20244E1 AELET (55100
B 0 SRIRORTE

BRI - 34

BAEEERSEES

5-HTsZ B HEH R &
752t bOVIERIETHT

3D simeiE) (v 3mg/50mL Nk
D 3_CFD sz v 3mg/ 100 mL Nk

Granisetron for 1.V. Infusion Bag 3mg/50mL-3mg/100mL NK

IS, L7
) RSO L ) BT 5 2

872391
3mg/50mL 3mg/100mL
AGRES | 22400AMX00437 | 22400AMX00049
BR5cRAtA 20124E7H 20084E7 H

2. B2 (ROBEICEBELEVIE)
AFN ORI LB BoE DMEAEE D & 5 B

3. fERK - MR
3.1 #HEL
W7e4 GE % TR
1 4% (50mL) HALF MY oA

VARl s Ity
WOEEON T
3mg/50mL [NK]

rh
=+ ;@ ¥ |450mg
i g |7 VBRI
77 =% b0 ribmg
pH FEiH Okmeft+
MUY AL )
SN (Al N PN
+ @ ~{900mg
= 7 LY
7'J =% U r|6bmg

VA 2= =
WO N 7“<
3mg/100mL [NK |

L LT 300mg) |pH #i#H OkEgft+
RN 13)
3.2 WHAIDOHIK
1ZE LI
WR5e 4 pH PEIR (R AR
X9 5 k)

7=+t uyE|50~70 [0 B 0)09~1.1
L AN i
3mg/50mL [NK]
7=+t uyE|50~70 [0 B 0)09~1.1
WO Ny i

3mg/100mL [NK/

4. ZHEERIIZHR
RBHEES (V2T 5F %) BERURBSFHRBHICH
JHEBRER (FeD. MEn)

5. AEERIHRICEET BEE

5.1 AH & PUBMEMSE A O 5120 S HALEHER CEL, TR
M) A LTS 235813, B ED, WA U 550
B (AT 75 248) ORGICRYEHETEZ L.

5.2 AH % BTHRERST PR D PLEER (G, MR (S
LT B33, M, WEE U 5 40 g
FIEER ISR AT B 2 &

6. AiERUHE

(ﬁ%ﬁﬂii%}ﬁﬂ (P RTIF %) HEICHES HERER (B
o, TEH
WA EE, RACER ST =k barE LT40ug/keg %
1H 1 RAEETET 5. 2B, FEh, AERIC XD 88 E 5 R
T LA JERDELE SN2 WIEEICIE, 40ug/kg 7 1 58
5 c& 5,
N EE. RIS =k b LT40ug/keg &
1H 1RSS50 2B, FEl. RIS XD @I
T AN ERDTULHE SN AT, 40ug/kg 7 1 138
x5 c& 5%,

(SR RS S S HIESREIR (B0, MEM))
B, AR Z =k ba e LTI M 40ug/kg & A
WEHES 50 B FEl. ERICE D ETHKT 5. 7272
L. lH2m#5FTET %,

7. BERVASICEET 23
WS FRIE S AL S AL BRI L TR T 235813, It
SRR SR IC B EHE S A0 B 3SR A i AL i
B DI 4 ST (TBI : Total Body Irradiation) (21
I {HALEHER IR LT 2 3560, 504 HIE
FH®RET D,

9. HENE=Z2FIHBREICATIER

9.1 &HHE - IEEZEDH 5 BE

9.1.1 DliE. BIRHBIZBEREDOHZEBE

(HEAERICET 538
PEBRIMLI R 2 B3 2 & A S OBRICEIEZ 2003, JERADEAL
TELBENDED S,

9.1.2 HItERBEZDERDH 5 EE
AN GRS % 10247 T Lo RFOEGI2 L Y HL
FEHOETEHObNLEZ DD D,

9.2 BEEEEE

(EERERICET 3EE)
Ko HALF VU A 0BMBEGICH D 9 L RERDTE
1t 5BZNNH 5,

9.5 1117
B EOFREDEHMEE Bl % & HE S DA ICDA
P59 52 Lo MRURET R OERR S (5 by 0.1~
6.0mg/kg B2 F). BIEOBEREMES (v b, 0.3~
9.0mg/kg BHE. V¥ ¥, 0.3~3.0mg/kg i#E:) . FEH
B OFFAIBS (59 M. 0.1~6.0mg/kg 2 F) D%k
BT, MEHEOARE. KR OFRE - AGlrEICE
37, EHEL AN h o7z, V2

9.6 BRIl
HH ORI REBOFEEEZERB L. BALOHK
oIk AR T A2 8. BATh DT v MIUC B
I =+t bu U 3mg/kg #EIRASE G- L. FLIBICIHFL
SEBOAROYE (A zELHNER) T oBE %l
ELZEZA, BE5ED0.5%UTFTHo7z, ¥

9.7 INRE

(ﬁ%‘l&*ﬂifé{)ﬁﬂ (P RTIF%F) HEICHD HERER (B
. B

9.7.1 EHAMAKEN,
FEhE LTV R\,

(HEHERE (S 5 HERER (Ed, Ert))

9.7.2 /MEEEG L LZERRABRIZERL TW v,

9.8 SiHE
FIEHOFEINERE L, EEICEG T2 L,

10. HHEEA
10.2 HFRZEE BRAICEE TS L)

RG-S

P, FLURE R & L2 BRRER I

Wiy - febiE T

o b= RS
ERWEL T b=
VALY A AR

o b= UHEMRERE
(R, . B,
$EL. FEE. BT,

o b= AR
Wiy 2 B2 hh
%Z)o

EF#l (SSRI) BR, IR, I 42
ta b= a—X A5 BH S
7 RFLFY Vb BZERLEDH
WY A A FHEH %

(SNRI)
MAO B £ #|
A

oF

1. BMER
ROBWERDH S5b b 2 Ehdh b DT, BigtE 54T
WV, BEDSED SN EIIE G 2 kY 5 % Y %
WEAITH T &,

1.1 EXLEMER

N1 2avy,. 7HF7147%2— (TN HEERY])
Yav s, TF74 9%y — (FHEEK FR. MR
&, PP R, MEC TS 5 bbb L OHEND L.

1.2 ZOtDEIER

0.1~2% i BB
B 35 FEoR
Wt | AR HFE v, b
B LR




0.1~2%Aifi B
ks fiifs, B o0& | T, B
AST. ALT F&%
TP, O T B B W A fE
FH
Z DA FEEL, ALK | BIREIAL

14. BRALEOEE
14.1 EFIFAREFOEE
14110 ROEGEIZIBEHLEZNW &,
CHMEDSHIE L T & ERNICTEE SR SN b &
%O
- NBWDSHLIITREBE LTV D & X,
14.1.2 BREHH L AW &,
14.1.3 BAHOWHKY IBIZOHRE LTHHTAZ &,
14.2 EFRE5HOZE
BEOKRFICL 5 EIERTEZYUTTHI L,

15. ZOMOEE

15.2 FEERAREABRICE D 155K

15.2.1 PAEM
<7 AK T M1, 5. 50mg/kg & 2 AERIREIHR G LAk
WERE & BB U720 ~ ™ A Tld 50mg/kg B o HE T H-HIHE A
A\ 50mg/kg T OMECIFMIEIRIE OB A A N7z, %
7. 9 v b Cid 5mg/kg YL EBEDHE R O° 50mg/kg T O
TR IES DB A Sz LA L, lmg/ke B (I
RO 25 MY $5) Tld, <7 ARYT v b EBIF
LIRS OBEINEFRD SN o T2,

16. EMEE

16.1 meiRiE

16.1.1 BARAICH T B E

(1) BEIERASERSYS
AR F6BICT T =t ha & LT40ug/kg % 30 552
TR LIRS U 720 MVHE P BE A A T IRR LS dhe o i 2
AL Pk 2 PRSIk L 72,

2 16-1  H IR S 5 - e D SR B R 1Y 7 2

ELaEn Ty Cmax tiz élgc vd
(ug/kg) | (ng/mL) (hr) hr/mL) (L/kg)
40 19.48+6.05| 3.14+1.20 |63.06+36.54| 3.30+1.22
mean = SD

(2) HEFRIRPIRSS
REHERAB 11672k ba >y & LT40ug/kg % 2 571
P THIRNIR S U 7zo e BB 512 5 20 T il i
L. D 2 P g L7z,

216-2  HLIEEHR P45 - P 0 SR B R 19 7 2

ELacn Crax ti/2 AUC
(ug/kg) (ng/mL) (hr) (ng * hr/mL)
40 42.77+22.33 3.18+1.57 64.99+39.60
mean *+SD

16.1.2 HEANICH T BEE" (B3E8)

R NNBHRERE (2~16 7%, 3661) 17/ =thark LT
40 1 g/kg % 30 73 A THEIRIN RGP G- U7z o IUAE rp i BE 1
TR TR R L7z (R OIRMBEH 2SR 7% 2 720, 3
WX T A — F I EP il & iR/ — IR TR L 7)o

#16-3 WORARNBEZIZT I =% ba > 40 ug/kg & 30 551
HHE U722 O BB REZRY /¥ T X — ¥

BR[| Com e e vd
(ug/kg) | (ng/mL) (hr) hr/i‘lL) (L/kg)
43.1 5.63 185 (0152%—
40 (14.3-276) | (0.9-21.1) | (43.7-781) | "%
n=3 n=27 n =22 T
Rl R/ — k)
16.4 X5
16.4.1 {REIERHLD
JFF- ik

16.4.2 fREHERY
79 =+t bu IR OB A F LR E 20 ERRH
BHEHERTMOKBILTH S,
L MFEIZav— 2% HWTH %o 72 in vitro REROFREFR T,
77 =% b a O EFBRTAOKEILKE O N-i x F VLo
121X P450 (CYP3A) OGS #E SN TW5S,

16.4.3 Rep{\E4°
R L. 7-hydroxy O#ERER K OGRS ETH D M-
desmethyl & U8 NM-desmethyl #8057z,

16.5 HEittt

16.5.1 BEittERAL®
F 2 HERE R (3 i

16.5.2 HEits

(1) BEEARA = FERSY
HERABTF 6/, 9=k bor: L T40ugkeg % 30 %
DT CHEIRN SR 5 L 72 B O SRR R & W) L7z & OGS,
7=t by OFHPEERIIDTO LB ) TH -7z,

2 16-4 LIRS 5 5 O bR D R

WFTH 0~2 2~4 4~6 6~12 | 12~24 | 24~48
(hr)
PRI | 7.6% 2.1% 1.9% 2.1% 1.8% 1.0%

(2) BEFRRESY
BHERAB 1By Ik ra s & LT40ug/ke 49 245
BT TR S L 7B A8 R TORM 7 =k t 1
HEEERIZ 11.04% Td - 720

17. ERERELHE

171 BHRORLEMICET 25k

17.1.1 MEMIEEFIFEREM DM

(1) RADRE
T E M ERGRERO [ 0N R R IR 12 O IR D E B Y
Thbs
PUEMIEER (EELTYRATIF V) HKEICIVEBLLE
Lo MBI L7 9 = ba o & LC 40 ug/kg % PUsEHE L 72
LA AR (BRLE) 1386.6% (71/82 1) THhol:e F
7oy PUEMEESA (EE LTI AT SF V) %5 30 5Hic 75
—kbturk LT4A0ug/kg & HHEE LA OEME (B
PIE) 1383.3% (100/120 B1) T o720

(2) MNEROBHE
— R OMBEIZROEBY TH S,
PUEMERES A (& LTYATIF V) #5300/ T =%
Fa v LT40ug/kg 2 0HMEHE L2 2 A, FRHE (2
L) 1373.0% (119/163 1) TH Y. Tz, AzhE (i 2 [
M) 13 85.3% (139/163 #1) Td - 720 EIMEMIZ. GOT E£H 3
fE. GPT L5 2 fF RS, U Le Ui LS, BEBERY
R H 1 ETH - 720

17.1.2 F5HIREBE A RIEA OINE]
— R OB IXROEBY TH S,
WS4 S RRST 30 0RTIC 7 S =k hr v & LT 40 ug/kg & M
WEHEL 22 2 A, bR (72 L) 13 54.4% (37/68 1) T
HO. Tz AE (EH2 FLIN) 1277.9% (53/68 1) TH
o7 BIEMIE. Mg b Uy AEF IFEBERIE L. ) 2R ER
A HEREA, GOT Ldh. GPT LR Y Y VE Vi EH25%
11 CTHo7z,

18. g
18.1 kM
18.1.1 BEZEFICXT 2HFEY
7 v FFENE Y MEEAREZ VT, FHEZHERICHT S 7T
=t bu BRI AR LA, Y=k buy
13 5-HT3 ZHRICH L Tidtid TEWBIRME 2R LAY (Kifi
=0.26nM). 5-HT:1 (5-HTia. 5-HTsc. 5-HTic). 5-HT2. F
NIV Dow TRLFY Y a1 a2 KO f. RUYIITEE L,
EruabFy VNI AY IV Hi FEFA R gy ok ROV S
DEZHEBIT B PRI L AL BD SN h o7 (KifH
> 1000nM)
18.1.2 5-HT BFH BRI T 2 1EH"
5-HT 2 & % 5-HT3 4k % 4 L7z —# 0%k (von Bezold-
Jarisch reflex) \Zx$ 21EH 2T v FTHRE L2 A, 7
I =k b u UL S o RS2 RS L 72,
18.2 HIEMIEE A RIEM OIF]
18.2.1 ¥ A7 5 F L EREHOMEH]1®
Jxly M7=t btu VERIEAFEL. b ARV AT
5F v 10mg/kg ZHiE L7722 A, V=% bu VIEEIE
0.5mg/kg PL_LCMEI: [l 55 0 45 5 70 9 A B OV I 58 AR IRE [ 0 A7
BRIERIFED NI,
18.2.2 Y X7 5 F U EHREH I T B HIrLIERT
7zl vy MY AT FF ¥ 10mg/kg Z##EL., 240 S8
T, 7=+t bu VHEE 0.5mg/kg Zi#HELE 2 A, B
P54 30 A LI HIH S vz
18.2.3 FXVILEY > ES/OKZRT7 7 3 FHAICK B EHREMT
139 B4R
Zxzly MIFFYLEY Y bmg/kgE Y27 0KRAT7 7 I N
80mg/kg % HHET 5 30 BRI LTS 30 r 0 2, 5=+ tu
UYEEEYE 0.5mg/kg ZEHEL 72 & 2 A, IR R B o 3% A K O IH:
HIRIE R OIER AR 7z,



18.3 MSHRERS FREH OIH

18.3.1 WERL B BHFREHICH T S/ER
TJxly MIFI =k o U EE L. 15 SR IR
BB EITo72 A, =k b u K 0.05mg/kg L
T 5] 5 D A 7 7 WA e O I 7 AR I ) 0> A 75 7 TSR SR
O HNTz,

19. B CEAT BIB(EERAMR
—WRBHR . 75 =k b o v KR
(Granisetron Hydrochloride)

1b%%4 - 1-Methyl-N- (endo-9-methyl-9-azabicyclo [3.3.1]
non-3-yl) -1H-indazole-3-carboxamide hydrochloride

5573« CisH24N40 - HCI

55 : 348.87

TR =k b o UEEE A~ oK O3B o
HIMETH Do KITHEITRT L AT —IVITRRW

FIz< v,
b

o ’

N ‘

~N
Ny
\ -HCl
NH’ ‘
;

BB R 201C (5H)

20. BV EDEE
BENO WL % RFFT 5 720, R E WA TV 283
B Lawnwz &,
T2, FEBEHER»IHHTLE .

22. ‘@

(5=t b0 &iEEE/N Y 7 3mg/50mL [NK])
548 (V7 k3w )

(=& b0 &EEZ/Ny 7 3mg/100mL [NK])
54 (V7 hNw )

23. EFEXE
1) Baldwin,J.A et al. : J&A% & R . 1990 5 24 : 5043-5053
2) Baldwin,J.A et al. @ Z&8 & EER . 1990 5 24 : 5055-5069
3) HaddockR.E.et al. : B & R . 1990 5 24 : 6821-6843
4) REATEZAL - FFPRIEIE 1990 5 6 (Suppl.5) : 25-34
5) /NIRETAE  BERPESE, 1990 ; 6 (Suppl.5) : 3-24
6) /IMIIRET-l : BRIRERSE, 1990 ; 6 (Suppl.5) : 35-47
7) BCR NN B R O NEEZ BT 2 MEE (A4 b
VOVIESHE : 2000 45 7 H 3 HAKFR. W& R~ . 2.2-1)
8) Bloomer,]J.C.et al. : Br. J. Clin. Pharmacol.1994 ; 38 (6) :
557-566
9) Clarke S. E., et al. : Xenobiotica, 1994 ; 24 (11) : 1119-1131
) YL Al RS 1990 5 6 (Suppl.5) : 63-86
11) = HAAW AL« BRESE 1990 5 6 (Suppl.5) : 87-105
)
)

=

MY FH 85 Al B RPE3E 1990 5 6 (Suppl.5) : 107-120
NSRBI BT 2 BUBVEIES A3 5120 S B - MR8
B RARHER (74 B VIESHE 0 2000 45 7 J 3 HAKRE, H
AR 1)
) BAREL—[RAl 4 H DR 1999 ;12 : 437-444
) Blower,P.R. : Eur.].Cancer.1990 ; 26 (Suppl.1) : 8-11
16) Sanger,G.J.et al. : Eur.].Pharmacol.1989 ; 159 : 113-124
) Bermudez].et al. : Br.J.Cancer.1988 : 58 : 644-650

) VAT T T VEREMAET ATEH (A4 M) VIR
2000 4 7 A 3 HARR, WEHFEEWEZ A . 1.1-1)

19) &8 X MESERSENCT 3 2060 (44 M) ViESHE

2000 4% 7 A 3 HAKR, HGHFEREZ A . 1.1-1)

24, XEFERERUBEWEHESE

HA LS & ERGRRE v & —

T 100-0005 HEHTAHXAON_TH 1% 1%

TEL. 0120-505-282

26. BERTRES
26.1 SGERRTT

RHREKRIIST
TVeFEFMAXEAET203F i1
26.2 ERSETT

$$ Bk R T\E 1

REBFRAXAOAN_TE1IETIS

GRN 11



