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) EE-EESOLSBICEERT IS
1. = 7.2 FHIZEEERE T 256, MEHS SRRIC 4mg 2 KiEEIRR
GhigEsHE) BE5T2 &,

1.1 AN ERBIRAGESIDHF CAVND T &, e, B5EFH0T
15 PR ENTFITITS T & 5 PR TrEEsiRAEST Lcst
EDRFRGAERT. SEBEELIRIBUHADBESNTVS,
[11.1.1. 14.2 B8]

(BHERICLDENILY D LIE)

1.2 §AIYD LMEIC K BHKERZRIET 3. BREE
BEICKDDEEENDHEEBE U D D0 BEiRAEET
Sl ETR5T3TE, [11.1.2 B]
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3. fHRE - HR
3.1 #HRR

HR7e VLR EE#E 4mg/5mL [F]
1N 7))L (5mL) H

BHRS | VL OSBRI 4.264mg
(VL RarEge LT 4.0mg)
N D-v>=bh—J 220.0mg
WAL s gy ru sk 24.0mg
3.2 BFIDOMHIR
WR7e4 VL R e U SEENE 4mg/5mL [F]
E27N HEETEHOW
pH 5.7~6.7
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RBIE (TR A TS 5 )
4. FPEEXR IR
OBMEB(C & BEAIL Y™ LIE
OZRMBHREIC LD BFRENVEREBGREICKLDERE
6. FiERURZ

(BHERICKLDENILY D L)
WHE. RAICIZY L ROV E LT 4mg = HRAEBEAERERXZ
HE 7 B #ESHK (5%) 100mL AL, 15538 BT
RHEIRNRE S 5. %8, BREPRELBEICE., DERE
LB RISZMHERET 27201207 &b 1AM OKREGHEZ B
Z&,

(BHREBHIEIC KL 2BRERVENESTEIC LD ERE)
WHE. RAICIZY L ROV E LT 4mg = HRAEEAERERXZ
HE 7 B #ESK (5%) 100mL AL, 15538 BT
3~4 AR T RMEIRNR ST %,

7. RERUAZCEET 5FE

(BHERICKLDENILY D L)

7.1 BAE (IVEREIE AL A 12mg/dL K OFANLT T L
MAERE TR RIS & 2RI RAT D TEROEE N A5
N EXRBIOBRESPBEEAMSINIHEAITREGTH T &

HAANT 4mg 282 -FHBOHHRS RV 3 B EOE O
FHREER A 2 s
(ZRMEBHIEICKLZERENVERETERICELIERE)
7.3 BHihERERE T, MIEFEEIENT 20T BHEAEDK
TIBLT, TEOEBVHREEZHE T L L, [9.2.1,
14.1.4 B8]

JVTF=UIIT T YA (mL/5Y)
>60 50-60 40-49 30-39
HELEH 2 4mg 3.5mg 3.3mg 3.0mg

7.4 {LEBEED 5 VITASIMEEFOTEEE L AT 22 &
HE L,
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8.1 NABBIC T+ - BBRZR/FOEMD S & T AFIOMH
ﬁﬁ%&%%éhéﬁ%ﬁﬁufmﬁﬁmié;&o

8.2 AFIDORKESHNICBEHEERE (MEZ L 7F=>. BUN %)
EITH T &o Fio. AR ESHISERICBHE ﬁﬁ (Mg 2 L
7F =, BUN%) 21752 &, AFIRGHICBEREENELL
EEICIR, BEE2PIET AR CHEZABRZITO L,
[9.2.2, 11.1.1 =&]

8.3 AFNIEEHIE. MBMEHILIITL, VY, TR ITLH
U NEOEBNIERT A L. AFRSICED EALY T L
MEDHEFH~10 HEEICHIR T 2 fEEDH 20T, Mk
WEHIL YT MEICIIFICERT S &, BB SHEEREIC
X2 BREROEEEERIC X 2EBREEZETHEFHITHL
Ty BEIZIGECTHLYILREUVEY I 0D 2HifasE5 &
ST B L, [11.1.3 BE]

8.4 EARAKRI— FREHNC LA BEEZ T TVEHBREIIBL
T\ SHEHEE - HEBHRPOODONLZENH D, WESNT
FEBI D% K BHREEDOEE T3 T 5 BEA & EEHLE S B
PACBHE L THELTWS, YAZETFELTIE, BEREE. 1t
V., MEFAEEERE, JLFIRTOA NIBE. REHE
% OBEOREE. BRHLEBOBESESH 6N TS,
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BEESRER LI EOBREVH S, N6 DORETIX BEOBRYE
RIMEICEE L TR LEMLRDONEZ N6, SEK.
BHiR. BESOERIHHRIBAICE. BRERR 2229 5L
BEILHZ L, [11.1.6 2]
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SERR B B REOERBARE L L OWEN B 5. O
N DWETIR, SZRBIFAE S 2 BOBRIA & $on BRI AR
0, B, MBI B L THIBE AR S NTLARE LS
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8.7 KA Z MGG T 5 BE. NI ERENED S 2 BE T
. M2 L7 F o AHRERES S 1.0mg/dL Bk, B
NEEZBETIE, MBI/ L7 F= VA REHED S
0.5mg/dL Blb ER LA BaciE, #52hikd 2 7% S %
WE%15 2 &, [11.1.1 BIE)
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[7.3 2]
9.2.2 EEREBEEDHZEE
REZBE LAV SHBIRET S L. BREISELT IS
TN hB. ZREGHERVCEREEEERECOE LT
F=2» 3.0mg/dL Bl k. BEESICE &AL T ANER
HETIME 7 L7 F =0 4.5mg/dL Dl LD EE O+ (R
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13. BERS
REIOBEZEGIC & D FEP LRIV 27 L IMAE 2 #E C 9 R EE
BHb. ZOXIKIERD B 5 bNIHEITIX AN T LElZ
BE59 2L, BYEREZTS L.

4. BERALEDER

14.1 ZRIRRFOER

1411 NBICEEEZRDIEHICIIERLZWT &,

14.1.2 AV T LRI TRV I LZELET HEBHABREESL
TN &,

14.1.3 SABZIIHRZ 2T ESL P IFERT S 2 &
EBIHERALZWIEEIE. 2~8CTHRIEL. 24 BRELDIAICEH
THIE, £z FHTARICERICRL A SHHATAZ &,

14.1.4 BHEREREOHEHAREORMSE
Fi& 3.5mg OFH
I N4 7L 5mL 26 4.4mL 280, HEEESERIHE
7 R EESHE (5%) 100mL IZHRT 5,

Fi& 3.3mg OFH

LA 7 5mL 256 4. 1mL 280, HREBAERIEHR
7 R REESR (5%) 100mL ICHRT 2.

Fi& 3.0mg OFHY

I X470 5mL 256 3.8mL 280, HEEAESERIIHE
7 ROREESHE (5%) 100mL IcFHRT 5. [7.3 2]

14.2 FRIGSEOER
15 53 EILLEA U TRIEHIRNIES 92 2 &0 [1.1 3]

16. ZFEMENRE

16.1 MARE
EMEEEEREBEEICU L Fa Vi 4mg % 15 2EEIRNES
Liz& &, MFEFRERNUTOLS ICHR L (n=10) Y,

; - Cmax AUCo-24h
k- R (ng/mL) (ng - h/mL)
4mgl5 75 426+101 576130
16.5 Bkt

VLU RO VBIEEIRNES L EE 3 EACRBZZTTICE
Eitsn s, BEESEREESE OF) RUBEESICL S
HIVT AMEEEE (196]) 12VL Fo Vg 4mg % 15 SR
RAERE L7- & &, #IE#HR 5% 24 B % TICRE5E® 32.6%
KU 16.0% P REEE UTRPICHES W 7203,

17. BRRREEE

17.1 BEERUREMICEET D5HER

(BHERICKDENILY D LI

17.1.1 EEE D1BHER

EHEEEEIC X AE ALY LMERE 2R E LIZIEER. B
FREBICBWT, VL Fa VB dmg sifEREIC L D FEFHE
HEHTHA#%5% 10 HEE COMBMEHN LS 7 LAMEDIER
LRI, 84.0% (251 21 ) #RL7z. BB, YL Fay
BBi5% 10 HE £ CICImEHiE S )L > 7 L EH 10.8mg/dL
PTRIERT BT E2EFEILEEHELRY,
BIVEFISIRBEE X, 84.6% (22/26 ) TH -7 (BHKRMEHE
DEEXED). T0S BEAREMERIE50.0% (134]) <
RO 5Nz, ERERERIZ. FEAS53.8% (14 4). 1KY ~
MmEE 11.5% (3 61). EH YV T LME7.7% (26]) FTHo
oo T, BABRBEEEOEZBOX, Md) v BIERD
26.9% (7 fl). JRp B2-3I7azua7) VM 15.4% (4 #1).
AT L8> 7.7% 26 HEThHo75,

17.1.2 SVESE O 4EEAER
HEEBICIA2ENL YT LAMERZFICBT A/ Fa v
F YT LENBE L ZEEREERBRICBLT. YL ROy
B dmg SEEEIC KD . FEFHEEE ThH 5% IOHEE
TOIMBMEA I T LMEOEELRIE, 88.4% (86 fFilf 76
) ZRU, 2SI Fa VB YT LDEEEER69.7% (99
filrp 69 i) LIkE L THE (p<0.001) K@D -7z, 2B,
Vi Norg#Es5% 10 HE £ TICMBERIED LY 7 LED
10.8mg/dL I NICE R 5 2 & 2IEF(LEER LY,
BHIfEFRBBERE X VL R v dmg % 58T 20.9% (18/86
Bl) THotz. ERBIERIZ. FET7.0% (66]). EAHILIY
LIMAE 5.8% (561). &Y VEEIGE 3.5% (3fl) HTh-o7:

7)

(ZRUEBHIEIC L 3 BRENVERESERICKZERE)

17.1.3 ERE MEEER

BBEBEREICBI S5t R2 M| E Lz EEMHER
BBV T, SRE (BRIEER RIEIT. BREINY 255
aR. BREIONY 2T, BHEE) BREGE.
L Fo Vg 4mg BT 29.8% %R L. I ARED 49.6% & H
LT, A& (p=0.003) IcfE<. VL Fu i 4mg 13 SRE
DFEBLAAME L 729,
BIMERSEHMEE L, YL P U8 4mg 5 H T 62.3%
(71/11441) Th -7 (BREEEORELET). E4EEA
. FEA2.1% (48 fil) . TR 13.2% (15 61). AR
13.2% (15%1), 387 11.4% (13 41). &% 8.8% (10 41).
BIEE 7.0% (86l HThotz. /o, BEREBEREEOER
HDIX. R B2-37urua 7Y VHEM6.1% (761). B-N
TYFIU-D-ZNayI=F—YHEMm5.3% (64l) FTdb-
729,

17.1.4 S ESE MAEEER

(1) AEBERROZHEEMEERE BT/ FO VB2
Y7L 90mg 2R E L —EEMEEFHEICE W T, SRE
FBEAIE, VL RO VB 4mg BT 44%. 2SI Fu v EB=J b
U5 90mg BT 46% 2R, 2D SUEEXEO LR
3.7%IHE LIS E~—Y 0 TH S 8%%E FEID., VI Ru
VB Amg 13X RO VBT F MU A 9Omg 125K NT &
PHGRE S h 721040,

(2) FREIRZIEDANOEEFEREEICBIT2 778K
ZREE Uiz ZEEREGERBRICB VLT, R0 SRE #ARHY
HETOHMOBRIMEIZ. VL Fo Y 4mg BT 230 H%ER
L. 77t R B0 163 HEMRE L THER (p=0.023) IC&<.
VL o v B 4mg 1d SRE ORBEZEE S E7212,

() AN EBREICBIS It R2MBE LELZEER
KB ICBWT, SRERBBEIEE, YL Fa B4 mg #T
33% %R L. TTRRED 44% EHEBELTHERE (p=0.021)
IZ&< . VL RFa Vg 4mg 13 SRE OFEBLZ | L7199,

18. ZhZEE

18.1 fEFARERF
VL Ra Y BOBRRINEEER O 25 BEMRO 7K
— Y AFEDRUBERROITHEEEZ 5N D,



18.2 BHILY Y LIMGEE(ER
R - BIECRERFEHE S v b2 HWEERIC Y I 0 D FHE
LTI AMFEET ML FavB2R T RE L& HE
RERICIBE ALY ABEEERSE 517,

18.3 EIRINFEE/ER
VU RO VB RAEEHEEERICBW T BT L
BERERNC K B~y ZTEBFE D 5 D H IV Ty Lk & FHBIKE
MICHHET 39, VL ForBIEIUEMRECEHEERRO &
BEBRETIVICB T 2B EHERE 2T 5190,

19. B ICEET 2EILZHFR

—f&% : VL Fu Bk (Zoledronic Acid Hydrate)

{b%#4 : (1-Hydroxy-2-imidazol-1-ylethylidene)
diphosphonic acid monohydrate

53 F3 : CsHi1oN207P2 - H20

57F& :290.10

% R HEOKEEOMRTH 5.
KICHEFICK K AF )= VRO LY J =)L (95) i
EEAEET 0,

s oy OH
e &<P\OH
NN - H,0
. _OH
o Non
22. G
AT v ”
23. FEk

1) EBNEHESEEEEE ICB T 2EYBRE (VX ¥ iESHK

4mg : 2004 4E 10 A 22 HA&GE. HHEERIZEA.3.1.(3))

2) BHEBICXAEAIIL YT LAMGEREICB T 2HEHE (V
A& EGHE 4mg - 2004 £E 10 H 22 HAGR., HEERE

~.3.2.(1))

3) EHSVEMEEEEREERE ICB T AR (VX ¥ iEEHK

4mg : 2004 4 10 A 22 HA&GE. HHEERIZEA.3.1.(2))

4) Kawada K. et al. : Jpn.J.Clin.Oncol.2005;35(1):28-33

5) AT AMIERE 2R E UIERERBREE S 1H7
Uy Dy 7R (EWEEE 1201) (VX 7340 4mg : 2004

£ 10 A 22 HAGR, HFEERHEE .1.2.(3))

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

7) BT LAMRERE 2R E U REBRAGE 56 T4H/Y
I Mo U E IR AL E S REE R LR (S aER

036,037) (VA& 341K 4mg : 2004 ££ 10 A 22 HA&FR.
BRI M. 1.2.(2)
8) Kohno N. et al.:J.Clin.Oncol.2005;23(15):3314-3321
9) CGP42446 FEHKIOIEEHEBEFEEZNRE L _E5H
BB GRBRES 1501) (V' X ¥ E4HK 4mg : 2006
F4H20 HA&GR, HiFERIE 2.7.6.4.4.1)
10) Rosen L.S. et al. : Cancer J.2001;7(5):377-387
) FUBBEBROSREBHERE Z0RE LEIHES I
Fo VT REERA L _EEREEILEREE GURES
010) (VX &5 4mg : 2006 £ 4 A 20 H&ZR.
CTD2.7.6.4)

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) BN IREEEEERE 2R E LB IAE T 1 AR R
AE_EEREREERE GREBRES 039) (VX ¥ ESK
4mg : 2006 £ 4 H 20 H&%#E. CTD2.7.6.4)

15) in vitro WEHIRICB T 2 7K b= ZFFEEH (VX ¥ iE
ST 4mg 1 2004 5 10 A 22 HAGE. HEERMIE
#.1.2.(3)

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

17) BEURAR - BIFREREREHE 2 » MicBU 5 1, 25-Ye FuF
v 3> D3 (1, 25 (OH) 2D3) #FRE NI ¥ 7 LAIMEEIC

xg BIER (VA& 8K 4mg 1 2004 4E 10 A 22 HA&ZR,
HEEERMIE AR .1.1.(1))

18) in vitro~ 7 ABHBRE AL 7 LBEHEMER (VX 7 34t
K 4mg : 2004 ££ 10 A 22 HAGE, HEERMIER.1.1.
)

19) [EBEEERICHT 278 MDA-MB-231/B02 & h3LfE
MO BEBEETIL (VXS 4mg - 2004 £ 10 A
22 HA&RR, HFEERMIER.1.1.(3)

20) FEEMHEIERICNT A/EH ST2MM BtlEfifan g€
T (VA ZEFHE 4mg : 2004 £ 10 A 22 HA&RE. HF
BERE A 1.1.(3)

24, YEERERVOEVEDES
ELHETERASHE <TOHERE
T 939-3515 EEELH/KEL > & 1515 FHil
(TEL) 0120-956-792
(FAX) 076-478-0336
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26.1 SHEARSTIT

CEtRETERAa

ELRELmAKELsr 2151 5%M



