208 CHEMOTHERAPY

APR. 1982

Cefotetan (YMO09330) D=7 2B LT v MBIt 5 E24EHRER
SHME BA L ERA—
UJZW%:%%EEAHI%%WT Fir

-3 B

Cefotetan (CTT, YM09330) n=7 2L U7 v Mo BT 2 8MFSE L HRA, BN, ETBL
U0 4 B 588>V TRETL 72,

Cefotetan DIEE KRS L ) EREBHORL, BB, RIETE, IERBREVERIBRENEIL 5
2LODME S UEWHEICRER L C BEIN, BRORSICE VW TLBETRH A0 REBRNEKREE

Bz, ROKE ZBRVWTAERSH B L CRTHI Tl 2 NS DERICINZ Tk, %2E, Faﬁﬁ‘lﬁ%&iiﬁ,

BEEOR, MEEEEES A LN, BERS S4B LIS IFRIE LI & DB E - A2, EFHIT
SO HBIEK LIS 1% 6 BRLIPICIZIZIEEL L, $5% 1 ~2 BEBICKRENH 282 L 1200, —
BREERIZREIRZBH SN L, -1,

Cefotetan ? LDsofiEl3, =7 2 TEFIRNIE5-16.35g/kg 8 & U4, 99g/kg, TERERHS51#8.12g/
kg B L U#8.35g/kg, O H L U TG MAERIZ10.0g/kg L ETh 72, 7 v b TlREBRNEZS
#8.48g/kg 5 & U6, 79g/ kg, REMEMIS5-1#8.37g/kg & & I8 25g/kg, #2118 & OB T4 5 e

#£10.0g/kg LLETH ~ 12,

#%

il

Cefotetan(CTT, YMO09330) i3 1.2 P& 3K ch B 22 77 RS
% & L 72 Cephem ( Cephamycin) % #i & ¥ & T 8-lacta-
mase {2t L TWIERM 2R L, 6% Cephem R4
B2t U Indole 14 Proteus, Citrobacter %0 75 L &R
HICENHENZ2ETLZ ML N TV 202,

SGEE2IECTTOTT7ABLUT v Mz BlT b aES
ERELDT, ZOEMERET L., ARRIZ1979F1 A
~6 AicqiT- 7

EBMES L UFE

1. ER¥YS L URETES

784 ICR =7 2 (hE#31~35g, ##24~28g) + L
U 7 84 @ SpraGUE-DAwWLEY & 5 v b (4K E 1230~ 275
g HE170~200g) # A 72, w7 AB L UT v Mivthn
b 6BETHEF v — N2 Y —BASH LI OBAL,
IRE24+ 3 CICEFAEN, FRISHE L N 12BEMIRB I N
7B E TRBEREDHEZ S L 0Bt 72612 138K 0
FRETE 21T /21%, BRYWEE2HEL 2, BLER
(CE7, AL THASH) B & kA (EAEA) I3
SHMEEL CEBRICERE 2, 221, g0f50
BenAkEH IRMEREE L,

2. HBYHE

CTT (3 Fig. 1LIS/RL 2 L¥ &2 FT A Kz Ebo
THETRTVAG~KEEBOHKRT, RBRICILHER
AT & D Bt & N7 HAE$ R 5% (Lot No. LIF) 2 Aw
720

3. XRBRHZE

HREZ=T7RABIUT v b & LICBIRRN, BIER, &
THIUEOD 4 HEEBICOWTERL 7,

BIRN, BEABLORORENESIZCTT 248
RIEWIZ250mg/ml DM EIC AR IEMRL, 1 EE5%
To72, BIKRA#HESE120.6ml/min(Z v F) & 3 12130.2
ml/min(=% 2) DEFHEE CRER L Y, B0#53 8
VT REBWTHEINCIT 2, ETRSNBAI
CTT % ESTHZEE/KIZ250mg/ml Dl EEIC FERAREL,
WEETIC 1 ERE 21T- 72,

Fig. 1 Chemical structure of cefotetan (CTT, YM09330)
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Table 1 LD,, of CTT in mice and rats
‘ (SS‘:f:;:; Route Sex LDy, in g/kg (95% confidence limits)*

iv Male 6.35 (5.87 ~6.87)

o Female 4.99 (4.59 ~ 5.39)

; Male 8.12 (7.58 ~ 8.72)

Mouse P Female 8.35 (7.83 ~ 8.91)
(ICR) e Male >10.00
e Female >10.00
o Male >10.00
p-0. Female >10.00

i Male 8.48 (8.05 ~ 8.93)

o Female 6.79 (6.42 ~ 7.22)

i Male 8.37 (7.69 ~ 9.28)

Rat P Female 8.25 (7.63 ~ 8.99)
(SD) . Male >10.00
e Female >10.00
o Male >10.00
p- Female >10.00

Table 2 Lethality in mice and rats administered

CTT intravenously

* Calculated by probit method
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Table 3 Lethality in mice and rats administered
CTT intraperitoneally

Species Sex Dose Lethality
(g/kg) (dead/used)
10.58 10/10
9.20 7/10
Male 8.00 5/10
6.96 2/10
6.05 0/10
Mouse
10.58 10/10
9.20 7/10
Female 8.00 4/10
6.96 1/10
6.05 0/10
10.58 9/10
9.20 6/10
Male 8.00 4/10
6.96 3/10
6.05 0/10
Rat
10.58 9/10
9.20 7/10
Female 8.00 5/10
6.96 2/10
6.05 0/10

Table 4 Lethality in mice and rats administered
CTT subcutaneously or orally

] Dose Lethality
Species | Route Sex (g/kg) | (dead/used)
10.00 1/10
Male 8.70 0/10
s.C. 0 2/10
10.0
Mouse Female 8.70 0/10
Male 10.00 0/10
p-o.
Female 10.00 0/10
10.00 2/10
Male 8.70 0/10
s.C. /10
10.00 2
Rat Female 8.70 0/10
Male 10.00 0/10
p.o
Female 10.00 0/10
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ACUTE TOXICITY OF CEFOTETAN (YM09330) IN MICE AND RATS

KAzZUNORI IMAMURA, HIROSHI SUZUKI and YUICHI SHIOBARA

Institute of Research and Development, Yamanouchi Pharmaceutical Co., Ltd.

Acute toxicity of cefotetan (CTT, YM09330), a new semisynthetic cephem antibiotic with a broad spec-
trum of antibacterial activity, was studied in ICR mice and SD rats after oral and parenteral administration.
The animals were closely observed for mortality and clinical signs for 7 days after administration, and nec-
ropsies were performed on all animals. The LDso ‘values were calculated by the probit method, based on 7 day
mortality data. !

The LDsp values in male mice and female mice were 6.35 g/kg and 4.99 g/kg i.v., 8.12 g/kg and 8.35 g/kg
i.p., respectively. The LDsq values in male rats and female rats were 8.48 g/kg and 6.79 g/kg i.v., 8.37 g/kg
and 8.25 g/kg i.p., respectively. Oral and subcutaneous LDgo values were higher than 10.0 g/kg in both species.

In most of the animals, clinical signs observed after parenteral administration included decreased locomoter
activity, prone, ptosis and bradypnea. Similar toxic signs were observed, but to a lesser extent, in animals given
the drug orally. Additionally, jumping, clonic convulsion, opisthotonus and tonic convulsion were seen in
animals which were treated with high doses parenterally and died within 24 hours due to respiratory arrest.





