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Fig. 3 Plasma levels of cefotaxime and RU 628
in rabbits after a single administration
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Fig. 4 Plasma level curve of cefotaxime calcila-
ted on the basis of the two compartment
model from plasma data in rabbjts after
a single administration (20 mg/kg, i. v.)
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Fig. 5 Plasma level curve of RU 628 in rabbits
after a single administration (20 mg/kg,
i. v.)
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Fig. 6 Distribution amount of cefotaxime in
central and tissue compartments in course
of time after a single administration (20
mg/kg, i. v.) to rabbits

== Central
------ Tissue

‘—.\\
\
)
g
')
i
/

—

Amount (mg/kg)

———————T

0.5

Time (h)

Cefotaxime #1555 5%»5, RMERBILADICE~
RADICIEMETIZH 308, Cefotaxime @ desacetyl {4
ThHs RU628 & h, LIkEMEEIC B EL,
SRMRICIRHENLE S IE -7,

2 REHFHRIT

Fig. 3 it;RL7: Cefotaxime QIMMhIMEF — 41T
B30T, RBHFENRITEITIL >z, Cefotaxime #
B#OMmWDMEL, two compartment model iZfE
W, Fig. 4 iKRL- &S sBERiwMSE > hiz, phe-
rmacokinetic parameter {3, Table 1 IR L &L
THb. TDRR, Cefotaxime D MmMEchh o DERK
12, 57.493TH- 172,

X 5ic, Cefotaxime ¥ 5riciMics o3 RU
628 @ pharmacokinetic profile %413 %ic, RUG628
D 20mg/kg ZMIRAICKEE L, ZOXEMIENBIEZ
T8 »71,

Fig. 5 W RT &5, RU628 omschiprisg
single compartment model iz % -7-, Table 2 i
13, £ kinetic parameter %R 7, Cefotaximéj 14
e~ RU628 1350008 11.7 Y E @b Tigh{, Mg
hh o DHRMERHICTINDINBC EERLT %o



VOL. 28 S-1

CHEMOTHERAPY 119

Table 1 Pharmacokinetic parameters calculated
on the basis of the two compartment
model from plasma data in rabbits after
a single administration of cefotaxime

Table 2 Pharmacokinetic parameters calculated
on the basis of the single compartment
model from plasma data in rabbits
after a single administration of RU 628

Parameter Cefotaxime (20 mg/kg, i. v.) Parameter RU 628 (20 mg/kg, i. v.)
T1/2(a) (h) 0.188 T1/2 (h) 0. 195
T1/2(8) (h) 0. 957 K (Y 3.55
K (h-) 2.11 Vv, (ml-kg-1) 221
kp2 ¢th) 1.04 TC (ml:-min-kg"?) 13-1
K (h-Y) 1.26 AUC (ug-ml-1-h) 25.4
Vi (ml-kg™") 260 T1/2 : Half life in single compartment model
vdys @ 1.83 K  : Elimination rate constant
TC (ml-min-1-kg-?) 9.16 V. : Apparent volume of central compartment
AUC (pg-ml-1-h) 36.4 TC : Total clearance
T2 Tl T i @ phe AUC: The area under the plasma levl versus
T1/2(6) : Half life in B phase tme curve from time tme ininity
K : Elimination rate constant
ky, : Rate constant for entering peripheral
compartment Cefotaxime % 20 mg/kg # [k Py# 5% DR b HEt &
ky : Rate constant for re-entering periphera) DRI, Fig.8 WRLT &L, Cefotaxime &
v X’mpa“mm‘l . | LTORBADHIE, BbHEHROS 0~1 KMk
1 . Apparent volume of central comartment . . .
(Vd)s : Distribution volume of cefotaxime THHERD.5% T, 5% 6 Kl TORIHREI
TC : Total clearance 17.0% TH -1 ThEtRMIC, desacetyl & (RU
AUC  : The area under the plasma level versus 628) 3L Hitt X hig5H% 0~1 R THERD 34.0

time curve from time zero to time
infinity
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Fig. 7 Organ levels of cefotaxime in rabbits after a single administration

(20 mg/kg, i. v.)
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Fig. 8 Urinary cumulative recoveries of cefota-
xime and RU 628 in rabbits after a single
administration (20 mg/kg, i. v.)
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PHARMACOKINETIC STUDY OF CEFOTAXIME IN RABBITS

MiIKI0O OMOsU, OsaAMU ToGASHI and Kazumi FujiMOTO
Development Laboratories, Hoechst Japan Limited

The kinetics of cefotaxime (HR 756, CTX) after intravenous administration (20 mg/kg) was studied
in rabbits by high pressure liquid chromatography and bioassay.

The half-life for clearance of cefotaxime from plasma was 57.4 min. In plasma, its desacetyl meta-
bolite (RU 628) was also detected, but the level was far lower than that of cefotaxime. When given to

rabbits in an identical dose, this metabolite was cleared from plasma more rapidly than its parent

compound, having a half-life of about 11 min.
Cefotaxime was distributed rapidly into organs. It was detected at the highest level in the kidney and
subsequently high levels were seen in the lung and heart. Its brain level was quite low.

The compound was found to be eliminated from the body mainly through the urinary organs. About

75% of the given dose was recovered from urine in unchanged and desacetyl forms of cefotaxime during

a 6-hr period postdosing. The ratio of cefotaxime to RU 628 in amount was approximately 1 : 3.3. The

total recovery rate for cefotaxime and RU 628 from the bile during the same period was merely 0.24%

of the dose and the two appeared in almost equal amounts.



