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Fig.2 Plasma levels of MK-0791 and N-acetyl
MK-0791 following intravenous admin-
istration of MK-0787/MK—0791(10/10mg/
kg) to rats (n=3)
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Table 1 Pharmacokinetic parameters of MK-0791 obtained from plasma level

Animal Rat Rabbit
Route i.v. bolus i.v. infusion
Dosed drug MK-0787/MK-0791 MK-0787/MK-0791
Dose (mg/kg) 10/10 10/10
Kel (min™1) 0.101 0.057
Vdss (ml/kg) 184 184
Cl (ml/min/kg) 22 10
AUC (ug-hr/ml) 7.5 16.5
t1/2 (min) 15.6 12.7
Max conc.  (ug/ml) 70.5 —_
Css (pg/ml) —_ 450

Parameters of MK-0791 were derived from two-compartment and
one-compartment models for rats and rabbits, respectively.

Table 2 Urinary excretion of MK-0791 and N-acetyl
MK-0791 following intravenous administration
of MK-0787/MK-0791 (10/10mg/kg) to rats

Urinary excretion (% of dose)
Time (hr) MK-0787/MK-0791

MK-0791 N-acetyl MK-0791
0—1 0.5+0.2 10.6%3.0
1-2 0.1£0.1 2.7£1.0
2—4 N.D. 0.6+£0.2
4—6 N.D. 0.1+£0.1
6—24 N.D. N.D.
Total 0.6+0.3 14.0+2.8

Values are expressed as mean + S.E. of 4~5 rats.
N.D.=Not detected
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Fig.3 Plasma levels of MK-0791 and N-acetyl
MK-0791 following intravenous infusion
of MK-0787/MK-0791 (10/10mg/kg) to
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Table 3 Urinary excretion of MK-0791 and N-acetyl MK-0791
following intravenous infusion of MK-0787/MK-0791
(10/10mg/kg) to rabbits

Fig.4 Plasma levels of MK-0791 and N-acety]

- MK-0791 following intravenous infusion
of MK-0787/MK-0791_(10/10mg/kg) to

adult beagles (n=2) and beagle puppies

Urinary excretion (% of dose)
Time (hr) MK-0787/MK-0791

MK-0791 N-acetyl MK-0791
0—2 12.2£2.5 29.1+8.3
2—4 4.1+£2.3 8.8+4.1
4—6 0.41+0.1 1.9+0.7
6—8 0.1+£0.0 0.4+0.4
8§—12 N.D. N.D.
Total 16.8+1.7 40.1£7.6

Values are expressed as mean + S.E. of 6 rabbits.
N.D.=Not detected
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Table 4 Urinary excretion of MK-0791 and N-acetyl MK-0791 following intravenous infusion of
MK-0787/MK-0791 (10/10mg/kg) to adult beagles and beagle puppies

Urinary excretion (% of dose)
X Adult beagle Beagle puppy
Time (hr)

MK-0791 N-acetyl MK-0791 MK-0791 N-acetyl MK-0791
#1 #2 ave. 1 #2 ave. | #1 #2 ave. #1 #2 ave.
0—2 26.2 46.1 36.2 8.7 10.6 9.7 16.3 12.7 14.5 N.D. N.D. | ND.
2—4 1.4 7.8 4.6 0.7 4.2 2.5 13.8 10.8 12.3 N.D. N.D. N.D.
4—6 1.6 0.6 1.1 0.4 N.D. 0.2 3.5 1.9 2.7 N.D. N.D. | ND.
6—8 0.6 0.2 0.4 N.D. N.D. N.D. 1.6 0.4 1.0 N.D. N.D. | ND.
8—12 0.5 0.2 0.4 N.D. N.D. N.D. 0.9 0.5 0.7 N.D. N.D.‘ N.D.
Total 30.3 54.9 | 42.7 |-9.8 |- 14.8 12.4 36.1 26.3 31.2 N.D. N.D. N.D.

N.D.=Not detected

ave.=Average
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PHARMACOKINETICS OF CILASTATIN SODIUM

PLASMA LEVELS AND URINARY EXCRETION OF
CILASTATIN SODIUM AND METABOLITE

Yasuyuki Isun, Keisuke Kamelr, Masaniko SHiBaTa, Junko HorikosHr
Hiroxo Axivama, Kenji Hamajima and Kivosur Havase
Research Laboratories, Nippon Merck-Banyu Co., Ltd.

Plasma levels and urinary excretion of cilastatin sodium (MK-0791) and N-acetyl MK-0791
were studied in rats following intravenous bolus injection and in rabbits, adult beagles and beagle
puppies following intravenous infusion of MK-0787/MK-0791 at a dose of 10/10 mg/kg and following
results were obtained.

1) The half-life of intact MK-0791 was 15.6 and 12.7 min in rats and rabbits, respectively,
and adult beagles and beagle puppies showed a half-life of 83.1 and 55.6 min, respectively.

2) In rats, N-acetyl MK-0791 disappeared from the plasma with a half-life of 7.5 min. A small
amount of N-acetyl MK-0791 was found in the other species, but in beagle puppy plasma, no N-acetyl
MK-0791 was detected.

3) Urinary excretion of intact MK-0791 was 0.6, 16.8, 42.7 and 31.2% of the dose in rats,
rabbits, adult beagles and beagle puppies, respectively. )

4) Urinary excretion of N-acetyl MK-0791 was 14.0, 40.1 and 12.4% of the dose in rats, rabbits
and adult beagles, respectively, and in beagle puppies, no N-acetyl MK-0791 was detected.



