20224F10HeaiT (55 1 W)
B R
HxOHAE - 34

B RSN
VL KO BRAMYESR

H AR i i 0 B o
873999

KBS | 30200AMX00013
WLsE G 20144F 6 A

wx. wrzes” VRO EERRRREdme/ 100mL/\W7ZJ rKcC )

ZOLEDRONIC ACID for L.V. Infusion

) ER-EMSEOMTEICLVEETLZL

1.8

(GhEEHE)

1.1 RENE EFEERAGEHOAICAVS &, T2, #B/E5
FBFISREUELP T TITI &, 5 9B TRBERIRA
EHUEAEORKRRT. aUBEEIERBL 65
WEIN TV, [11.1.1, 14.3.1 BEE]

(BMUEEICL 25 HIV Y LAIEE)

1.2 ANV LAMEICKBRAKERZRIET 57260, &
BEBEEFICL 2 DEEADEELZEL 2O+ 4H
BEEEIT>LELTRETSZI L, [11.1.2 BH]

2. B2 (ROBEICEIBELEWVWI &)
2.1 RF ORI MO ¥ AR A F A — FRIEHNIRF L
WEIEE DM RED B 5 B

WD B SN\ ERF QPG E RIS B A
53528,

7.2 K% TS5 230, NS & S 4 mg % AT E
MRA$G$ 22 8,
HAANTAmg% iz 72 mO %S KO3 ML Eofkb5.o
fEREERD 2

(BRUBHIEICL 2 BRELVENEEGREICL 32 BRE)

7.3 EHEREREE B E T, MAETPIRE SN 2 DT, B
RO TG LTRET A Z &, WiEICH-> Tk, TH
R L7 BE R A2 R SR EIY Frz Mo HRAMA
WOLEHR 7 B fEsE (5%) 28Iz camt
100mLICHHE LIk 53252 L, [9.2.1. 14.2.3 ZH]

2.2 HEIRSURHEAR LT B TREME D & 5 K [9.5 2]

ILTF Y | IREREOD REREO D | % % o
7VT T VA NTREWNBARA | Iz % HIRAERE | A A o3 E
(mL/%5) ?& (mL) H X IEHE 7 F | (mg/100mL)
7 HEESHE (5 %)
D (mL)
>60 AL AN 4.0
50~60 120 120 35
40~49 180 180 33
30~39 25.0 250 30

3. fER - MK
3.1
W 5t 4 VU R w2 R RHE 4 mg/100mL/N v 77 [KCC
14§ (100mL)
R VAR = 7S ILY] 4.264mg
(VL rayEgE L) (4.0mg)
D-~ry=hr—N 5100.0mg
w o #
& S WRFN Vil 24.0mg
3.2 WHIOMHR
W 5E % V'L R a s R EHE 4 mg/100mL2Ny 77 [KCCJ
# A IR 51
Lich kil W TE I O
pH 6.0~7.0
BEI I 1 CERAIERICHT 5H)

4. RHEER IR
OBMEEICL2E 7)Y 7 LLE
OFRMUEMEICL 2BRERVEHREETESICL S E5RE

6. BiERUVHE
(BMEEICL3EHILY Y LN
WL ORAIIZ 1S (VL Ferie LT4mg) %1550
ERTCONIEERNE ST 5. B, HEGPLEREA
WIE, WIS X B RIS AR T 57201002 e b 1
AR oG MRz B L,

(BHRUBHEICL 2 BRERVEEREGEBICL 2BRE)
WH. EACIZ1IE (VL e riEE LT4amg) #1550
AT T 3~ 4 HE R SR IR N 5 B

7. BERUHAEICEET 23R
(BMEEICL 2EHIV Y ) LIMEE)
7.1 BE (MIEARIE AV ¥ Al 12mg/dLoARI) DA VY
Y A EBE T WIS X 2 BRI EA T4 TRERD

_1_

7.4 fLEFRE D b WV IZN T WIRIEEOIERE L T 5 2
EDEE L

8. EELERNIEE

(GhREHE)

8.1 AT A M - BBAFHOEMO DL & T AH
DOFEFAANEY) & B SN BIEFNIOWTOABHTLZ &,

8.2 AH DXL GHICBHEiEME (i~ L7 F =, BUN
) AT T Lo F o, ARFIR G E M B R
(27 V7 F =, BUN%) %479 2 &o RAFEGHIC
EREREDEAL L 22 A 1, E Rk 5 4 L)
BEITHI L, [9.2.2, 11.1.1 1]

8.3 AFIPGHIL, MIERMIEI VYT L, )V, TR T A,
BT LEOEMEE T H o ARG 2L, KA
VT AEA S5-I H ~10H HE B A T REEA S
HOT, MERIE SV 7 MEICIZHRICEET L2 8, B,
SRS B X 5 BWE R BB B ERIC X 5 8HE
EAHTABHIT LT, SEIRETAHANV YT A RTE
I VDEMMBEED LHETLHI L, [11.1.3 ]

8.4 UAKRAF A — bRIFEANCL DEHEZITTVDEHIC
BWT, FAFER - FEEHENDODONLEI LD 5,
S S NIIEBI D% & DR O FEF (AT 2 R 7 8
FHLE R BT E L THRBL TV b, UAZHT&
Ui, EVEMESS, fboadess, MmAEHARER, avFa
A7 04 RiGHe BEHRE. Do, WRHLE O
PRSI 5N T Wb,

REN O G-BIMGHNE I EN O HIREZ R L, LEIS
UC. BB L) 2 iR % 20, BRI 7 sk
BETEAMIFEIETHBLLEIBUT L, AFKE
U RMLE 25 B 7 o 2 A Iid, TE B IR



M2 dRHLE % 20 2 £ S fRET 5 2 &,

T/ DENZERICES &, S0 % mR R % 207
%2 L, R BIRICARA O & s AR S LR
B RALE I TE Y T2 LR R BHIC T
BUH L. A2k S 281, EHICHER - DPESE
ME2HTHLHIHET LI L, [11.1.5 BH]

5 EARARSR— FREAZMH L TV LEHEIZB T,
WHEGEPBI L 72 OMENDH L. ZhS5OHET
&, HoREgeeh B Ic M L TR LR L BD 5N b
o, ME% Hig HRS ORI < HaiTid,
HARER 22235 L9832 28, [11.1.6 K]

6 UARAFRA— FREAEZBMHEH L T2 BEHITBY
Ty RSV SR 2 SV & B RIEEF T, SEfik
TR R, SRR A O R A A B L &
DOHEDVDH D, TNEHOHETIE, BT 5l
17 5% AR ARBESER, AR, wile s 12 38 v CHibR
WPROOLNTVAIMELH L LMD, 2D LX) RIER
D SN, XKBMRAESE 21T\, #HY) 2 0E %
192 ke Tz MOV ELZ2WHEERH L Z &
Mo, FHCIEe R g & 256120, BOH I o #R
OIERE R AL, XMMAEZIT) e, EHEIBET
Z b XARMEARIE LTI B R O MU &, B B0 70 W T HL
BALNTBY., €O L) ZHAICIL#EY ZLEZTH 2
Lo [11.1.7 M)

(BHMBHIEICL 2 BRERVEERGRICL2BRE)

8.7 AH & MHILT T DA G HHIEREREOD L
HTIE M2 L7 5= v S RiED 51.0mg/dLELE,
BREREDSIE W 2 BE Tl 2 V7 F = v s Gl
505mg/dLE E ES L28ancid, %52 diks 5 % L
YR 2475 2k, [11.1.1 BH]

L. BFENEREFIHREICHATIER

9.2 BHEEEEEE

9.2.1 BEZEDHHEE
258 M BIIE LS X 2R A B O R B iR 12 & %
LrBTLEBETIE BREOKRTILNLT, KHa%
M52 L, [7.3 BH]

9.2.2 ERELEBREENDHEE
REZBIE L 2P EEIIRG T 52 &0 HEREIEAL
TAEBENDD D, LIV HIE K O BT S E
Tl 7 L7 F= A8 0mg/dLEL b, EWIEEIC X 55
AV AMYERE TILE 2 L7 F = ¥ H45mg/dLEL
DBHETOTH AR v, [8.2, 11.1.1 2]

9.4 4JEREEH T 5
TR B TRELE D & B LPEICIE, TR L DA VA G Bk
ZLEMAGEICORZEETHI L, EARAF R — MR
FNEEIEEICR D AT R BICER MR L IR S h
DT, EHFEBEAOBMEIZE AR A F A — FREH O
P b - MCHMET 2, CAKAKRR— FREHOH I
M HIHR FE TOMIM & fEhRt: & ORI S TR v,

9.5 1Ti®
TRl SRR L TV B R0 B 5 L35 L v 2
Lo HIREMW (5 v b)) ~NOVL Fa YBOR FH512k -
T AN AR - S o BB O 5E s &
nNTws, [2.2 Bl#]

9.6 Il
BHREOGRMER A RBEOH ML ZE L., ZAOMK
BeEHIEE GRS 6 2 ko BEEO NI Fu YT, MY
TAZBWT, BWIER (7 L) THIAHRNBITTSZ
EHHE STV 5,

oo

[=<]

9.7 /R
FEINTIR/AREZ G & LRREBRIZE-L TV iav,

9.8 S

W 57 EEEIHGT 52 Lo —BRICEHBREEIMKT

LTwa,

10. HE(EA

10.2 FRERE BFRICEETS L)

ES P WRIRAER - HEE 5 B - fabri
DI = 5 ML AV 77 AR | M E AV & 5
ANy =V KIKTT2BEM0D | %0
IV b=V 5o
A DI =

T3/ 703y FRI

E=3 1 Eil N o YARN 1R T

AHAZAEH & #iRy

Y VI ABKTFTE8 | %o
FYIRATIE | ZRD DB,
YFHLE T ML A v 22 AAMETF | AR/ % B30 5
TEBENDDH 5, 5o
1. BIER

ROBWEHI2S® HbND I EHNHLHDT, BlgZE 51TV,
FEDRO DN E I3 E S Ik T 5 % S 2 LE %

fidz .

1.1 EXEEEA

1.1.1 2aMBES.

SRR

BEMER. 77> —ERE
MR, 77 v a=—EEERE (kY ~

e, KA ) 7 A, RHET ¥ F— ¥ 2% % Bk
ET BB IR R E) oS (1 %~10% ki)
BHobhbsIENHb, [1.1. 8.2, 8.7, 9.2.2 BH]
11.1.2 5 > OFRLE GHEAH)
WOBREIC X 0 ) o MY OAN S GRIE. 0% PR
MikIE) AdobhsZedhdb, [1.2 BH]
1.1.3 AL I LIE (5 %EiH)

FRARIEIR (QTIER, L,

T ==, LU, bl Yk

) BRIV T T AMIED D HbNEEICIE. A
W AFIO RSSO MY 2 M@ AT 2 L. [8.3

2]

11.1.4 FEMRR CHEARH)
PR %038 &b D 2 & 33 5 DT Bk, ITULIR #HE,
Wi OB (JR%E) S50 5 N2E 10,
BRI XH, WERCT, My~ — 7 —F oMz 9
352 & BIEMEMEPEEDLN A1 H%S- % ik
L. EIEREAIVE R OBRGEOMY) 2 MEEZITH T &,

11.1.5

(8.4 1]

11.1.6 SHEFEFIRSE BUEA)

(8.5 ]

WEUIE - WABWE LTV

11.1.7 KERBEFT. EAKEEEHE. EAREEHE
E0FEREHT BIZAD])

(8.6 1]

1.2 ZOfDEHER

5 %Ll L 5 %A HHEEA]
T _ i TR R
WA PLILERIE A
W e RLBE. AN, B2is. | RLBEPERZZ. BEREZ
- W, 299 95 MEFRREPE PRI
Bk

ACH RO X)) Y ERIMAE | A ) 7 A UE. & [ K~ 742 AE.
I 71 7 A AE U AE
LI | - - g, MEIREE, §

Hil. %)5
A R | E FEED o R | SR, IR,

FH L RELIR PRik, (IR
it Mg, RGBS | B TR,
- LB ge, B,
Wi o 95w (L7
JiE, L e B )




BYf 4™ | BSGIE™

5 %Lk 5 %A i B IEAIH
O - - TR, ARIE. 75
JH
I 25 — I % bk
BB EA T AL, M. | BEAEANEL. PRz
BRHAYR, i, 1
2%, s (BER
JFIHSE % | BFRE A R
(AST.ALT. — —
y-GTPHI)
BT | BOEIET L B | BRI, PR e
g SRR, T
B US| R 21 | LR SR EER.
R OB | a7 8| AR,
I 7 L7 F = E, —
BNT X F V-D-7 )V
a3 =7 — B
Sy BEE | A A B S VR | TSSO (.
B O | ™ AMVECEIE, Mogs, | AR, AR
R Rk P, MET | 1B, | SR RFE AN,

2. A7V

VR LY

) BHEMIROS (R#ES-# 3 HEINIZIEBLL ., @ 35 H APl
B 5) 1M ARER 250,

13. BERE
ARH OIS A2 L) FW RV > L E %R S5 R
Wb b 0K RIERD D SbRIBFHIE, ANV T
DA B Y R ET) o

14 @A EDEE

14.1 M EEE
. T2ROZEER (ME) IHEEICW - < DT &
FOWH L7280, IO R ORALTERNAOKKE 7 5
BEIND D Do T SHEFA—MHEINHY L LIS 2nZ &

14.2 RHARBFOIE

14.2.1 SHBUCRE 207258 1 3H L 2w &,

14.2.2 AV I AR T 3R A2 e B EHT -
RBELBRWT &,

14.2.3 Wi LTG5 2 6 % & HPOLIAbO GE A
WERE LBV L, [7.3 K]

14.2. 4 FEBIIHE L 22T ERL LIS 5 2 &,
EHIHALZWEEIR. 2~8CTHRIEL., 24D
WIS 228, F72, AT 2RNICERICEL TR
ST AL,

14.3 EHIRESEHOZE
14.3.1 1557 DL L2 0 C RO S IR NIEST 35 2 &6 (1.1
e
14.3.2 HHOBEY IHRE LTHAT A2 &0
14.3.3 BRIEH L 2w ko

16. EYENE
16.1 MeigE
EMNE R B L N VR 4 mg# 1555 B IR B
Bl &, MEMETINDTOLIICHRLE (0=10)"

(ng/mL)

10,000 +
1,000 {
w100
-
iy
i’ 10
BE
1
0.1 . -
o 6 12 18 2 158 336

B Bh T O R

L e Cmax AUCq o
Bk - AR (ng/mL) (ng * h/mL)
4 mgl55 45 426+101 576+130
16.5 HEt

VL RO UEBRIIEIRNRG Lz & B ALREEZT
FTICEIEE SN S, EHEETEEES (96) KROHEME
JEHEC X DA vy AERE (1961) 12V Fo v
4mg#E 155 EIRITE S L7z & &, W% G124/ £ T
2B 5 D32.6% MK U16.0% D KRZEALR L L TRPICHE S
nf:l)2)3>o

17. BRERRR &

17.1 BHHRURLMICEET 2R

(BHEBICL2EHIV Y ) LMTE)

17.1.1 ERNE I H5ER
WIS L AN Y AMEREE NS L Lk
e, JETHEBICB VLT, VL Fa Ui 4 meilEE
0. EEFMEE TH L H5-%100 H F TOIMRE L
BV AMEDIEFLRIZ, 840% (2561Hh2161) %R
L7z B, VL Moy EBES5#%108 B £ Tl #iE
AV MMEH108mg/dLEL FICIK T3 % 2 & 2 EWA1L
LEFLY,
BIEMZEBE X, 84.6% (22/2661) Tdh o7z (B
TEORF %2 &) o TD 9 B EIARMAME I £350.0% (13
Bl) ICEED BNz, FEREHRIEIRIE. FEE538% (1461).
Y VBRINAELILS% (3 61). KA ) AM%ET.7% (2 B1)
FTholo Tl MAMEMEREOLZ S0, M
U VBERA269% (7B, RER-IzuruT) L
154% (4 B1). Mfd s U 28 77% (2 6)) %THo
727,

17.1.2 S ES IR
BV IS X AR AV Y AMEREICBITA/83 o
VEETF MUY A RN E L EEREERBIC BV
T, VL RO U4 mg ORI L ) BEEHETE T
H 2 5%100 H F COMFHIE D V> 7 2MEDIEFAL
ik, 884% (86BIFFT76HI) Z/RL, /NI Fu v
MU ADIEEALEE9.7% (996 h69s]) &KL TH
B (p=0002) ZE o7z BB, VL Fa rEBES5H£10
HH F CliiEE # v > 7 2 l2510.8mg/dLLL T 124K
TEaZerERLEE®R LAY,
RS BB R, VL Mo V4 meft 58 T209%
(18/86%1) Td -7z FEEIMEM L. F827.0% (6 61).
AV ¥ AES8% (5 61) K~ BRINESS% (3 Bl)
%E—T“d;)of:ﬂo

(BRMBHIEICL I BRERVERERGEREICL2BRE)

17.1. 3 ERNEE MHHEER
BB EFICBITL IR e BE L EER
WBGABRIZ BT, SRE (B BIEHS  Wgg i, a4
ZTH T 2 OGB4V Tl B
BAESE) FHEAE, VL o v 4 mglEc298%% 75 Ly
75 e RBED496% L KL T, A (p=0.003) 2L,
V'L Fa U4 mgldSREDFEH 2 9] L 72,
BIVEF BB I, VL Fo Vi 58C623% (71/114
Bl) Thorl (BEBMEHOREZEE). FAREMZ.
FEEA21% (4861), WEA132% (1561). 1 A B EK132%
(1561). FEi11.4% (1361). Hw88% (10%1). B i
70% (86l Tholze T/ BEMAMEFOELD
DIZ, RHB-I7ara Ty YHMN61% (7). BNT
YFND-ZN At I =5 —EHIN5.3% (6#)) HFTHo
729,

17.1. 4 S EE TR
(1) AFFEE KOS MEEZ B %5/83 b

VHEZF MU 7 A90mgx iR & L7 T H MO EGER



IZBWTC, SREEBIEIGIE, VL PO Y4 mehET44%.
NI PO YEETF MY Y A90mglET46% 2R Ly D
9B W% EHEX M D EBR37% 13 E L7z ELE~—2Y T
H28%%TFHY, VL FurB4Amgld/ss Fo g
“F FY T A0mgllS S Tk ASHGEE R 0,

(2) FLE LTI S DAL o RS A8 R 2 B T B
T REFEE L2 ZEERILBGEBICB VT, &
WOSREAFHH T 2 T ToOMEoPYfEIZ, VL Fa
U AmglET230H 2R L, 7T L REEDI63H & g
LA (p=0023) IR, V'L Fa v# 4 mgldSRE
DRBZEE SE7Y,

(3) IV EEEEEIIBIL IR EARE L
THEEMRILERBEICB W T, SREEBEGIE. VLK
OV AmghEC33% %R L. 7T RHEDI% & LK
LCTHE (p=0021) 2%, V'L Fa 8 4 mgliSRE
DFEHE P L 720

18. EhFEIE
18.1 fERAE
VLR rBoFWINHEER O E 2R L BiEiEo
THE NV AFEY RUKRREY ThrEEZOND,

18.2 &AHIVI 7y LMAEREER

FUORME - BRI S v s 2 W22 R e & 3 2Dk
REAN YT AMIEETFT VI L Fa vz TS5 Lz
LA, HEKIEICIE AV S ARER KT S5,

18.3 BIRINPAEIER
VLB VBIEY Y AEBERARRIIBWC, £y
LEHHRERNC L B~ ABEBREN SO NN Ty Ll
FEEAERCHET 2, VL P o VBRI I &L OV i
TN O b A 75 VIS B4 BV M ZE % B3 2102,

19. FRIERMCEE T B IB{EERFR
—fikEYREs - VL Fa YERAKAI (Zoledronic Acid Hydrate)
£ % 4 : (1-Hydroxy-2-imidazol-1-ylethylidene)
diphosphonic acid monohydrate
: CsHoN,O;P, - H,O
1290.10
AR ORREORETH S,
7K+ 0.1mol/L3i FE X 1%0.2mol/L¥i L+ b 1) 7 A
BHICHETICL, A8 7=V iEn s ) —)v
(995) IZIFE A LB T v,

?
?

S
SEfEn B

kS
0. OH
°P
—
Gl
NN
P/
O//

“OH
* Hzo

OH

“OH

i3 = R239C  (531#%)

20. BURW EDEE
20.1 SERFE D720, SR E CHE L2V &,
20.2 DFOHAEIEIHEHL AN &,
- AMEN R A SR RN AT HE AT DN DG
- R SEEATRN TV B GA
- VEIRZ O MR RO SN B W6
C TARERD Y =V HBEAN TV B EE

22. 9%
100mLX 148 (75 AF v 78Ny 7 A)
100mLx 548 (79 A F v 78Ny 7 R)

23. FEXHK

1)V R ZEFHE 4 mg © EN B i BB 53
g (20044E10H 22 HRGE. WG A AT 2EA~3.1.(3))

2) VA ZESHK 4 mg ¢ BRI X WV 2y AdGEBE
BB ENE (20044510 H22H K2, HI a5 & RHE 2
~32.(1)

3) VA Z I 4 mg ¢ HESMEMES T R B I BT 2 Y
g (20044E10H 22 HRGE. WG A AT 2EA~31.(2))

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

5)V A Z IS A mg ANV Y AMIERE 2R s L7z
RABSRE B IHTY v ¥ 73l (EPNRE1201) (2004
HFI0H22H KGR, HREEREE 1 .1.2.(3))

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

DV AT A mg © EANVY T AMIERE 2% s L7
PRARBRISGRT 25 TAH S X 0 o ok MR 2 A1 — T T e )
HwGRER GiEdh3BR036,037) (20044E10H 22 H K72, HIGE
TR 1.1.2.(2))

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

9) V' A ZIEHIE 4 mg : CGPA244611: 1 # D FLHE B ik B H %
R L L7 T HE MR LEGRER GREFR71501) (20064
4 H20H A&, CTD % 2 & 2.7.6.4)

10)Rosen L.S. et al. : Cancer J.2001;7(5):377-387

11) V' A & 4K 4 mg © FUR IR R L s e S %
ML LA N S o o fst By 2 b — & 5 Ml
e (GRERTE77010) (20064F 4 H20H 7&K 58. CTD %

2R 276.4)
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) V' A Z SR A mg © WiV T R EE LR E LR
MAH T 7 ARt B 2 AL = S B MR R IR (GRBTR
5039) (20064F 4 H20H K72, CTD #5 2 # 2.7.6.4)

15) V' A & {5 4 mg © in vitrofi BHIRBICB T 7R b=
AHEAER (20044F10 H 22 H KGR, HETEREE R.1.2.(3))

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

17) V' A & 4R 4 mg © HFARMR - BIFIRIRIEH 7 v Mi2B1F
51,25V Fa$ s 3D, (1,25 (OH) ,Dy) %
5V WGELS T AR (2004410 H 22 H KRR,
A EREZEAR.1L.(1))

18) V' * # {E4HK 4 mg : in vitro~ 7 ABHBIE BV > 7 L ibEdE
FHEVER (20044210 3 22 H KGR, HHAHERMESER.1.1.(2))

19) V' X &350 4 mg © W5 Pk 8 23 % 1 MDA-
MB-231/B02t h FLiEME O B fizf € 7V (20044E10H 22

HARGE, HETERESEAR.1L(3))

20) V' A & ESHR 4 mg - RSP M3 2 7B 5T2MM
TR O €7V (20044210 H 22 H KRR, HEHE
BHEZ R 11.(3))

24. XBFKRERVEVEDHOESE
A7 DT 4 TRERSH AMER T ) -5 A Yo
T112:0006 HUGCHSSCHIX/NA T 4-2-8
TEL 0120-265-321
FAX 03-5840-5145

26. HERTEEF

26. 1 BOEERZETT

IADITAT 7 HEHI A

BRNNEEAHEBEIUTBE 188 295

A2201



