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Fig. 3 Blood level profiles of intact drug
determined during consecutive i.v.
administration of “C-CTRX for
l4days at a daily dose of 20mg/kg
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Table 1 Disappearance of '* C-radioactivity in various tissues of male rat treated with * C-CTRX
consecutively for 14 days in an intravenous daily dose of 20 mg/kg

ug eq./g (ml)

Day after the
last dosing 1* Jrk 10%** 42%**
Organ
Blood 29+0.2 1.1:0.2 04 +00 0.3+0.1
Brain <0.1 <0.1 N.M. N.M.
Pituitary gland 0.9 0.7 N.M. <0.1
Adrenal gland 1.5:0.0 1.2+0.1 0.6 £0.1 0.4:0.0
Thyroid 24 2.3 1.2 0.9
Thymus 1.0:0.1 0.2:0.1 N.M. <0.1
Heart 1.2:0.1 0.8+0.0 04+00 0.1+0.1
Lung 28+0.1 1.7+£0.0 09+0.0 04+0.0
Liver 22+0.2 1.3+0.1 0400 0.1+0.0
Spleen 1.6 £0.2 1.3+0.1 0.8+0.0 0.5+0.0
Pancreas 1.2+0.1 0.8+0.1 05+0.0 0.3+0.0
Eye ball 0.6 0.1 04=:0.0 N.M. 0.2+0.0
Kidney 426+ 1.7 303125 13.3+0.9 26+0.2
Stomach 0.5+0.1 0.5+0.1 N.M. N.M.
Intestine 19.0+4.2 0.8+0.2 0.3+0.0 N.M.
Testis 1.1+£0.1 0.6 £0.0 0.3£0.1 0.1+0.0
Spinal cord 03200 0.2+0.0 N.M. N.M.
Muscle 0.5+0.0 0.3+0.0 N.M. 0.1+0.0
Fat pad 0.4:0.1 0.3£0.0 N.M. <0.1
Skin 25+0.1 1.6+0.1 1.0£0.1 0.5+0.0
Carcass 1.6 +0.1 1.1+0.1 N.M. N.M.
* - The average of five rats + S.E.
** . The average of four rats + S.E.
*** : The average of three rats + S.E.
N.M. : not measured
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Table 2 Disappearance of ** C-radioactivity in various tissues of female rat treated with 14 CCTRX
consecutively for 14 days in an intravenous administration of 20 mg/kg
ug eq./g (ml)
Day after the

last dosing 1% Jxk 10%** 40%%%
Organ
Blood 23+0.2 1.0:0.1 0.3+0.0 0.3:0.0
Brain <0.1 <0.1 N.M. N.M.
Pituitary gland 0.8 0.4 N.M. <0.1
Adrenal gland 1.2+0.1 0.7+0.1 0.4+0.0 0.3+0.0
Thyroid 1.9 1.5 0.9 0.6
Thymus 1.0+£0.1 0.7+0.1 N.M. <0.1
Heart 1.0:0.1 0.7+0.0 0.3+0.0 <0.1
Lung 2502 1.7+£0.1 0.8+0.0 0400
Liver 1.8+0.1 1.1+0.0 04 +0.1 0.1+£0.0
Spleen 1.2+:0.1 1.1£0.1 0.7+£0.0 0.5+0.1
Pancreas 09+0.0 0.6 +0.1 0.3+0.0 0.3+0.1
Eye ball 0.4 +0.0 04:0.1 N.M. 0.2+0.0
Kidney 48.1:1.8 40.8:1.9 178+1.2 48+0.2
Stomach 26+1.4 03+0.1 N.M. N.M.
Intestine 99+22 04:0.1 0.2+£0.0 N.M.
Uterus 1.7+£0.2 1.7+£03 N.M. 0.2+0.1
Ovary 1.8+0.1 1.1+£0.1 0.5+0.0 0.3+0.1
Spinal cord 0.3+£0.2 0.1+£0.0 N.M. N.M.
Muscle 04+0.0 04 +0.1 N.M. 0.2+0.0
Fat pad 0.5+0.1 0.3+0.0 N.M. <0.1
Skin 20:0.1 1.1+0.1 0.7 +0.1 0.5+0.0
Carcass 1.3+0.1 09:+00 N.M. N.M.

* : The average of five rats + S.E.
** - The average of four rats + S.E.
*** : The average of three rats + S.E.

N.M. : not measured
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DISPOSITION OF CEFTRIAXONE (Ro 13-9904) IN RATS (III)

— BLOOD LEVEL PROFILES AND TISSUE DISTRIBUTION OF '*C-CEFTRIAXONE
FOLLOWING REPETITIVE INTRAVENOUS ADMINISTRATION —

HIDEO Fukazawa, HiTOSHI TAHARA, SHIGEYASU ICHIHARA,
Hirok1 ToMisaAwA and MITSURU TATEISHI
Nippon Roche Research Center

14 C.ceftriaxone (*C-CTRX, *C-Ro 13-9904) was consecutively given to both genders of rats for 14
days at a daily intravenous dose of 20 mg/kg. The blood concentration-time profiles of both 14 C-radio-
activity and the intact drug during the repetitive administration and the elimination of 19C from various
tissues after a cessation of the drug were examined at the scheduled time points.

1. Blood level-time profile: The 4C-radioactivities in blood were likely to reach a steady state-level
within 10 days. The 24-hr level on day 10 was 2 ~ 4 times as high as that on day 1. The blood concentration-
time profile of the intact drug was not significantly changed over the consecutive administration.

2. Accumulation of 14C-radioactivity into and its elimination from tissues: By the consecutive i.v.
administration of '* C-CTRX to rats, the radioactivity was significantly accumulated into most of the tissues
examined other than both gastrointestinal tract (including its contents) and brain; the 24-hr levels in each
tissue after the last administration were 3 ~ 4 times higher than those at the 24th hr after a single i.v. admin-
istration (20 mg/kg). On day 10 after the withdrawal of the drug, the *C-levels in all the tissues (except
for thyroid gland, spleen and kidney) were not higher than the respective 24-hr levels observed in the single
dose study, while for the 19 Clevels in above three tissues it took 6 weeks to reach the 24-hr levels of the
single administration. The intact drug was not accumulated in any tissues after the 14-days consecutive
administration.



