DS b%né%A

C TAREBD Y = VI N T LA

22. BE
4mg/100mL [1 4¥]
23. FEXH
1) ENEEESSEERE B 23 (VA ¥ S EE 4mg.

2004 47 10 H 22 HAKGE, WEFEEEZA~.3.1. (3))

FNESEERE IR E BT 2EWEE (V2 & miEiE 4mg.

2004 4 10 A 22 HAKGE, WEEEEBEZA.3.1. (2))

AV T A E BT 5 5 T AHGER (EIPNREE 1201) (V' %

& PIEERE 4mg. 2004 4F 10 7 22 HKGE, HRE SRS~ .3.2.(1))

Kawada K, et al. : Jpn.J.Clin.Oncol.200535 (1) :28-33

EAV Y AIERE F G e L ERRER (3) BT v Vv

7R (VA 5 IEEHE 4dmg. 2004 4E 10 H 22 HAKGE. HEE RS

Zh-1.2.3)

6) Major P, et al. : J.Clin.Oncol.2001;19 (2) :558-567

7) BANY T AFERE &R L LR (2) ETMHSI Fa v
Pt FR A E A AL — I EMULEGAER (V' 2 & mGfiHE 4mg. 2004 4F
10 A 22 HARGE, HWEEEEHRE M-1.2.2)

8) Kohno N, et al. : J.Clin.Oncol.2005:23 (15) :3314-3321

CGP42446 i HI O LM B in B B 2 0t G & U7 H E M I g

B (VX & SEEHE 4mg. 2006 4E 4 B 20 HARE, HEEERHEE

2.7.6.4)

10) Rosen L.S, et al. : Cancer J.2001;7 (5) :377-387
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11) AMFEB L OZ R EEHMAEEE 2R E LI Fo Ui
R HEE RGBSR (V2 & miEEHE 4mg. 2006 4F 4 H 20 HK
P, HIGHERMRSE 2.7.6.4)

12) Rosen L.S, et al. : J.Clin.Oncol.2003;21 (16) :3150-3157

13) Saad F, et al. : J.Natl.Cancer Inst.2002;94 (19) :1458-1468

14) in vitro BEEHINBIZ BT 2 7 R b — ¥ AFEEM (V2 & SEEHE
4mg, 2004 4F 10 H 22 HKGE, HEEEEHEZEAR.1.2. (3))

15) Coxon F.P, et al. : J.Bone Miner.Res.2000;:15 (8) :1467-1476

16) HURER - BIHCRIRESIN S v MICBIT A 1, 25-Ye Fux ey 3 v
D3 (1,25 (OH) 2D3) #F5EE AV o7 AMSEICH T A1 (VA %
FLIERE 4mg. 2004 4E 10 H 22 HAARRR. HREEREE R 1.1, (1)

17) in vitro =7 ABHZER A IV ¥ 7 ZEEERECER (VX & Al
dmg . 2004 4 10 H 22 HAGE. HEEERMESR.1.1.2)

18) MDA-MB-231/B02 t b+ ZLREHAL OF 58 € 7V 2 H v 72 E S
BIHMRICR A EH (VA & R 4mg. 2004 4 10 H 22 H&
iR HEEERZR 1.1, (3)

19) 5T2MM & BlEAIE D5 HE8 € 7V & o 2 SRS S5 %
TER (V' 2 & Bf#E 4mg. 2004 45 10 A 22 HAKGE. HEHE RS
A.1.1. (3)
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