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Carbenicillin Indanyl Sodium o #F = Ex

B ok « A e KEpRRRE - EAEK=
EHEX-HE IEx
BT 7 4 — RS EEB IR

HR&EZ
AERTYRFEEDE RBELHE

Carbenicillin indanyl sodium (L\F, I-CBPC) iz,
T A~ ER LX< carbenicillin sodium
(LAF, CBPC) & indanol » = A5 LRI T, £
AHRERELYHRBIE LEFEFRR=Y ) Y Th b,

FEHYTONWT, ¥V AR, To b, vHF, F=a, 4
2RAWEE, Fo b1l ARIREEZEEE, T b
6 » ARAREBUERE, ~V X, 7y PEOIRGES
HUERBRET O TEORBERET 2. nEEEY
DREREKS TH 5 CBPC % X v indanol wzo\wT 3,
TOBREELIBETBECOVWTRR L,

EBEMEELUHE

1.

I-CBPC i, HEa/\W LEEADOKITEDT R T Wi
MK THS, CBPC ZHBE~UEEGDHR TKIT
EhDTBETRTV, BPCHET BRIV ThLNE
BKIZ TR LTV, Indanol 13 E GOSN T
K EbHDTHEFTLL, BPCHRET 2H 512 0.5
94 carboxymethylcellulose (CMC) /KAIKIZEE LTH
Wiz, I-CBPC Db L BERIZRDO LB Y TH B,

S
VAR _~CHs
CH+CO +NH * CH——CH C\
| \ -
co /C N CH + COONa
o (o]

aJ

Sodium 3, 3-dimethyl-7-ox0-6- {2-phenyl-2- (5-in-
danyl oxycarbonyl) acetamide) -4-thia-1-azabicyclo
(3.2.0] heptane-2-carboxylate

2. EBHE
< v 213 ICR &, 5 v M Sprague-Dawley 3R,

v FIIHARBERREY AV, BAKRERE C1EH
UEMHCHE Lic, MERITRE23:2°C, BT
5%\ AL, AR (v 25y b CE28, ¥
¥ CR-1 #, [E&HEH~<v 2z CA-1#l, 5ok OA-2
Bl BE S v7) EKIZEEICEBIRIE,

%3, 4 XNIMET, BCBEEOFAMITHITMEL
CREL, @RI 1A1E, »*3xERSR (CFE-
18 ; BA 2 v7i) 100g 1 iTIXERAR (DSR ;
FV U2 VEERH) 300g 5%, KiZEHICEBRI
i,

adEM Biivvyx (58H), 7y (58H)
¥ X (3.84~4.44kg), %2 (2.1~3.5kg) HILUA
% (6.0~7.9kg) IRMBRABYLAV, vV 2B
VT y MTOWTE, 8O, BT IUEBIRRO 3 &
EL, FRIE LCS5H/EBRET, 18 bII<I R, 5
v b ELHEHBZIOLEERL, EYRSE118~20kMIX
FRE B2 THKIEGE L, B#ER 7T HROBRELXT
VY, L1TcHFIELD-WILCOXON 1T X 9 LDso X EH L
720 B —iBid CBPC 35X ¢ indanol & LDsy HH
WHWE, 99 F, 23, 4RC2O0TIE, FRE5RE
Bl 1EFOTROKHE O B/NHFERE B 7o,

HaMEMYE Sy b (5BD) %, FRSBEEHIY
HEMEIOPT 3D V7o, Indanol I EEIIHEIT & L,

T, ERBEVUFEAWCIHLIEERL » A
R8RS Lic, #5813, I-CBPC £ i 4000 mg/kg,
2000 mg/kg, 1000 mg/kg, 500 mg/kg, 125 mg/kg, D 5 BY
B%, indanol BTl 600 mg/kg, 400 mg/kg, 200 mg/kg,
100 mg/kg, 30 mg/kg, 10mg/kg, 5mglkg D 7 BFEEL
L, fICKBKE T 0.5% CMC KBHEZES Licw
REZ 28507,

B|EHEPIE, —REROEZ, KE, SARERED
HEB L ORBEET- 0o ROBBEBIRR, A8 (&
7, BEOFM, WE (BIED, #iMm, &H, ¥ (He-
ma-Combistix SREAE—HZA = — & =x#:), urobilinogen
(EnrLicH » Aldehyde KJ5) 5L ORI (BEMSEN
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BE) ThHD,

BT ERAIAR AR B 23, Bk T & L
7o B%HE sodium pentobarbital (i.p.) THE:L T,
KEBERIRA> >  heparin JLEBZESBE CHRIM L, —RIMK
WERTV, IDICERBR»OERM LT, mELD
BE L, autoanalyzer IZ X D EER{ILEMMA LT » 7o

MEFPOHEEEBIL, RMNRE, HIMIRE, hemogl-
obin & (Cyanmethemoglobin #—DRABKIN 1950)D,
hematocrit {# CEHIE RERBHEDLE—Mc GOVERN 5,
1965)2, S L VUMKB TH 0, BERIECEHRAEEBIZ, @
g (HorrFmaN Z51:,1937)%), MARRFEREFH (MARSH L,
1965)4, alkaline phosphatase (KiND-KING D MARSH
S, 1959)9, GOT, GPT (RertMAN and FRANKEL
, 1957)8), HEEB LU bilirubin (JENDRASSIK and
GROBZ 1, 1938) 7, #3878 Hl & (WEICHSELBAUME, 1946)%),
albumin (HABA Dye 3£, NEess 253, 1965)9, globulin
MBERAERE—7V 73 v &), A/G (albumin, globulin
e, sodiumds X OF potassium (JFKH:, HAAGEN-
Smit & Ramirez-MuNoz #:, 1966) 19, chloride(chloride
meter 3, E05,1966)10, #4 cholesterol (LEVINE and
ZAK H:, 1964)12 TH D,

BREHMIELTHHEL, FEHBOBRELLUICE
BHIEARFTV, 10%+v< ) VIR TEE, 8574 08
%%, hematoxyline-eosin THufa L, JREMHEIEFAITHR
AL, BE LS, OB, Mk, P B, 5%
BE DRBE, RMOUR, RUEF, FRER, B, T EERB X OH
TiE, B, RRLEM, BINER, METIISE, FETH
D, WREMSEACRE LB, DL b0
%C, RIR, KB, KPR, ®#E, H, BE Peyer i
Zaits), BRAKY Vo8, KBS, WE, HEER B
PErs L O R (EOBEIFIREL L) Tho,

B’MESE AWy b, EREHSICHRERES
MM U, BEe » AL L, SEHEMISITS
D& L, FOHE 1.7 I-CBPCo &2, 3000 mg/kg
1500 mg/kg, 800 mg/kg, 400 mg/kg, 100 mg/kg © 5 B¥
&L, HEBKEEE LICHREIEZD S0, #5
3»HAHE (38 WCEAEHMES LD, 6 » B EICEA
& U CABH IO T 22 BR Lic,

HHEBYE <7 2Q0~158R), v bQ2~19BF

# vy, I-CBPC BT, v v 23000 mg/kg, 1000 mg/
kg, 400 mg/kgD 3 BRE, 5 v b T 3600 mg/kg,1200 mg/
kg, 400 mg/kg » 3 P& L L7-, Indanol B CiZ, 5 v
MZ 500 mg/kg, 100 mg/kg D 2 BFEE L, BV ¥ FIC
L VEE Lic, 1E0ITHERKZ 22130, 5% CMC KIBHK
BRELHRBEL D 517,

R E L REERPCORTAMRAL-BAER O B &

L, &3, <Y A CRER7H»H12HET, v b
TIRERIANDI4EE T, Th¥h 18 1EESE6 H
&5 L,
BRHESERFPCAEEL TV DD S5 H 9 ~17)L
%, © U R TRIERISHIS, 5 v b CidERE21HC, &
MERR I TR B Lic, FECINEE, SFBRFONK, &
EBIUNE (OBAREXEL), HEBREBREORKOR
B LbNI, BTV VYt LB ERELR
TOWT, BREE, LEETESIUBRERYEHE
Lo

BRE 3 ~ S LZARSBS B, FEFOREREIZS
WTLEE LI,

2 B O &

1 2iEN

TUR, Twb, UBF, 2a3LL014 2D LDs
(%7212 LD {#) % Table 1 1Z7k L7z, I-CBPC <
2, T v MEO LDso {HiZ, 11T 4500 mg/kg TH Y,
U4 FIT 3378 mglkg ROH 545 L HIEH A B,
2% 500mg/kg, 4 %13 1500 mg/kg # RO 533
CEHAYRIL, TOoABUEAERELTY, BHOX
HHFFENI A BRI D - T2,

BOLBHRABRTHERE LT, BREBHOKT,
W5, HiEN < 2, Sy b, vHF, 23, 4%
CHBLTAHRDR, %3, 41 XTRREH, Y92, S5v
b, OB FTRHTER, KETR, 7/ ~4, v v
2, v FTIIERERERR bR, FoMEITKE,
THRICHEW I, ZhbOERIIBEOHRES 3 ~1043 TH
BLIZ U, SORMDPICIERICEE Lz, FETIX 1 ~
5 REHICHEFE Lic, BIMATR TIZ, —RiCEmT~ER
ixZbhitho e, BBRITELIEBR L TWwi,
CBPC # 12,000 mg/kg 2345 LTd, ~ 7 RITITFE
THR AR D IigHh - 7o (Table 1), Indanol O~ v x§F
O LDsp ffi3gig 350 mg/kg <, I-CBPC D Zzh kit
RERENRDY, FLFERTHERIE I-CBPC EO#H
BRI R bR o 1ehIIR, BEE, BRALENEE
LA bhic, LAbEEAIZ7 BHEDME L, A E
S, DWESNE BRI 7mZ &, FRIETEEFREMN
BORE#I8~2TREH Tho ol L s L, I-CBPC &2
ZLREDLDThHo iz, FREHTIIBEHE, HicHE
BRI EIEIR 7V LEERIR O HIMmBED, AR H
iz I v MC indanol #E MRS LA D LDy
1%, #600mg/kg TH YD, EBLERIZ=Y 21T B
R—RIZEH L, BRBATL ORI o, FiEROE
BEREE b = ¥ 2T BARE DD o T,

oI EaMEM Gvb, 1ARO8RS
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—fiERR & LC I-CBPC BoEHAEREC, E&AE
FEBOET, M50, TOMTH « MEL LD 008D
o, BE&3EBRLAICEE Lz, FETHTIE, IE
IR AL, KETE, 77 7 —€¥2iHxbhic, Indanol
B D200 mg/kg L EOHSH CIXEREFHOTFIL, &
7= 400 mg/kg O SE TILLHITHRHA, 600mg/kg TiX
RrcARERB N L b, ZofoBRSE T, R
TREFERITA ORI o1,

REZcix I-CBPC B it 4000 mg/kg, 2000 mg/
kg HEF CHEE LV LEBEOCKRERMIF 2 25h
7o TOMOBEHTIT, WBPLERLL R 2o
oo ERHETRIVWThORERTH, NEELOEIM
1E &I A DRI A - 7, Indanol B Ti3, 200 mg/kg
UEoHBSHT, REEE, DEREBMIMHS h, &
1T 600 mg/kg ¥y S5 EECIZ, 31 H B ONREL & DK E
DEIL 85.8g ICE L7z, 100 mg/kg TR EH TIT,
WREE LT EAEENL D 2,

FERHEIE T3, I-CBPC # 35k ¢ indanol B & 3,
WREEELWVWERADRI o TS,

FET-BE, I-CBPC 4000 mg/kg #5801 T3, %5

BEB IO 1BRW 2H14D, 2HBLVU4HBEIICT:

B30, & 724000 mg/kg FEFOMTIIHE 2 HEIC 2
BlZ B Hic o 2000 mgfkg DA D# S ECIE, HEMEE $E
Bz e dso 720 Indanol BETiZ, 600 mg/kg H5RET
56 HE, 10HBRXVC1IHBI, FRFR 13D
BET- Licds, 400 mg/kg DITFO&BSE T, ERIM
FRZET Bl 7o dr o oo

R R Ci%, I-CBPC B, indanol B & b, S8 (&

#H, BEOBM, EH, FE urobilinogen |, YME
EE Y M h o Tz, I-CBPC 4000 mg/kg #58 DKM
Z1BICEBNRIEABEE D, WECEMENRR T
RMERA BB, TOMOBESE CIINREEE Z28
Mo T,

mEFEHFHR L, I-CBPC #, indanol Bf & iyt
BEBLHBRLTELVEN L, WTIhHERSEHART
Hol,

R R i, I-CBPC #, indanol B & $iC
SFRERC B LT Ds 0 7o,

BB RS L OBBER T, I-CBPCEOEERM
WHOHZLWICEARBOE T, I3LALDEBRERIT
WAL, LaL, BIE, RiEZOoHERTIIZELZIARDL
3, HRE100g Y0 OENNERIIITHEM LI, ¥
TR, HERIEWHIES L, ERERHCER L,
Z O, FHEETREFRIZZ LN - 7, Indanol #
Ti% 600 mg/kg HEHT, BEOERERORISHXRT
BaRbbHoichd, HNMEE CIIUTHEMLE, Thb
OB TIIET « BEAREBIED Lic, LhL, BB
DERIZ LRI > T, TOMOBRERTIT, REIL
Abhiehotc, REMERZENRR T, I-CBPC g
F XLV indanol BEE %, EEIZIR D bhiedo 7o,
I-CBPC EHER T, RRMNICERBEREBO B
Th, WK, BB, fSEEJTRELTRIZIBD bt
Mol

I i@MEe

—EELR T, I-CBPC 800 mg/kg Pl LD 58T,
W52, REZBDILSNMIBEILL o0, ThHD

Fig.1 Average body weight of rats treated orally with I-CBPC

for six months
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Table 2 Cecum Wcight# changes in male and female rats treated orally with I-CBPC for six months

Time Absolute Weight in gram per
Dose Sex
examined weight in gram 100g of body weight
Control Male 3 months 5.420.6(5) 1.2£0.1(5)
6 months 4.870.4(10) 0.970.1(10)
Female 3 months 3.270.3(5) 1.2+0.1(5)
6 months 3.9£0.3(10) 1.3£0.1(10)
100mg/kg Male 3 months 11.0=1.5(5 )** 2.3%20.3(5)**
6 months 8.4%0.6(10)*** 1.520.1(10)***
Female 3 months 6.1=0.6(5 )*** 2.4+0.3(5 )***
6 months 5.720.5(10)+ 1.9+0.2(10)**
400mg/kg Male 3 months 14.1£0.5( 5 )*** 3.020.2{5 )***
6 months 12.6:20.8(10)*** 2.220.1(10***
Female 3 months 6.6+0.8(5)*** 2.5+0.3(5 )"
6 months 8.5=0.6(10)*** 3.0=0.3(10,***
800mg/kg Male 3 months 12.1£0.8(5 )*** 2.9%£0.2(5)
6 months 13.141.4(9 )*** 2.60.3(9 )***
Female 3 months 7.5%£1.2(5)** 3.3+0.6(5)**
6 months 10.120.7(10)*** 3.8%0.3(10)***
1500mg/kg Male 3 months 18.9x=1.1(5 )*** 4.5+0.3( 5 )***
6 months 18.2+£2.2(10)*** 3.610.4(10)***
Female 3 months 10.1=1.9(5 )** 3.9£0.6(5)***
6 months 13.1%£0.9(10)*** 4.97£0.4(10)***
3000mg/kg Male 3 months 18.851.1(5 )*** 5.2£0.2(5 )***
6 months 16.1£1.2(10)*** 4.0£0.3(10)***
Female 3 months 10.8£0.6( 3 )*** 4.8+£0.2(3 )***
6 months 9.9%21.3(7 )*** 3.6£0.5(7)***

* *xand ***indicate significance level of 5, 1 and 0.1 percent, respectively.

Figures in parentheses indicate the number of rats examined.

¥ shows the weight including cecum contents.
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FERS, #58% 1BA»LHRLACHEHENRL LY, #E
5 » AR, BRELSNS LA EREERIIALR
{igotce TR, HEWBERBCTLBIET (180 Al
A5 ED BIANCIE, SRER, JREL LITAHRDRE
-7

{REL, 3000 mg/kg 5 E OB TIIEINMFEI2 R D
ey, MTIIRBEEIZEA EENILI o 1o, HE1500
mg/kg, 800 mg/kg FEEECTH, BEOKEHINIMH A 4
b, ZTOMOIEE TIIN BB L ENTL o To, M
T, WIhOBRERTHHBR & OERZALRE) -
7= (Fig. 1),

FRHERU ALY, 3000 mg/kg #SEF O Tl 3 ic iy
s aERA»RALRAD, TOMOBSE ClEREt &
NI o T,

RTRTIZ, BELLCWThOEHB CLREH LNR
BECEIR Ao,

MEFENFRIZ, 3»ABELU6 ,ABE DL, WTF
MOBHEHBIZOWTHHRE LR SR CERRIA DAL
Do 1o,

BRI R TH, RRCREIIRD Dhich o,

=72 3000 mg/kg B EBORETIE, 3 » AHOKRE CH
FEENRREN - 722, 6 » AEBRAE CIIEFEIZ Lo
<o

HIRATR T, RERICHIE LICEBOERARD L
RSN, REMREIADIA 0Tz, X H# D
3000 mg/kg #E5E TI, FREBEMIMEI G LT, 3B
BRERLIRIBD L, BORGE TIX, KERDIZ
EWE T, BBRERIWNRBEARE -7, BEOD
AEY % b -EfR% Table 2 TR L7z,

REEBFIRCE, WThEERZRZALRT, A
BB RN A DN CEB Th, KB, HE L O
LB RBRBD bhIih 1,

IV ## P

1-CBPC 04, v % 400 mg/kg, = v b 1200 mg/
kg, 400 mg/kgD &/ F 5B TITRHKICFETHliZ A HRT,
<o 20 3000 mg/kg #5226 8 Hl (36.4%),
1000 mg/kg ¥ 5/ T 23 FIFP 4 B (17.4%), 15 v

t @ 3600 mg/kg ¥y 58 T26UfH 5 B (22.7%) HFETS
Lico ZOMIT, SEMMTEBERFR LW EBbh 53T
2, 79 2 400 mglkg ERIC 1 flAR bR,

Indanol DFAIE, 5 v b 100 mg/kg FHSEHTITEK
TN BRI fodd, 500 mglkg By S EE-C194IH 4
Bl (21.1%) BB Lic, BHERFECHIDIEA L SRt
T, BAROEEDHINME £ /IR P2AB D b h e
2%, TOMOBRESEH TIIWREF & DX Ieh oo, BHE
I BDODH Hiohie I-CBPC #5E DO IAFIET RITHY

my, EEREFEESEEIZL TR Lice LL,
indanol 500 mg/kg #HEFCITWTR b BE & =i
v 7= (Table 3),

I-CBPC *#5 L7~ v 2 CiZ, 3000 mg/kg ¥ 58 C
A#EH & REEOEHHEM 1 41,1000 mg/kg #H SR COE

CE20, NS BHESEE Licho 14, BEEANL

BloaEr 4 B, 400 mglkg HEFH COFM L HNRENE
16, NEBHCOEREBHERANS 1ARD b,
I-CBPC #1535 v }Ti3, 3600 mg/kg #r58 CHHEH
A2 14, 400mg/kg HEBCHERS, KT, B
HERIBDOBBHEE 1 6, BB CHE~Vv=T72X 1HHD
nico ThbDOEREHTOREOEELS L K £ X
12, SRBEERBROENLI 1, Indanol Z#5 L
S v FORRFITIE, BEIZ1HD R BRic)» to(Table
3)o

LEETES L OBFRERICOWTUINBE L EDH
DEREBLLADRCY, BEREOEEREIIRD AL
Do T,

WEFOEBRRBECRIETHEYAD L, v I R TiE
I-CBPC 1000 mg/kg, 400 mg/kg #y 58 C, H# 1 EH
DERLIC6AE CLOEHRERINBELVE -
2%, 3000 mg/kg HEETIE, A% 2HEE TIINREE
EZ07eL, SBETHEMMENRALR, TORIINEE L
FiTRERZ R -7, T v FDOEFAE I-CBPC, indanol &
LRBB LT LA EEN T,

YR, 5y bOHAER FEERLOHLRENS 3H
BoABERE, I-CBPC, indanol WFhoHE D, 13 &
A EDTEBECTHIREE L EMV8d o 7o, LA L, indanol
100 mg/kg $5E TIX, B4R 3 FIFR 1 Hl1H D HAE LcH
AT ORI L T TT OFEFF OFEEF K
BNBE L VZ 7o T35 (Table 4),

BEIRONERSM, TR, TEICEBRFOMBEDR
BREIZ, 261 & & REZRD bRish - 7o (Table4),

HAERNOAR GEODEBRIEETIRDLh &R
13, I-CBPC # 58 Tlid~ v RICOBHMN4H, Sv b
WCHHE 1 I LRI 261 TH » 7o 2%, indanol FHT
1%, 1H1d A bhicdo o (Table 4),

% %®

I-CBPC =¥ 2, 5 v MEOHS®D LDy {3, >
Rbh o g Ti3k 4500 mg/kg TH Y, BurLer (19
7)1 123 3600 mg/kg LW|E LTS, TOEBOHE
Bk DCBPC #&[ LDs ffilZ, = % 212,000 mg
/kg £l E, indanol i{Z< v XC 350 mglkg, 5 v kT
600 mg/kg Th - 7z, I-CBPC #EOHE L FEDE
R, HHEMR O CHEAERMIE, indanol Dz &
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HE L TRELENZDNI, ZDOTENnDLARD & I-
CBPCOARERSHOEYPOIERLE LT, HEKNTHERE
Ihic indanol MELFHERLTND ELIZE 21T
VW, B3, I-CBPC ZEO#5T3 &, AN TI: CB-
PC & indanol & 79, indanol {ZE%iZ indanyl gluc-
uronate {Z7¢- C, FMMA ClXEERED indanol H3FEH
HsEZ v &5 (BUTLER B, 1973 ; RiS b, 1975)1914),
Indanyl glucuronate %< v X, 5 v MCEORETS
&, indanol X WHEMEMNET T2 Z &&bhbhidiEER

LTWwW5 CGRER), XHITT v MC indanol 7% ik
A#5 LBaT, SEEADFEET 5 DI 600 mg/kg O
BREETHo T, ZhlXindanol 5 v b+ & [0 LDs (&
620 mg/kg LiTIF%E L, 400 mg/kg Tt 1 » HEFe
ELTHBERIZFEELTWRY, 2D &% indanol
NEETHESHHMERD I EXRBLTVS,

I-CBPC 05 v MEOH S D LDs i, BIBRD LD
IT# 4500 mglkg TH b, HEFEROZLSTIHELEO
LDso {HiEVWE R 5 2 e EEFERIIFEL L e b -
720 BUTLER 5 (1973)1®%, I-CBPC %* 5 v hiZ 250~
1000 mg/kg %18 » AREOAHS L, Hic4 % T 750
mg/kg, 250 mg/kg % 12 » ARKROHE L TERZT-
TW5H, WTFhbHEEXRDT, bhbhOR#EE X
SHE Lz bhubhats v +iz3000 mg/kgd FE T 6
» BEROKRE LCRD-ELE AT, KERMIMH &
HERBRICAR LR IS D, TH, KERSLOCED
DERKGT, RER, MEENAR, BEKRCFEORR
L ORI RICOW TN RE & k=2 BD
TWwig\h, TR, BEICSOWTUIZOEE KRS
BHHEBERLDEEZDN, ZOTHRLLUCK EBE K
13, 1EHESCTHHENERETRIDZ EnD, BA
ME ¥ DOZ (L super infection [ZH3< D TIE7RL,
W) AERBENTRICE S D LBV, BBE
KiZDOWTiE, F v b cephalexin (T, 1969)!%),
< v Z penicillin, oxytetracycline, kanamycin (SAVAGE
B, 1968)18), 4EEIEIH (GORDON &, 1959,1960 ; B,
1963)10-19 ¢, FTTCIREHEINTWD, bhihDF
&, BEBBERIBRERCHGE LTREL L2 TV D2,
FORBMHEMFENFRR CIIRENILNT &, KT DRI
DELTID LS T ENMEIh TS (Kravs b,
1973)20 Z L7 Eah, THITEBOBEEN LT X
HLDTC, WHBRITLVWEEX D,

BERTHERER T3, BT DRI 583 Tl
HEERCPHE L, EFRFEREDETRA LRI,
R EBEROBERED 2 RECHBFCHEY 5211
DEEZLRD,

AEIE, ~U R, v bEBIT, HEN—RHET

5L DORNDEBIHR BRI, ThbiZWThd BRRE
ROWHEAMICH Y, TBRSEE EERNLCBEBEIIAD
Hichoitc, BUTLER B (1973)® |, I-CBPC 01000
mg/kg F7:i3 500 mg/kg %, 5 v bOKERII4E D
HIRISE % CROMLE L, EIRE, HREH, WBEFEE
WY RITET, EHRTY X, v FOREE
BRI E T, EPCBEEDOD ZAHEILED bhich o
T EWE LTWD, Licatis T, I-CBPCITIZ A Y
ERIZs Wb DEE L LIRS,

ZhHDREEIT, AEPOEEMNE NI EETRT D
DOTHY, BOMERCTE 2HFHOENFEY &K
ha,

@ &

ROMCHESHRS EAR~<=v Yy » I-CBPC D
HRERZ T - oo

1. I-CBPC & LDs {EiZ, w7 X%, Tv b&b
21T 4500 mg/kg Th -7z, ¥ HFZ 3378 mglkg O
545 LRI AR B R, % 2Tl 500 mg/kg, 1 2T
X 1500 mg/kg XA ET2 LEHAEI L, Thil
FOREYHSLTY, BEEAIZA DRI -, &H
5%, BFEHOET, W5, HFIWIThoH
MR LAbR, EHICE3, 4 XTRELE, <9 X,
Sy b, UHFTRETEA v X, vHFTRENR
PRI e SR bR, EoEIIE, TRICHEE, #
BT R Cle— R T RE BT LN Ig Dhvo 7oAt
BBRELIBARLTN,

2. 5w M I-CBPC 4000 mg/kg, 2000 mg/kg, 1000
mg/kg, 500 mg/kg, 125 mg/kg D AE% 1 » AHEFEED
{5+ % %, 500mg/kg LI EDKESHETHFEEE O (K
T, W15, FTHRENR LR, KEREINE 2000 mg/kg
Pt ER O TRE o\ LRSEICHIRE S e,
TR — R HEE SR S his o e, BT B
2000 mg/kg LI FD#S5E TlaHx b h$, 4000 mg/kg £
E@c, H106h 6 F, 1061 2 iciiiF & bhic,
LR R TR bR CEIBE AL, FEHERE, R
B, MEBCERRR, BREENIMR, BHRER, WE
MEERRE b, SR EIRBITERI -7,

3. 3w bz I-CBPC 3000 mg/kg, 1500 mg/kg, 800
mg/kg, 400 mg/kg, 100 mg/kg D FARZ 6 » FEHHE
O#57% &, 800mg/kg LI EDOHSET, M50, K
Bl Ei btz AREIL 3000 mg/kg By SREHECI3 1
DRNEIA L St Dy, MECIINRE &IZEA EEM D
7o, HED 1500 mg/kg, 800 mg/kg #5HTH, BERED
REBIHNH A 2 S e, FETHINE 3000 mglkg $¥ 58
ThabRIiehotc, EIRFRTRD bR CEBOEX
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Psiciz, fARHERE, RTRL LBERHIARECcE
3o ts, 83, 12 H, 6 » AEFREES CTRIRMIC
BARYBDO-EB T, WEARZENLEEIZDLR
oo 1o, .

4, <V X, 3y bRAVWEROREC L EREHE
REx T, I-CBPC o 3000 mg/kg, 1000 mg/kg 400 mg/
kg %~ v DMK 7 B2 H12H £ T, %7 3600 mg/kg,
1200 mg/kg, 400 mg/kg % 5 v b DR 9 HAH14HE
T, ThrhEH1H6 HEEAKSE L, v 7 2D
400 mg/kg ¥ 58, 5 v b @ 1200 mg/kg, 400 mg/kg,
BER TR, EMORFACRIETHEIZZ DR - 7,
KEHSE (v 2 3000mg/kg, 1000 mg/kg, 5 v b
3600 mg/kg) Ti, IEIRFHANDEE DL, BF DL,
FREARISENIDRAD, BEBEEMIZBDORT
ol ELICHFAEFOEBREICL, EUCL2HE
2RO bR T,

PEDRFED S, KEMOROZGICLDEEMERTE
WLl ha,

b 3
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TOXICITY OF CARBENICILLIN INDANYL SODIUM

YasuHiRo NogucHI, TAKESHI NAKAMURA, Yasuo OOwaAKI,
Svozo SuciMoTo, TAKEO SAkKAI and MasakATsu TACHIBANA

Nagoya Pharmacology Loaboratory,

Pfizer Taito Co. Ltd.
HaRruvUk1 SHIRASAWA
Department of Pathology, School of Medicine, Nagoya City University

Toxicity study of carbenicillin indanyl sodium (I-CBPC) was performed in mice, rats, rabbits, cats and dogs.

1.

The acute oral LDj, in mice and rats was found to be approximately 4,500 mg/kg in both sexes. The oral
lethal dose in rabbits was about 3,400 mg/kg. The drug was vomitted in cats at the dose level of 500 mg/kg
and in dogs at 1,500 mg/kg, subsequently the lethal dose in these species could not be estimated. Main
symptoms observed in all species examined were common following oral administration; decreased
spontaneous movement, depression, muscular relaxation, ataxia and diarrhea.

In one month oral toxicity study, rats were orally given I-CBPC at the dose level of 4,000 2,000 1,000, 500,
125 or 0 (control) mg/kg. Six out of 10 males and 2 out of 10 females at 4,000 mg/kg dose level died within
one month. No rats died in other dose levels. Growth inhibition was observed in males in two top dose
levels. Decreased spontaneous movement and diarrhea were noted in rats at the dose level of 500 mg/kg
or more. Food consumption, urinalysis, hematology, clinical chemistry, organ weight, autopsy and
histopathology in all treated animal were comparable to those of the control rats except for the cecum
enlargement.

Rats were treated orally with I-CBPC at dose level of 3,000, 1,500, 800, 400, 100 or 0 (control) mg/kg for
6 months. No animal died throughout the treatment period. Growth inhibition was observed in males
given 800 mg/kg or more. Parameters examined such as food consumption, urinalysis, hematology,
clinical chemistry, organ weight and histopathology were almost the same as those of the controls.

The teratogenecity in mice and rats was studied. Pregnant mice were orally treated with I-CBPC at
dose level of 3,000, 1,000, 400 or 0 (control) mg/kg daily from day 7 to day 12 of gestation. Pregnant rats
were orally treated at 3,600, 1,200, 400 or O (control) mg/kg from day 9 to day 14 of gestation. No ex-
ternal, skeletal or visceral malformations seemed to be caused by the drug in fetuses and newborns of
mice and rats. No adverse effects were found in postnatal growth of offsprings.

Based on these results, the safety of I-CBPC is considered to be high.



