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Cefoperazone (T-1551) D&EMRE (B 18H)
— YA, 7y bBIVA RTOEMEERGR—

KESHE - EAEZ - SRAER
AT « IR - iR &
RiR&F - BAET - &H W
BltZ TGRS RATAR

1) Cefoperazone (CPZ, T-1551) D ERPIRS D LDs fHIX= 7 R, F o M T 4g/kg Wik,
12 T4g/kg U ETH 1, &R, KT, BEERRSETO LDy BiXzhZh=v AT 15g/kghl
t, 13g/kg LAk, #9g/kg TH b, T v FTRERKED 12g/kg L ETH 51,

2) 4%R4~5HEDS » VFEFENTB LDs X THE, BEASRE L 5g/kg fikT
BHoto

3) CPZE~Y R, 5o CKERSE LLBCALRLFTRR, BEEARS T writhing, 8
Kigd, BEOCEMTHH, KTHESCTRHBERMOBEDKIETH - 7o T LBIRARE T,
BEOMBELH b, Fhi k3 KEHEINFERTH - 1.

4) E—27rRiexT 5 6g/kg BHIRPIRS TR, 20K LVIEN, TF, RE KE BES
L EDERERL, 2 ~15BHBCBEREANOREOHMAE LTIEE Lic, REMANR T,
BB CSECTERREY TR T2 RAN LA b, 4g/kg #FHE Lica =13, |Bu, T
#, ME, MEREOEREYEL, #5 1KEMEY C—7 LT3 BB GOT, GPT, ALP,

LDH, 2 VAT r—ADERERLIAEE TR, UROERCREI /-1,

FiLvwe7yr2RY) VRIAEHMETH 5 cefoperaz-
one (CPZ, T-1551) W T olExHL, 7/ 7 sRKHE
¥ Pseudomonas X Enterobacter 1T 3&\ IR BE XN R & 1
DHEDMERTH Y, KTBRBEBIFRTWVE, A& /-1
RIEEDLDTHEFTIRLL, =—FALERR T2 VTR
BEAEB IR WLY, CPZ 0—E0HEHRBITER 5
TAMEERBRE <Y R, S PRIV E—SLRE2ME
ALTfIR > hDT, TOHERERET 5,

1. BHEGSLIVFE
1. ®9X, T4 PCOERER
=y 23 ddY®R%, 5 y» bix Sprague-Dawley 52 (H

™\ s
CaHs—N N—CONHCHCONH;:?( 3 N—N
—~ N N_CH:s—__ N
0 0 | A
~ COONa CHs
OH

CPZ : Sodium 7-(D (—)-a- (4-ethyl-2, 3-dioxo-1-
piperazinecarboxamido) ~a- (4-hydroxyphenyl) -
acetamido)-3-( (1-methyl-1H-tetrazol-5-yl) -
thiomethyl)-3-cephem-4-carboxylate

A2Vv7) ZREORD 4BEBTHAL, EiR2+2TC,
BE60L10% CEBAK (B4A2v7, CE—2) &K
BKEYBEHZE AT 2BEOFHAT 2T - &k, &
#oeBIHTORBBEYRI L, EBHILT » bTRH
EFes+s2MElL2M5 dic, Wistar %5 » b D
BREECL > THEERLI~5BRDS » bITOWT
PEBRR T ot FHABEOKER, < v AH: 20~30
g, ME15~30g, 7 » hHE120~140g, M 90~110g T
Hb, FlchEk4~5 BB OFEFOMEEILLHS 4~13. 4
g, M6.7~12.1g Thot, CPZ 3AEBAEKAKE
L, 6 BHMOBMHCH LTER (B Y vFio X 5HHl
FEofs), KT (FHMETE), BEA, #IRA (B
SHEE) TEBRETA, FEFNLTEETR X
VBRSO NBERR LTI o REBREHK
—RRER EETERBEEEL, TR OVLTIHETE
iz, EFHAICOWTE 7 BHEIOBEIIM B\ 155
B LUTABRNBERTc>7. LDs fEi127 B EDEE
Rps B probit I X - THEHM Lice 7ekHAFD LDy
fED Z L1TcHFIELD-WILCOXON I & hRD 7,

2. 4XTORER

1 2 TcOEMEEHEABRIEAR 7 v 7 Bk (B4 EDM
BE) -7k 1~28 (FE 9~12ke) O 58E%
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R L CHIRAEE TfT - oo SIB &FRER22L 2
T, ®BE60+10% CEBMKE (A% 27 L7,CD-5) 1A
300g HIFRAREE, SKEPKIZKEKEHER: L, @B/
— DI ERNCRAELTHRE Lico FHERE LTLIED
¥R (H) <« CPZ4g/kg ##E LIATEE Lish -7
ZEhe, ANBEEHRARCRT RS EY 4g/ke (H 2
BA, ME13H) & 6g/kg (MELBA, ME13H) & Lic. &
BT AEW IR L TSR E L, I E+ EE
BR2> 5% 10 ml/min OFECTHS Lic. 1 X 57124
R Lic, Be5%, EERBZELY 7 BMicbhbic> T
v, EFARERICOERE GRORYE, SmBRE: =
—NWR—=H Y VR~ NESaE VYT VAINES
RV, NI 2 ) oy b BEROE, MR
Rees-ECKER ¥, fAARMERM : BAMGYE, BORESD
2/ —Faygefa) L Mgik¥EiE (GOT, GPT:
ReiTMAN-FRANKEL #;, ALP: Kinp-KinG 3k, LDH:
BaBsoN &¥:, BUN: v v7 —¥A v N7 =/ — L,
) VERT T - EE, YHE I VvATRrR—L:
ZURKOWSKI ¥, £ Y v v : EVELYN-MALLOY 3, #7%&
B:EBHERE, A/G H:ere—X7x 5 -} HEBX
vkEBhEE, Na, K @ £YCYCEET, MmkE : Dextrostix Reflect-
ance meter = /LA « =3t) 1Tl o oo
B, FECHITIRECHHER S hcERIC, £HH
7 BRI, WIRMBE K, O, B K, B,
B, Bé TEG, PRI B KR B OATR B
MY v o285, K3, DR, B§, Tk, =B, [
15, B, &, B, siaziR, HEER, BHE KBREAE
BGa M LTl0% <) vEIE LS 7 4 vEalE
H.E. Ju@ % i U CAMAHIRE R 1T - 1o
0. 8 & B

1. ®IX, 59 P TORE

1) LDso fifl & FE TR

B oht LDy % Table 1 1o, #KigbGaickid 55t
TiE:@% Table 2 2% LD TiRT, 6 BkOTIWCIT
AEO%E, ETHSCO LD k7 » b T 12g/kg
LAk, =% ATI8k X0 15g/kg U ETH - 1o BN
#ehoD LD fHiciz~v AL 5y bOMCETENDH
h, 5o bD 12g/kg Lhbicw LT~ v ATkl 9.52
g/kg, #E 8.20g/kg &~ U AR AR M B
bhTwi, L, BIRARETII=YA, 75 b
b LDso iy 4g/kg FiETH DR R DRI - T,
A%4~5H0D7 » FHFEFICHTS LDso EIXETHR
5, KRB L8 S5g/kg THH, WIhb 68k
DB L DRBEESEBbh TV

2) FER EBIRFTR

Table 1 LDs, of CPZ in mouse, rat and dog

E ® % LDs, (g/kg)

::E é 3‘) Male Female
po | 6W >15 >15

g | sc|6w >13 >13

3

S | ip | 6W |9.52(9.00-9.99)| 8 20(7.64-8.54)
iv | 6W | 4. 76(4. 48-5.09)| 3.84(3.52-4.07)
po | 6W >12 >12
s c*4-5D | 5.47(4.99-6. 00)| 5. 29 (4. 70-5. 95)

o | sc| 6w >12 >12

%1 { pH4-5D | 5.25(4. 41-6.25)| 4. 71(4. 14-5. 36)
ip| 6W >12 >12
iv | 6W | 4. 31(4.02-4.62)| 4.26(3.92-4.55)

g liv |12y >4 >4

Calculated by probit (* LITCHFIELD-W ILCOXON)
method

( ):95% confidence limits

*k; W—Weeks D—Days Y—Years

(i) &nfs

~ v A : CPZ 15g/kg Dl 0 5 EEH H# 307
it » TBWILE & HEEB DM M H - 1ond, P
B Uiz, FO®%EE 1 BE% 5 3 Bl o icikE
BB THRERHE TS LD b H - eni—BROE(L
Thotoo BT, 7THEOHKRTRCLRER
HZbhich ot

5y + : CPZ © 12g/kg H#5 T2\ A REBH B H
LRt 2 ~ 3B TELcEE L, L% 7 BROR
ZARIPREI 2L A bR o1, 7T BEOEKRATR
1 RERRD bhieh ot

(i) ETHE

<~ v A : CPZ15g/kg %A TF 4 L #EREA10
L= AT, BREEBRIBEVCIIEUARERRLR
feno tont, BE 1 ERRER LD bSO K
WA D BHADIL U, HE 4 VT & 3 P51 5 FEREH 5
18HF B DT Lice CORMD S h HAL D 13248
I TN TEE LTV e, BT TIRRER
Rr DT kB O MBI ORI E & K/ FFE A
Lhtens, OGS ECIABRIRE 2R Db - 1
1EMAEEBI OB R c RSB EL D H, K
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Table 2 Mortality in acute toxicity tests of CPZ
Male Female
Animal | Route Age Dose tcr%’;(i:gg' Day after administration |Death| Day after administration | Death
(g/kg) (%) rate rate
’ 01234567 01234567
o 6W 13.00 | 32.5 000O0O0OO0OOUOI|O0/10/0O0O0O0O0CO0O0 O] O0/10
15.00 | 37.5 000O0OO0OOTU O/ 0/10/00O0O0OO0O0O0 O] O0/10
s ¢ 6W 13.00 | 32.5 000O0O0OOOUO O|O0/10/00O0O0O0CO0O0O0]/|0/10
15.00 | 37.5 4 00 0O0O0O0UO] |4/10/3 00O0O0TO0O0O0]3/10
6.97 | 17.4 1000000 0/|1/10
760 1990 | 0 0 0 0 00O O O0[0/7 | 3000000 0]3/10
828 2.7 |1 0000O0O0O0|1/7 6000000 0]6/10
ip 6W 9.03| 22.6 4 0000O0O0O0O /{4108 000 O0O0O0 O]|8/12
9.84 | 24.6 8 000O0O0O0OUO] 812110 0 0 0 0 0 0 |11/12
10.73 | 26.8 900000 O0O01(9/12,9 000000 01]9/10
Mouse | 1169 | 29.2 | 10 10/10 | 10 10/10
3.17 | 15.8 00 0O0O0OO0GO0OO]|O0/7
3.43 | 17.1 00 0O0O00O0OTO0OTU O0O]|o07 2000000 0]2/7
3.70 | 185 1 0000O0O0O0]1/7 3100000 0]4/10
4.00 | 20.0 210000O0O0/(3/10/{4120000 0/7/10
- 6W 432 21.6 |2 00 00 O0O0 O0/]2/12{/7 11000 0 0] 9/12
4.67 | 23.3 520000O0O0O0|7/12/101 0 0 0 0 0 0 (11/12
504 | 25.2 51 000O0O0O0/ 6/10/ 8 010000 0]09/10
544 | 27.2 3110000 0]5/7 6 1 7/7
588 | 29.4 5100000 0]6/7
6.35 | 31.7 6 1 7/7
po 6W 12.00 | 480 {0 0 0 0 00O OO0 ,;0/7 [0O0O0O0O0O0TO0 O] O0/7
4.17 000 0OOO0]|O0/5 00 0O0O0O0O]O0/5
4-5D 5. 00 100 0 00 0]1/5 100000 0]1/5
s ¢ 6. 00 4 00000 0]4/5 5 5/5
7.20 5 5/5 5 5/5
6W 12.00 | 48.0 000 O0O0O0OO0OO0O]|o0/7 00 0O0O0OUOO0O]|o0/7
3.51 000 O0O0O0TO0]0/5 000O0O0O0O0]O0/5
4.11 100 000 0|1/5 100 000 011/
4-5D 4. 80 300000 0]3/5 300 000 013/
5.63 20 000 0 012/5 4 0 0 00 0 0|4/5
Rat ip 6. 58 5 5/5 | 5 5/5
6.00 | 24.0 00 0O0O0O0OUO0O01/0/5 00 0 0O0O0OTO0O]O0/5
6W 8.00 | 32.0 00 0O0OUOUO0O0/|0/5 00 0O0O0O0OTUO0OO0]|O0/5
10.00 | 40.0 000O0O0OO0O0]|O0/5 000 O0O0OUOO]|O0/5
12. 00 | 48.0 00 0O0O0UOO0O0/|O0/5 00 00O0OTO0UO0]O0/
3.00 | 20.0 000O0O0OO0O0]|0/7 00 0O0O0OO0TUO0OTO0]|0/7
3.50| 23.3 1 000O0O0O0O0]1/7 00 0O0O0O0OO0TO0]|0/7
3.78 | 25.2 2000000 0]2/7 3000000 0]3/7
6W 4.08 | 27.2 2 00 00 00 0]2/7 300000 0 0]3/7
v
! 4.41 | 29.4 5000000 0]5/7 4 0 0000 0 01]4/7
4.76 | 31.7 4 000 000 O0]4/7 5000000 0]5/7
514 | 34.3 6 00 00 0O0 O0]6/7 6 0000 0 0 01]6/7
5565| 37.0 7 7/7 7 7/7
D 1-2Y 4.00 | 40.0 000 O0O0O0O0O0]0/2 000 0O0O0OOO0O]O0/1
°8 v 6.00 | 400 |1 1/1 |1 1/1
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TIIEBOCEE & M2 T hic - T,

Sy b 6EET» FORBTE, CPZ12g/kg 0
BETREZE - BRESED & TERR LRSS R
it ol L L, 24FERBOBE CLlR 5O
BRI EN S D, TOTMDEFIBEES
{, BRI THETRARDEAELZED TV 5 DNE
AN, T OWENIEE LTSI RERA S S
i VRN E TA DR, —HROFICIRERE T
FCEM S Coic, BRERDL R - TE T ORMEIE
MAIEHEHTE BB L, > bRk 1~3 Atkic
RO R ORE,NEILL, FohbKEOM
MORBRIEH Lico ML 2 ~3 HE A%
B LCHEE Lico £6028 7 HMATE LEBR TIEH»
HIESEE S A RELS AR BRI R T WAz
BINIRTH b, RTOHM KFOEE KEL4HE
B L ORKE, MEBRLEDOPHIRVPRD bhi, L
L, foERCIIBRERELADRID - I,

FAEFCOREHBOIERL, BEEFEF1IEE K
EIND-DEBETET, TECHOHR S RENRE
KABRENDIDRETH T bThRBETERD
iz o KB ICEEDEENRD bhl,

(i) JRREPIRS

v A EREARSREFES O BL HH », KL
writhing %8B ic, RESODHEES S MBI 2 B,
bh, BREDRRLAERIRY, FREMENT 5
FIBE bR EAERIG UL frotce ZORBIIND
BRI L, ECONL2 ~3HMBIEDEEREL
Fo%, AEFEANLIRIE 240 D » TiR4 EIE Lz, 3E
THOHB TIRIERE R IRE B O XEDBHREEK D
A s bR, EEE OERCREE, M IsED

Photo. 1 The ileum of a male beagle
dog died two hours after a
single intravenous injection
of CPZ at 6g/kg. Dilata-
tion of the capillary vessel
and hemorrhage are signifi-
cant in the lamina propria
of the mucosa. x210, H. E.
staining.

FelfiA - Foo FHERERIZ $ 27 b KEO KK AKER
HORIKLEE LT\, 7 BRCER LicEEGciz
BK, BKIRERECBREINTEY, FRBcRE
FRDILD D T,

9. 6T » bizT5 CPZ 0 12g/kg ke
P Eci3, writhing, BREBR A 23 & Sh i,
writhing 13 1 BRIDICIREESR Lz, B5 3 BEE
B S2FIcBAE B X 5 & Bbh b BEO BRI
P B D20 HRHE Lo 2 B B DI IE
HeE L, e AMRBEERIALHTHRTHD ik
stce T BEOHBR TR LM ERE AN AbRL
DAHERR T & RE 2 ah» foo FrEFOERIIFEIC
BEINRTHBHRBEETERM o,

(v) #IRNRS

<~ v = : CPZ #54%, wE, HEEDHRD, PREE
R VAL F D # ¥ ORBTHR200- %228 Lictk
T L. FECHIz z DR SREST, BEE BE
HEEAELR, B LUCESEOEK, —HiR10~204%ic
B nh bR E & AR A L LTIET L.
fho—MrEE LRI TE LB e b 2 BN
3 BB TEDE FFT Lic, FETERAOHBR TN
DA TH » oo Tinb b REH10~205TF
T LT T OBIDMIIEEED 5 - Il & IFELNA DR
R AND L PR EE LR EORIEEL, £
SELABOETE L Ih Tz, ¥EWEBRRE
o IBFETE L AIc b i STEREED 5 - I & FEXD
s tz. MMOHEBBRCITABHREE RS, hdRET
BDOERIIFRTLE L2 D ThHoTe, 7 AEOERF
BIOEB TR L2 e {, MO BRENRD
Rich oo
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79 b :CPZ% 35g/kg LIE#E LS » F DER
ik, £AZBRIBILIFECTHH L OMKERENTED
bite, FECH IR EER LIEREHEM, PR %
ERENZ LN, BRELVHBESRE LR LT
M, DRED DRI E ST KB OKE & ke
O UCIT Uiz, BT CORMEIL 1 2 BAM S
SO ECOMTH - oo EFFDERITESEOLTE
#n, 1€ BREBHOND, HEkThh, E¥ErEC
B E FA09 0 5 1 BRI CEE L, EEEOER
KREREVLRDbhiehot, FEHOHBRTIZ= T A
LR Mo S -m, FEXDY, [KECHESEOHM
B FUREAD D\ IEPFLADOENRDE - T,
EFEOICIBEER L BRI - F,

2. E=HFILATOXE

CPZ D ¥ — 7 VAMIRAR S 2B AT, 6g/
kgeBEcLf) (L, ML) AT L, 4g/keg 5Tk
2F (HE2, ME1) HPRECT X E2v5, FDLDs
fEix 4g/kg LAk 6g/kg AT CH - 1o,

6g/kg 5 - 7SV ROERLEIBATR . 6g/kg %
BEE LT, BBOEATS, LT TRE Ly g
W, KR EE THRAEOHEYED, XLy
BB DR & RS KEOEE I X 5 ERODE,
OB IR Rbhi, EHRTERR - ELOBKY
%, #2053 HIEE Lz, BEEE:HHIINSH I LT
VREREF T, A s0RBIIR LA RIS
REY, DHEERHITREA L ADERNSHODLE
BULI, ZOEBML CKEEALHEEL, ULAEAWmdkRs
WERFAIE S ABEEET 5 X 5cic b, BEAOE ¥MF
RiZ8, IR, LHEFS BEILEkO%k #REKT
2 BRI BT L, G DRR & ER OB

% d Photo. 2 The kidney of a male beagle
L 4% % dog died two hours after a
| single intravenous injection
of CPZ at 6g/kg. Acute
tubular necrosis is promin-
ent. x 85, H. E. staining.

BEroHEIRT, BRSO MM 1 RS
ECTILE Bigh» o, 6g/kg W5 DT b HE L SRR
DIERA A BRICH, HEOBEE L R b SEREEOE
Bz X 2BEROTLIIED Shich o, FRBELRT
BEBICREE L - 8 LW IR RS B 3 97
FELICH &R 8 F o hc, MEHEEOH EE#12
Bt AT b, 16MFRIRITEL Lic, HEREE L5
MHETETOMCERIBE I eh -7,

6g/kg BEFREHF DL TILEE, M & S/NE, KBk
WAL BEOHMAEHRIITH D, HECREED S -
MPRE IRy, ABRNcHARMCL#ER TS Z 2
TEieh ot ¥FBROIDEOMBERKITED LI
foo BEIEREEKTHE > TRRAEYE LT, I
BEE & TEACD/DMHONFE S hi, AFENT
15, KBHECHEBEREEMMEN > -Mm, HEL,
Hifi LCw%& (Photo. 1) 2l &ifichic » TR
bh, BEEA~OHMIEE,SOREEHLTH -
feo BOEE LT, Ml s b AEREEEENRA
bihtc, HEOBFRERME ERICIIKEMR BNk M
MBEOHEEL HEE»SO LR MEOEE
(Photo. 2) 7z ¥ DA/ Z MEZ P, BED LRzl
D H b (Photo. 3), HDF iz h bORFTRICNG
TRAEENCSBEOFBEMENRD bhi, 7o
DOFFit, FNERSRARLEOMEK & 5RO
JadRihk & = DB X % FFRIRETES S b (Photo 4),
FORETZY 2 v 7S FRIROBEB K X 54D TH
A5 EBbhic, TEE, BIFHEECHAMEOIE:
5 oI, HMAEED i,

4g/kg {5 € 7V ROER & B A EORHE
b3 LOEIRPTR : CPZ 4g/kg $5© LR AT 2
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' Photo. 4

Photo. 5

Higher magnification of the
kidney from the same dog as
shown in photo 2. Degenera-
tive changes and vacuoliza-
tion in the proximal tubular
epithelium are noted. x420,
H. E. staining.

The liver of a female beagle
dog died fifteen hours after
a single intravenous injec-
tion of CPZ at 6 g/kg. Mark-
ed dilatation of the hepatic
branch (on upper left) and
extensive dilatation and en-
gorgement of the adjacent
sinusoids associated with
corresponding liver cell loss
are present. x 85, H. E. sta-
ining.

The kidney of a male beagle
dog sacrificed seven days
after a single intravenous
injection of CPZ at 4g/kg.
Slight hyaline droplet dege-
neration is observed in the
proximal tubular epithelium.
x 840, H. E. staining.
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Table 3 Hematological findings in beagle dogs given a single intravenous injection of CPZ at 4 g/kg
Dog No. (Sex) 1 Male) 2 (Male) 3(Female)
Day after injection 0 1 ’ 3 ‘ 6 0 1 3 6 0 1 3 6
RBC (x 104/mm83) 848 | 893 | 871 |812 |821 |816 |811 |760 | 793 |635 |730 |715
WBC (x 102/mm3) 75 83 77 71 99 | 120 92 88 68 | 121 87 | 102
Hematocrit (%) 50 | 54 | 51 | 51 | 52 | 51 | 51 | 49 | 53 | 48 | 49 | 48
Hemoglobin (g/dl) 14.9| 17.0| 16.3| 15.0 16.4| 15.8 158 14.8 16.7 16.9] 15.7| 14.8
Platelet (x 103/mms3) 118 88 84 | 128 | 160 | 126 80 | 118 | 116 94 140 | 120
Reticulocyte (%) 6 6 4 4 6 4 8 6 6 2 6 4
Neutro. | 56.5 66.5 60.0] 47.5 69.0| 66.5 64.5 69.0 78.0| 785 64.5 53.0
Eosino. 6.00 50 4.0 50 55 35 55 55 1.0 7.5 55 11.5
Differential count. Baso. 0.5 0 0 0 0 0 0 0 0 0 0.5 0
9
(%) Lymph. 33.5| 23.0] 32.0| 45.0/ 22.5 27.5 27.5 24.0 185 10.5 27.5 32.5
Mono. 3.5 55 40 25 30 25 25 15 25 35 20 3.0

Fig. 1-1 Effect of a single intravenous injection of CPZ 4 g/kg on GOT, GPT

and ALP level in beagle dogs

601

e 1 (Male)
0 2 (Male)
140 4 3 (Female)
1004 !
601
201 D —— [ VS BN  S N
1404
100-

20

ALP(K-A unit) GPT(Karmen unit) GOT(Karmen unit)

72 144

Time after injection (hr)

B L\ IER:, 36, TR, M MELALh, #5
RTBIIMOEE>DEERHT TEEES D L
Too Fho 2 ~ 4 ETIo T - TEIREEIICKERE 2 BEitt 3 %
2, TOHIWEELDEB/EY B D L O RS THR
ABEEE LTHA LI WBHE DB T8 - 1o
FESEEORK L BEC L AEREHE 15,
BID 3 Bk 2 Blic b Hhic, BT ER LRKE O A
WAL DEL, BEH305H 5 1 BRTERIKIER
LB Ui, BAEES302%E 5 6 B E TORIEE
BT i o Fo MR ORE R % Table 3 12, ML

BEDOKEEY Fig. 1—1, 1—2, 1-3, 1—4 &wFRT, M
WA T, BS54 -  BE O A MK
B b MR T N E B LA e 5 . MKILFR
HETIE3ALPHEE0D S 1RMY -7 T8
EED— @M GOT, GPT, ALP, LDH, 2 v 25 » —
DEREMRHEBR, F£D 5% GOT, GPT, LDH LH 1
D 16 (No. 3) BHIAYK E Do foo MOKRERH I
BRETNEREABD ORI o7, 7T HMAERE LS
Bl oW TEIBRH T » 702y, AR REIED b
Rich o tce. EBFHI3 AP 2 AOBFEMEME L
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BUN(mg/dl) LDH(Wroblewski unit)

Chol.(mg/dl)

700
500
300+
100

Fig. 1-2 Effect of a single intravenous injection of CPZ 4 g/kg on LDH, BUN
and cholesterol level in beagle dogs

® 1 (Male)
0 2 (Male)
4 3 (Female)

- W W =
S 8383
> &

S - —

2204
1804
1404
1004
0’1 2 4 8 12 24 72 144
Time after injection (hr)
Fig. 1-3 Effect of a single intravenous injection of CPZ 4g/kg on Na, K
and blood glucose level in beagle dogs
® 1 (Male).
o 2 (Male)
160+ 4 3 (Female)
1404 g@%ﬁb @w;ﬁgﬁg’
120+
100 /1. | ] L
T 1T T T T T 1 T T T L 1
7..
5_.
DS SR ] |t ——{
31 — —————ag—
1.‘ /L /L ] L
T T T T T T 1f T U T | F 1
1304
110 '
90- Mﬁ@ﬁéﬁ&
70j’ 1+ T 1} T 1} )
0'1 2 4 8 12 24 72 144

Time after injection (hr)
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Fig. 1-4 Effect of a single intravenous injection of CPZ 4 g/kg on bilirubin, Ch-E
and total protein level in beagle dogs

:-'5 ® 1 (Male)

w 0 74 02 (Male)

tén ' 4 3 (Female)

= 0.5
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et

(=] T T T T 1f T lr’ T
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TOXICITY TESTS OF CEFOPERAZONE (T-1551) (I):
Acute Toxicity Test in Mice, Rats and Dogs

Tovoakr Yonepa, Hirovuxki Masatani, TETSuO SHIBATA,
Hiroko Nakapa, Yasurrro Kawamura, SHIGERU SaAro,
MiNnexko Nacasawa, Yoko TakiMoro and Aikra Takar

Research Laboratory, Toyama Chemical Co., Ltd.

Cefoperazone (CPZ, T-1551) is a newly developed cephalosporin antibiotic which,
has been demonstrated to be bactericidal against gram-negative bacteria, especially Pseu-
domonas and Enterobacter. The present study was carried out to evaluate the acute
toxicity of CPZ administered to mice, rats and beagle dogs.

The following results were obtained.

1) LDeo values of CPZ were about 4 g/kg in mice and rats, and over 4g/kg in
dogs by intravenous injection, and over 15 g/kg, over 13 g/kg or about 9 g/kg in mice
by oral, subcutaneous or intraperitoneal administration, respectively, and over 12g/kg
in rats by oral, subcutaneous or intraperitoneal administration.

2) In new born rats of 4 to 5 days old, LD« value of CPZ was about 5 g/kg
by subcutaneous or intraperitoneal injection.

3) In mice and rats treated with CPZ at the higher dose levels, writhing, ascites
and hyperemia of peritoneum were observed by intraperitoneal injection, and severe
inflammation of injection area was seen by subcutaneous injection. By intravenous
injection, significant pulmonary edema was noted, and the cause of death was the ob-
struction of the trachea based on pulmonary edema.

4) 1In beagle dogs received 6 g/kg of CPZ intravenously, all animals showed vomit-
ing, soft stools, diarrhea, salivation and lacrimation during administration, and died
2 to 15 hours after injection with a large amount of hemorrhage in the intestinal canal.
In dogs received 4 g/kg intravenously, vomiting, soft stools, diarrhea and salivation were
seen during administration, and slightly temporary elevations in serum GOT, GPT, ALP,
LDH and cholesterol with the peak at one hour after injection were observed, thereafter,
no significant toxic signs were recognized.



