% 202247 7 HYET O 1L, ADREZE S, HILZS)

5 HTs B B RS0 )
WIS, Ly SR
55t hO SR

J7-erY#ER ImgHK|
J5-eHY#ER 3mgHK|

Granisetron |.V. Injection

BF & SR
AR - 34
) ER—RMSEOMTRICL YT L

AFXEEERDEES
872391
1mg 3mg
FESES | 22000AMX01674 | 22000AMX01675
ARCRAta 20084114

2. BR(ROBHEICEBELLEVNI L)
ARHN O WA UM EE O B O & 5 B

3. #HR% - MR
3.1 fHRL
Wi 4, 7I =t baVEER | 7T =& b a U
e Img[HK | 3mg[ HK J
2 (155 ) ImL 3mL
H7T7 =k ba i
x| YR 1.12mg 3.35mg
B(rFs=tkrar& (Img) (3mg)
L)
R T T A 9mg 27mg
T o H AR 6 7 (3 R e e
WE TN i i
3.2 A O
Wisa s, o= hu YEHER | 25 =% b o s EHER
e 1mgl HK | 3mg[ HK J
Al A (BT ~ T L)
PEIR AR 78 O
pH 5.0~7.0
1805 T ke (AR P A3 w1
W29 % M) "

4. EERIIIHR
ORBEMERR (O X757 F U H) BERVKSHRBHICHD
HAEREERK (Bl MEM)
* OM R OHEILIRER (Bod,. MEMH)

5. MEERIHRICEET 2EE

5.1 AKRH & PUBNERESH O 512 0F 9 AL EHEIR CELO, TER:)
WXL TH S 2560, SRVIEG, WEAYE U 2 Hri v
W (S AT FF V55) OBRGIZMVERT 52 &

5.2 ARH % BUMBIRES 2 AE D AL EEIR CELG, M) 1253 LT
BT B3, WG, M3 U 5 40 5 B R BT
HEGPEICIR D 9 5 2 &

6. RERUVAE

EBEMEER (O 2T 7 F 2 F)RE(CH D HESRERK EO.
MErt) )

BN ol RAICIZZF S =k bta e LT40ug/kgzl1H1
FIEHE I EEHET 50 B, Eil. RIS X D BB
T 505 FERDPYE SN WA, 40 u g/kgZ 1RIEN
HE5TE 5D,

Nl NRICIE S =k ba L T40ug/kg®1HL
R 50 BB, FE. ERICE D EEIIET 5 A
FEIRDTLH SN WA I2IE, 40 g/kgZ 1RBINRS TE %,

(REHREREH I S HEBRER (B0, Er))

WA AR 9=k bu vk LTLE40 u g/kg % MG
W5, 2B, Fis. ERICEVBEEMET 2, 72770, 1
H2E$5-F L35,

* (fiT DHEILERER (B, IEM))
ME. RAICIR Y I =k ba kLTl lmg% 8 d 4
WMEHET 50 B, ERE. ERICK D BT 5, 72720,
1H3mgF T& 3%,
7. BERUVHEICEET 28
7.1 SRR G IS AE O HALZHER IO L TR 9 2 5613, 1
SRR G AT IS SR EHE T S0 . I AL A A AL IR
DR 4 B IS (TBI : Total Body Irradiation) (£ 9 AL
FHERICH LTI 2561, #5402 HEZ L
T 5,
*7.2 MiEOMHLEHERISR LTS 25613 BET LM
NEEZE L, M oiligto@E s 43I v 7 TS5 35%
Zk,

9. BENEE+*EII2REICHTIEE

A BHHE - BEBREOH 2 BE

9.1.1 HLEBABEEDERDH 2 8F
KI5 HBIEE 151279 2 o RO X 0 LS
BEIOKTARH S5 DLNLE I ENH 5L,

9.5 1F1@
BB EOFRMEDSEY: 2 B 5 &S5 AI0 AR
54z, IR L CEERDMZES (5> b, 0.1~
6.0mg/kgfz F). BROWEERMES (5 b, 0.3~
9.0mg/kgitil:. ¥ F. 0.3~3.0mg/kgifitil). JEEM L
BAMPG (5 v by 0.1~6.0mg/kgi T) D& RERIZ B W T,
MEHED LG RE. RIHRIEDRE - AR ISR % < HH
HdHHELNEoT, V2

9.6 ®ILiF
HHLEOGRME R O RBOFEE 2 ZE L., Lok
IR E T2 2 Lo BAFOT v MIHCEREZ 7 =%
b VIREEE3me/ kg BRI G- L, FLIRICIHZL & 2 72 B
DAROE (FitE2ECHNEW) hoOREEEZME L 25,
HEHREDO.S5BU T TH oz, P

©

9.7 IRBFE
RBMERH (O 277 F 2 FH) 5S35 HERERK (Bd.
Ent) )

9.7.1 K AMKREIE, FHAER, FRE G E Lz R RBRIE%E
i LTV,
* (SRR T S HIESRER (B0, Bt . R OBEILERE
R (&0, Er))
9.7.2 NREERG L LR RBIIERL TV v,
9.8 S
FERORBNCER L, HERERICKS T2 L,



10. HE(ER
10.2 AR BHRICEE TS &)

ESEE BRAREIR - #5185k | B - bR T

o b= AAERSE o b= VREBERECR | a b= JER DS

BT b= VHIY (%2, B BE. fIET BTN

SAHBHSER (SSRI) Gl FEL B M |H B

to b= V7 FL|IR, R, I4+270—

F ) VIR AARBLER | R A DS DbRD

(SNRI) BENDD Do

MAOFEH] %
11. BMER

KOBWEHDSH HbND T EDHDHDT, BlEL 51247,
HEDNRD SN HEIE RS 2 hIET 5 % EHY) 2 ALE %
192 &,

1.1 EXEEIEA

N1 2avy, 7r747% 5 — (O FRLHFEAN)
Yav s, TFT45F Y- UREEK SR TR R,
W R EE, MEAC TSR 25 S b b L OHEND 5.

11.2 ZOOEHER

0.1~2%Aff BUEEA
BIBAE 55 Jek
FitiER AR WEV, G
jERaSn; SR
ek YA SN Y
- AST(GOT), ALT(GPT) L340
B e AT A 5
Z it JEM, EOERRE | B

14, BREOZEE
14.1 ZHBRESHOZE
AH 2 FET 2 %EE, IR G T2 L,

15. ZOMOEE

15.2 FERREREABRICE D < 1B

15.2.1 PAEM
< AKT v M2, 5. 50mg/kg % 24F B RR O 5 L e
BB L7720 7 A TIE50mg/ kgl o M THMABA A
50mg/kght DM THAMBIIE D MA AR b7z, 720 T v
b Cid5mg/kg Pl E#ED i & 0N50m g/ k g B o e C Il e g 5
OEMABH SNz LA L. Img/ kgt (KR HE 02565124
W Z)TIE, YT AKRTT v b &SI EE o8 xR
DN HhoTlz,

16. EHHE

16.1 MepiRE

16.1.1 HARANICH T BB

(1) BEERASERSY
B A 66117 7 =% bu vk LT40 u g/kg% 30541 Tk
Eﬁﬁ;@ﬁ} 720 MUAEVP R 1 SR TSI S 2 R L. BLER2M
PRI 2o

EEacn -4 Cmax tie ff AUC Vd
(ug/kg) (ng/mL) (hr) (ng * hr/mL) (L/kg)
40 19.48+6.05| 3.14+1.20 | 63.06+36.54 | 3.30+1.22
mean = SD

(2) HEERIRAIRSS
A F1IBIC 79 =k ba v & LT40 u g/kg% 2455 [ 50 i
Wg;‘éﬁfbbf:o MAE RS H G125 Tl mfHIZIE L, LAR2HITEIC
WHE L7,

b Cmax ti2 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 SEIAICE T BEHED (BE)
Wk AN I 2 (2~167%. 36F)IC7 I =t ba > & LT40ug/kg
%3050 THFIR Y S 35 U 720 ILSE PP i 2 U3 0 T I S e s il
ZR L7z (BB ORMBEE AR 5 720, HYBEFK /5 2 —5
Ll & R - IR TR L) .

P Cmax tz AUC Vd
(ng/kg) | (ng/mL) (hr) (ng * hr/mL) (L/kg)
43.1 5.63 185 1.34
40 (14.3-276) | (0.9-21.1) | (43.7-781) |(0.541-2.71)
n=36 n=27 n=22 n=22
FAil (/-1 k)
16.4 3
16.4.1 REBERALY
JHF- ek

16.4.2 REHRERY
75 =t b VG K OB A F VAL DR & 2T
BRI OKIBILTH B,

B WiIES

E MFIZu Y= 2%\ TIT ko 72n vitroidBROFERTIE, 77
=t b u Y OFFRTAOKEALL ON-B A F WAL DR H 1213 P450
(CYP3A) BG83ty ST %,

16.4.3 ReXEH°
JRAPRE L, 7T-hydroxy D ERER K M ERIAETH D . NI~
desmethyl . ’NV1-desmethyl d 588 172,

16.5 Bttt

16.5.1 HEMERALY
F R PR Mo

16.5.2 Hitits

(1) BEEIRA=ERESY
ERER AR 166112, 7=t ba & L T40ug/kg% 30571 CTHi
MR R G L 7B O R bR 2 G L 720 ZOfE%R. 79 =+ tu
Y OTHPEERIIL T O LB THo 72,

¢ (hr) | 0~2 2~4 4~6 6~12 | 12~24 | 24~48

Pt 7.6% 2.1% 1.9% 2.1% 1.8% 1.0%

(2) BEIERARAIZS
BRERAT F1IHNC 7 5 =% hu v & LT40 u g/kg % 250 213 T
BRI G- L 2B 0481t  CoORTP 75 =& b o VPRI
11.04%THh - 7z

17. ERERAIE

17.1 FsERUREM(CET 58

17.1.1 EHEERIFREML O

(1) RADBRRE
T MU0 K O B R R 12 OEIR D E B Y TH B,
PUEPEREG A (EE LTI AT TF )G D FBLL 7280, T
Ly =k by LT40ug/kg® HilHEL 22 2 A, A%
R (HRIU L) 1386.6% (71/8261) Td o 720 F 7=, PrlMEifsgH (3 &
LCYATIF ) %EG3008I1C7 9=t ba & LT40ug/kg 1
TEHE L 72358 oW (BRI L E) 1383.3% (100/12061) Td - 72,

(2) NROBAE
— IR R OBEIZ KD E B TH B
PUEMEESH] (R LTV AT IF ) HEG53008IC 7=k tar &
LT40 u g/kg% HiGHEL 72 2 A, FRWRMEMH: 4 L) 1373.0%
(119/163B1) TH V. F 72 Axh (200 BLA) 1£85.3% (139/163
Bl Tdho 7o EIMEHIE. GOT A3, GPT LA20:. HFHerEEH.
YWY MRS SR OERARIETH - 72,

17.1.2 WS ERE BRI
— IR R OBEIZ KD E BN TH B
R4 B RRET300BTIC 7 9 =k b r v & LT40 u g/kg® MIHEHE
L72e 2 h, HREHRMEH:2 L) 1354.4% (37/6861) TH VY. T72. A
#yE (a2 BN 1377 .9% (53/6861) Td - 720 BIVEMIE, i b
Vo MK WFEREREEZ . ) vosERIEA . HERIEA . GOT EA-.
GPT EHEOEY VY VME ERADBEIMETH 5 720

18. EExhEIE
18.1 1ER#F ‘
18.1.1 RES A& T 2 HF0MHD
F v PUTEIVE Y MRIEERZ VT, FHEZERICHTL7 5 =%
ba UERBE OB ARG L 2 A, ¥k ba VIid5-HT%
RIS L TR TE W B 2 /R L7248 (K7MiE=0.26nM) . 5-HT)
(5-HTiay 5-HTiscy 5-HTic)s 5-HT2w K283 ¥Doy 7L F Y &
a1 0RO B, RV IVTEEY, K270 b F T VBRI RS 3
YHiv FEFA Fu. k RO 6 OBZHERICHHT 28Iz AL
T8 LR H o 72 (K7 >1000nM) o
18.1.2 5-HTEHER®RIRICXT§ 2/ERY
5-HTIZ & 55-HTyZ Bk % A L 72— @ D450k (von Bezold-Jarisch
reflex) [ 2 1EH 2 MEES v PTG L72E2A, 9=k tuy
YRR L & o UG 2 s ARAE I LS B0 L 7
18.2 HEMIEEHIERAEM O]
18.2.1 Y A7 5 F L FREHOMEF . 1®
TJxzly MIZI=tbu VERIEEZEHEL, 150 RICVATIF
10mg/kgZ i L7224, 9=+t ba ViEEE0.5mg/kgbl 1T
Wa I [ B D A7 58 7 9 I O -5 AR R ) 0 A 3 7 HE R S50 B 7z,
18.2.2 Y A7 T F L EEFMEM (I T 2 HIMAER
Tzl y MY ATIF 10mg/kgk B L, A4 ST, 7
S =t b o V0. Sme/kgZ HHE L7 & 2 A, IEHIZ %5308
DI B S 7z,
18.2.3 RFVILESY L E27OKRZT7 73 FHBICK 3FREM IO
TBEART
Zxly MIRFVIEY Y6mg/kgk ¥ 7 UR A7 7 I F80mg/kg
ZHHET 3070 K OB05 R o2, 7T =& b o IEEE0. Smg/kg
EEHELZZE 2 AL MR O IR B OMEH R O LR 25520
n7z,
18.3 HSHHREBS AR DN
18.3.1 W5HEL B B FHREM (CXF T 2/EFAY
Tzl MIZI =t bu UEEEEEE L. 155 % IR 4 & i
BWEiTo72L A, =k bua YERE0.05mg/ kg b THEM: ] %
DA IR e ORI IR O A 2 HER AR b7z,

19. BRI CEIT 2E{EZAE R
—hgEEFR © 27 =+ b v Ui (Granisetron Hydrochloride)
{24 : 1-Methyl-N-(endo-9-methyl-9-azabicyclo[3.3. 1lnon-3-yl)-
1H-indazole-3-carboxamide hydrochloride
SF : CisHaN,O - HCI
PFE  348.87
MR - AT H A~ RGO K IR0 H 2K TH %,
AIFIKICETRT L AF 7 = IZRREITIT W,



EEBER :
CHs

|
N i

~ |
‘N H
NH ‘

0 H
Bl #9291°C (U3 1#)

22, @

(7 =+ bA>ETEImg[HK])
ImL[10% (HF A7 ¥ 7))
(J5 =+ O ETHE3IMg[HK])
3mLII0E (o A7 > T IV)]

23. EEXW
1) Baldwin, J. A. et al. : 25§ & BiIR, 1990 ; 24 : 5043-5053
2) Baldwin, J. A. et al. : J&8E L BEIR, 1990 5 24 : 5055-5069
3) Haddock, R. E. et al. : JERE &L EER, 1990 ; 24 : 6821-6843
4) BEATEZ A ¢ EEPREEIE, 1990 ; 6(Suppl.5) : 25-34
5) /IMIREFA ¢ ERPREESE, 1990 ; 6(Suppl.5) : 3-24
6) /IMIHRE Tl © ERPRPEEE, 1990 5 6(Suppl.5) : 35-47
7) BRI E T O AR BE S BT 23R (7 4 M) Vi
S 2000$7H3E|7¥<um Fﬁuﬁ’éﬂiﬁ}fff’\.z 2-1)
8) Bloomer, J. C. et al. . J. Clin. Pharmacol., 1994 ; 38(6) :
557-566
) Clarke, S. E. et al. : Xenobiotica, 1994 : 24(11) : 1119-1131
10) Ll ¢ BEAREESE, 1990 ; 6(Suppl.5) : 63-86
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1 ) W7 EH P BEPREESE, 1990 ; 6(Suppl.5) : 107-120
13) /J\)E?Ei*ﬂcb BUF 2 PUEMERE S A4 500 D L - g B i
uiﬁ)%ﬁ(ﬁ A MY OVES 2000457 H3HARGE, S &R %
.1
4) BB © 4 HORA, 1999 ;12 : 437-444
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19) 4= L XA RS 35 S8 -\ 23~ 2 /E (1 A4 b ) OV IEGHIE © 20004F7
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24, XEFEKERVHVEDESE
eI AL R HGR
T111-0024 HEHEHRIX 4 H2T H119157%
TEL 03-3874-9351
FAX 03-3871-2419

26. BOGHRTEEES
26.1 SOEERTIT
LRI R A
FERRAHIX 42T H11715%

H2CC



