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BOBYIDBAICE~PPLML, Ehv4FET o0 RkANEEKRORMERR, 9, =92X0B
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Fig. 1 Chemical structure of cefotaxime
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Tabl 1 Acute toxicity of cefotaxime in mice

Route Weeks Dosage No. died/No. treated | LDy, (mg/kg)
of age (mg/ke) Male | Female Male Female
8, 000 2/10 2/10
- 6 9, 000 6/10 9/10 8,700 8,350
-V 10, 000 8/10 8/10 (8, 130~9, 310) | (7, 680~9, 090)
12, 000 10/10 10/10
8,000 0/10 1/10
; 6 10, 000 4/10 1/10 10, 000 11,000
- P 11, 000 7/10 4/10 (9, 180~11, 110)!(10, 100~11, 980)
12, 000 8/10 9/10
10, 000 0/10 0/10 i
6 12,000 0/10 1/10 14, 000 12,950
13, 000 1/10 7/10 (13, 200~14, 830) (11, 880~ 14, 120)
15, 000 9/10 8/10
S. C.
5, 000 0/10 2/15
1 6, 000 5/10 4/10 6, 300 6, 100
7,000 9/11 8/10 (5, 740~6,910) | (5, 450~86, 830)
9, 000 10/10 10/10
10, 000 0/10 0/10
p. o. 6 20, 000 0710 /10 20, 000< 20, 000<

LDs, values were calculated by the method of LITCHFIELD and WILCOXON.
Figures in parentheses represent the 95 % confidence limits.
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Table 2 Acute toxicity of cefotaxime in rats
Weeks Dosage No. died/No. treated LDy (mg/kg) -
Route of age (mg/kg)
g 8/kg Male Female Male Female
s | |
4
g 7,000 7,000
i v, 6 7,000 6/10 — i '
8 000 6/10 6/10 (6, 250~7, 840) | (4,930~9, 940)
' 10, 000 10/10 10/10
i 8, 000 0/10 0/10
6 10, 000 3/10 3/10 10, 200 10, 400
1. p. 11,000 5/10 7/10 (9, 580~10, 860), (9, 740~11, 110)
12, 000 10/10 9/10 ;
17:000 Yo o/l
, 18, 400 19, 400
6 18, 000 2/10 1/11 2 )
19! 000 /2 o/io  [(17.490~19, 360) (19, 130~19, 670)
e 20, 000 9/10 9/10
5, 000 05%0 0/10
7,000 4/10 3/10 7,200
1 9,000 8/10 10/10 | (6,380~8,460) | ’»000~9, 000
11,000 10/10 10/10
500 0/10 0/10 |
i. m. 6 1,000 0/10 0/10 2,000< | 2, 000<
2,000 0/10 0/10 |
10, 000 0/10 0/10
p. o. 6 20, 000 110 0/10 20, 000< 20, 000<

LDg, values were calculated by the method of LITCHFIELD and WILCOXON.
Figures in parentheses represent the 95 % confidence limits.

* Not calculated exactly

Table 3 Acute toxicity of cefotaxime in rabbits

Months Dosage No. died/No. treated LD;, (mg/kg)
Route of age (mg/kg)
8 8/kg Male Female Male ' Female
2| % | 5
0/5
. 1,880 2,100
i. v. 3~5 1, 000 3/5 2/5 ' g
2, 000 2/4 3/4 (752~4,700) | (1,167~3,780)
4,000 3/4 2/4

LDg, values were calclated by the method of LITCHFIELD and WILCOXON.

Figures in parentheses represent the 95 % confidence limits.
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%KL 7o 1,000 mg/kg/day Bt 5B OMHET » + T,
{BED Ca** HikRl, o bo v rEEOERE
SUIVMREOBDOMH S vl LS, WThOXRYBE
BiCH O THMEREFRRIBD ONLELP 57

49 RBREFRR

#E%2BEBES LU I VABRERRER TR - 1

2%, DVTNOENBESHTOIR(LAYMOBEICIZLE
DU AREFRRLL A oNiTho 1,

1 7 ABDORBREMRRIX Table 5 iT/RL 120

5) MEAEERERR

Table 6 IKRL7ZEL, DWTNOEYBERTED
Td, AKX AYCLZEBELNIRERRIRDS
T, TRTESBHANOEERL TV,

6) HWIRFER
BERTRICTE - - HROER, HARMICILZ1Z
CEHBOBRE ) O EEOILAMSEREIICE A 50,
COERBEERT 2 BEARICHRL EEBICENT



102 CHEMOTHERAPY

JUNE 1980

Fig. 2 Body weight change of rats treated with
cefotaxime intravenously for 1 month
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Fig. 3 Daily food consumption of rats treated
with cefotaxime intravenously for 1 month
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Table 8 Histopathological findings in rats treated with cefotaxime intravenously for 1 month
Sex Male Female
Dosage (mg/kg) Control 125 500 1,000 | Control 125 500 1,000
No. of rats 10 10 10 10 10 10 10 10
Kidney
Glomerular change 1 0 0 0 0 0 0 0
Tubular atrophy 1 0 0 0 0 0 0 0
Hyaline droplet change 5 6 9 8 0 0 0 0
Calcification 0 0 0 0 0 0 0 1
Interstitial inflammation 1 0 0 2 0 0 0 1
Urinary cyst 3 1 1 2 5 1 2 2
Liver
Degeneration & necrosis 0 0 0 0 0 0 0 0
Small round cell infliltration 4 4 3 4 2 6 4
Reduction of glycogen 0 5 5 6 6 5 4 5
Spleen
Lymphoid hyperplasia 0 2 4 4 3 2 4
Atrophy 0 0 0 0 0 0 0 2
Congestion 2 0 0 0 0 0 0 0
Cecum
Hemorrhage 0 0 1 2 0 0 0 0
Erosion 0 0 0 1 0 0 0 0
Attenuation of the wall 0 0 1 2 0 1 0 0
Inflammatory cell infiltration 0 0 0 4 0 0 | 3 4
Skin (site of injection)
Epidermis . Degeneration 0 0 0 0 0 0 2 4
Dermis & subcutaneous tissue :
Hemorrhage 3 4 3 4 2 7 6 2
Edema 2 1 0 3 6 3 5 5
Inflammatory cell infiltration 3 1 1 4 5 4 4 3
Venous change 0 0 0 1 0 0 3 1

VIR LEROEIND - BB D 5 112 1,000
mg/kg/day #HE5HTIX, MERER, C(BETIH
3% Ca** BiNEERE, o rovevElOEH B&
VMBI OBREDHDLHRD S, ThoDEIR
B 5RO HE, HmMEEMCESBIRMIERIGE L
THRbhbDLEEZ bh, Cefotaxime BSEEFEHEL &
DOEMBBITER L 727 TRV &id, FRORKOE
SO EHCORBEBENLELBLES AoNLENT E
POACHTH B,
FINRBLEDEERB TR S B AICKEUE
kDA Sht: 1 BETIR, BRickT 3 v/ SRRORE
BWEBNEDONIbDBBL 1205, COEILDT
BESRA ORESEMCERT 2 —RAEILEELS
1 Cefotaxime DM~ DOEBEMERH &ITE L E,

&t Cephaloridine 73 & —#8®D cephalosporin &g
EYETI, TOFHFUSEELNSTD oI EHE
ENTHBESLD, ARDERICENTHHKICCDHRIZY
&L T Cefotaxime OBW~DEE LKL 703, Cefo-
taxime MEFBYBE I EHEREE TS L% R
TA3XIBBMEIBONIIDP 57,

# ®
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7ULET, AR RO—BE2BY I NI KETF, &
BEZ, hBRA, MBKE BI—-3, tER— %R
B2, NI, BREB, HIXZ, BIEF. BHA
Xf, aRBTOERCBRHELET,
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ACUTE AND SUBACUTE TOXICITY OF CEFOTAXIME

HIROSHI MORIOKA and SHORYO HAYASHI

Development Laboratories, Hoechst Japan Limited

Cefotaxime (HR 756, CTX), a new cephalosporin, was examined for its acute toxicity in the mouse,
rat and rabbit, and for its 1-month subacute intravenous toxicity in the rat.

In the acute toxicity test with mice and rats aged 6 weeks, intravenous LDg, values were the lowest,
and subsequently intraperitoneal, subcutaneous and oral ones followed in that order named. When exa-
mined in juvenile (1 week old) mice and rats by the subcutaneous injection, the drug toxicity was
slightly greater than that in 6-week-old animals. The acute intravenous toxicity for rabbits was higher
than that for mice and rats. By any dosage route, there was no sex difference in the drug acute toxicity
for any species of the mouse, rat and rabbit, and toxic signs produced were only such behavioral
changes as are known to be induced in common by cephalosporins.

In the subacute toxicity test, the drug given at a daily dose of 1,000 mg/kg, a feasible highest dose
for consecutive intravenous injections, caused dilatation of the cecum of slight to moderate degrees in
most of rats and histopathological examinations on them showed hemorrhage or inflammatory cell infi-
Itration in the organ. In some animals dosed at 500 or 125 mg/kg/day, similar changes, though of a
slight degree, were observed macroscopically and histopathologically. Except these changes, the findings
were inflammatory changes noted at the injection site, and some hematological and histopathological

changes of slight degrees considered to have subsequently resulted from those inflammatory changes.



