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Table 1. Plasma DRPM in elderly volunteers after single intravenous infusion(]
Dose: 250 mg
Volunteer Plasma concentration p g/mL0O
No. Before 05h 1h 2h 4 h 6 h 8 h 12 h 24 h
1 N.D. 174 8.39 3.69 1.22 0.43 0.17 N.D. N.D.
2 N.D. 19.3 111 5.19 1.75 0.84 0.37 0.08 N.D.
3 N.D. 14.1 7.10 2.84 0.77 0.24 0.09 N.D. N.D.
4 N.D. 14.9 9.07 3.92 1.55 0.47 0.16 N.D. N.D.
5 N.D. 20.2 9.85 3.18 0.87 0.35 0.12 N.D. N.D.
6 N.D. 19.0 10.9 4.27 151 0.50 0.18 N.D. N.D.
Mean — 175 9.40 3.85 1.28 0.47 0.18 0.01 —
SD — 2.5 1.53 0.83 0.39 0.20 0.10 0.03 —
N.D.: O 0.06p g/mL
Table 2. Pharmacokinetic parameters of DRPM in elderly volunteers after
single intravenous infusion
Dose: 250 mg
Volunteer Cmaxa@ AUCP CLr¢ TwOB O  Fed CLr®
No. Oug/mLO OpgOh/mLO OL/hO O hO 0% OL/hD
1 17.4 24.34 10.27 1.34 88.8 9.12
2 19.3 32.69 7.65 1.76 79.0 6.04
3 141 18.93 13.21 1.19 74.7 9.87
4 14.9 24.65 10.14 1.38 89.9 9.12
5 20.2 25.06 9.98 1.48 71.6 7.15
6 19.0 28.64 8.73 1.43 65.2 5.69
Mean 17.5 25.72 10.00 1.43 78.2 7.83
sD 25 4.62 1.87 0.19 9.7 1.77
aCmax: observed at 0.5 h
b AUC: calculated by trapezoidal method
¢ CLr: calculated by dose/AUC
dFe: urinary recovery from 0 to 24 hours
¢ CLr: urinary renall clearance estimated by CLtx Fe/100
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Table 3. Comparison of pharmacokinetic parameters of DRPM between elderly and nonelderly
volunteers after single intravenous infusiontd n 00 60
Dose: 250 mg
Cmax?@ AUCP CLre TR O Fed CLg®
Opg/mLO OpgOh/mLO  OLhAO OhO 0 %0 0 L/hO
Elder] Mean 17.5 25.72 10.00 1.43 78.2 7.83
ery SD 25 462 187 0.19 9.7 177
Nonelderl Mean 18.1 20.26 12.59 0.90 74.5 9.35
y SD 1.9 3.48 1.77 0.08 43 1.27
p 0.648 0.0434 0.0332 0.000386 0.421 0.119
t-test N.S. p O 0.05 p0 005 p0O 0.05 N.S. N.S.
N.S.: not significant
@Cmax: observed at 0.5 h
b AUC: calculated by trapezoidal method
¢ CLr: calculated by dose/AUC
dFe: urinary recovery from 0 to 24 hours
e CLr: urinaryl renal clearance estimated by CLrx Fe/100
Table 4. Cumulative urinary recovery of DRPM in elderly = 100 p
volunteers after single intravenous infusion 2
o
Dose: 2 o
ose: 250 mg s 80 [
Volunteer Cumulative urinary recovery % of doseld <
No. 2h 4h 6h 8h 10h 12h 24h 2 el
[}
1 654 808 857 877 832 885 888 §
2 540 699 751 777 780 784 79.0 o
3 523 681 725 738 744 746 747 ? 40
4 653 824 868 887 894 89.6 89.9 g | ——&—— Nonelderly
5 543 66.1 69.0 704 711 713 716 e 5 —O0——  Elderly
6 450 598 622 644 648 650 652 B
>
Mean 561 712 752 771 717 779 782 g
SD 8.0 8.8 9.6 9.6 9.7 9.7 9.7 O o : 7 g 3
0 6 12 18 24
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Phase | study of doripenem, a new carbapenem antibiotic for injection, in elderly volunteers
Mitsuyoshi Nakashima'®, Shogo Sesoko®” and Takayoshi Oguma®

"Hamamatsu Institute of Clinical Pharmacology & Therapeutics,
40-3 Sukenobu-cho, Hamamatsu, Shizuoka, Japan

“Medical Corporation Aggregate Shinpukai Maruyama Hospital

*Developmental Research Laboratories, Shionogi & Co., Ltd.

We conducted a Phase | pharmacokinetic study of doripenenm) DRPM[] a new carbapenem antibiotic for in-
jection, in 6 elderly male volunteers. DRPM was administered intravenously at a dose of 250 md 0.5-hour single
infusion] We studied the effects of aging on pharmacokinetic profiles of DRPM by comparison with data in an-
other study in healthy nonelderly male volunteers. We also assessed the safety of DRPM in the elderly.

Significant differences observed in plasma half-life, AUC, and systemic clearance between the elderly and

nonelderly were not great. The change in mean plasma DRPM concentration showed no great differences be-
tween groups.

No adverse drug reactions were observed.
We concluded that aging has little effect on pharmacokinetic profiles of DRPM after a single dose at 250 mg

and thus the dosage and administration intended for the nonelderly also applies to the elderly people with no
concern about DRPM safety.



