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Table 1 Characteristics of patients
Case Underlying Cer BUN Cr
No. Sex Age condition (ml/min) (mg/dl) (mg/dl)
1 M 73 B.P.H. 53 21 1.1
2 M 76 Urethral stenosis 34 24 1.6
3 M 75 Bladder tumor 32 22 1.6
4 M 65 B.P.H. 26 32 25
Table 2 Serum concentration of AC-1370 after intravenous injection of 1.0 g in patients with renal insufficiency
Case Cer T8
No. | (mimin) | 1/4 (0 | 1/2 (h) 1 (hr) 2(n | 6o 120 | 24 | @3
1 53 423 31.3 226 8.26 2.1 - 2.94
2 34 54.4 47.4 35.5 244 12.7 2.8 5.93
3 32 104 107 72 53.1 48.0 30 10.8 9.30
4 26 96 75.5 65.5 41.5 27.3 100 8.62
Nor* 103 66.8 45.1 34.0 19.9 3.59 0.87 - 1.64
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Table 3 Pharmacokinetic parameters of AC-1370 after intravenous injection of 1.0 g in patients with renal insufficiency

Parameters

Case Cer. AUC
No. (ml/min) (ugehr/ml) Kel (hr!) Ky, (hrY) K, (hr ) '{l‘l/;;} Vel (L)
1 53 198.9 0.474 1.072 1.299 2.94 23.25
2 34 423.8 0.192 0.870 1.467 593 19.54
3 32 9440 0.147 0.871 0.966 9.30 13.67
4 26 882.3 0.177 2.360 2.062 8.62 13.50
Nor* 103 126.5 0.650 141 1.59 1.64 1443

Fig.2 Correlation between Ccr and Kel
of AC-1370 in patients with renal
insufficiency
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Fig. 4 Correlation between Ccr and AUC of
AC-1370 in patients with renal

insufficiency
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Table 4 Serum concentrations and half-life of AC-1370 after intravenous injection
of 100 mg/kg in normal rats and experimentary renal insufficiency rats

Doses Cer Serum concentration (ug/ml) Half-life
(mg) | mfmin) oy | 1o | 2an | 3n | 240 (hr)
Normal rats 19.5 0.890 367.0 200.4 87.4 44.1 0.64 092
(n=3) £0.135 £90.5 £50.9 £53.8 £10.7 | +0.06 £0.03
Renal
insufficiency | 16.0 0.185 373.3 187.1 109.8 60.2 6.2 133
rats +0.035 £30.0 +54.8 +452 | 123 | 207 +0.23
(n=4)

Table S Urinary excretions and recovery rate of AC-1370 after intravenous injection
of 100 mg/kg in normal rats and experimental renal insufficiency rats

Urinary excretion (ug) Recovery rate (%)
Doses Cer
i Total Total
(mg) | (mi/min) | o 3 py | 3~24hp) | 0~ 28 0~3(hr) | 3~24(hr) | 0~24
(hr) (hr)
Normal rats 195 0.890 4,980 557 5,537 51.08 5.71 56.79
(n=2) +0.135
.Rerial‘ )
m:uff)cnency 16.0 0.185 1,321 617 1,938 16.52 7.72 24 .24
rats
(n=2) +0.035
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Table 6 Biliary excretions and recovery rate of AC-1370 after intravenous injection
of 100 mg/kg in normal rats and experimental renal insufficiency rats
Biliary excretion (ug) Recovery rate (%)
Doses Cer Totl Total
i otal
(mg) | (mi/min) | o 3 hry | 3~24m) | 024 0~3(hr) | 3~24(hr) | O~24
(hr) (hr)
Normal rats 19.5 0.890 218 10 228 2.22 0.10 2.32
(n=2) +0.135
_Renal. .
miufﬁcwncy 16.0 0.185 409 66 475 5.12 0.82 5.94
rats
(n=2) +0.035
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PHARMACOKINETICS OF AC-1370 IN PATIENTS AND
EXPERIMENTAL ANIMALS WITH RENAL INSUFFICIENCY
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Department of Urology, Okayama City Hospital
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Department of Urology, Okayama University, Medical School
(Director: Prof. H. OHMORI)
NoBuo KATO, TE1ZO MURATA and YASUMI YUGARI
Life Science Laboratories, Ajinomoto Co., Inc.

The pharmacokinetics of AC-1370, a new cephalosporin derivative, were investigated in 4 patients and
experimental animals with renal insufficiency. In patients, serum and urinary c'oncentrations of AC-1370
were determined by bioassay. In experimental animals, serum, urinary and biliary concentrations of AC-
1370 were determined by radioassay.

The following results were obtained.

1) In patients with various degree of renal'impairment, serum levels and half-lives () were higher in
proportion to highering of serum creatinine, and urinary recovery rates were decreased. There were linear
correlations between the creatinine clearance and the elimination rate constant.

2) In experimental renal insufficiency rats, urinary recovery rate and Ccr were 20% and 0.2 ml/min, and

these values were lower than those in normal rats (60% and 0.9 ml/min), whereas biliary recovery rate was
higher than normal rats (6% vs 2%).



