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Fig. 1. TBPM plasma concentration of after single oral
TBPM-PI tablets administration at 250 mg (potency)
alone or with 1 g of probenecid.

(Mean, n = 12)
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Fig. 2. Urinary excretion of TBPM and LJC11, 562 after single oral TBPM-PI
tablets administration at 250 mg (potency) alone or with 1 g of probenecid.
(Mean, n = 12)
Table 1. TBPM and LJC11,562 pharmacokinetic parameters after single oral TBPM-PI tablets administration at 250 mg (potency) alone
or with 1 g of probenecid
TBPM LJC11,562
Urinary Urinary
Condition Conax AUCo-e ti2 tmax CL/F CL: excretion excretion
(ug/mL)  (ug-hr/mL) (hr) (hr) (L/hr) (L/hr) (0—24 hr) (0—24 hr)
(%) (%)
TBPM-PI alone 10.2*2.6 11.8+22 0.70 £0.07 0.76 £0.23 219+37 12.8*+1.7 589+7.2 11.9+2.1
TBPM-PI with
. 153+3.8 344%8.1 1.21+0.12 0.90 £0.36 7.6 1.7 4.0%£09 51.2*6.8 17.3+29
probenecid

(Mean £SD, n=12)

13102+26 pg/mL B X 0 153+38 ug/mL, AUCi-ld
1183+22pug - hr/mL B & 18344+81 ug - hr/mL, ti.
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Fig. 3. TBPM plasma concentration after single oral TBPM-PI
tablets administration at 250 mg (potency) in fasting or
nonfasting.

(Mean, n = 12)
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Fig. 4. TBPM and LJC11, 562 urinary excretion after single oral TBPM-PI tab-
lets administration at 250 mg (potency) in fasting or nonfasting.

(Mean, n = 12)
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Table 2. TBPM and LJC11,562 pharmacokinetic parameters after single oral TBPM-PI tablets administration at 250 mg (potency) in

fasting or nonfasting

TBPM LJC11,562
Urinary Urinary
Condition Cunax AUCo- ti2 tmex CL/F CL: excretion excretion
(ug/mL)  (ughr/mL) (hr) (hr) (L/hr) (L/hr) (0—24 hr) (0—24 hr)
(%) (%)
Fasting 102*2.6 11.8%+2.2 0.70 £0.07 0.76 =0.23 21.9*3.7 128+ 1.7 589%7.2 11.9*2.1
Nonfasting 8.1%22 11.1*1.8 0.72 = 0.06 0.79+0.35 23.0+3.5 14.7%3.0 63.7+8.9 12.4+3.2
(Mean = SD, n=12)

550D, AUCr.B X IR HEM=RIIFEETH D, 1h, ¥ HIERS, Mt : Panipenem/betamipron (25 %
TBPM-PI $£ DU 12 K ITTEHOBE IS WL O FHBER - R M ES. Chemotherapy 1991; 39 (S-3):
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VA OB BIRE NS 2 — 5 DEALIT LA ERD SN
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B LS I2 TS EFHOFEEII/ANE {, TBPM-PI
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720
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W% P9 % 28H & TBPM-PI % 6FH 3 2 B, W
BREAEALT AT E2FEL, LEIS CHENIHHY
HTENEFLWEEZ LN, T2, BHEOAMIZK
2 B DOZALIZ/N S o 72,
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Effect of probenecid or diet on tebipenem pivoxil tablets pharmacokinetics
in healthy male volunteers

Mitsuyoshi Nakashima”, Jun Morita” and Kazumasa Aizawa”

Y Hamamatsu Institute of Clinical Pharmacology & Therapeutics, 40—3 Sukenobu, Naka-ku, Hamamatsu, Shizuoka,
Japan
? Clinical Research Department, Meiji Seika Kaisha, LTD.

We assessed the effect of probenecid on the pharmacokinetics of tebipenem pivoxil(TBPM-PI), an oral
carbapenem antibiotic and TBPM prodrug, in healthy male volunteers. We also studied the effect of diet on
TBPM-PI tablets pharmacokinetics in clinical dosage.

TBPM-PI tablets of 250 mg (potency) were administered in combination with 1 g probenecid. We observed
increased AUCy-- and C.... of TBPM, decreased apparent total clearance, renal clearance, and urinary excre-
tion of TBPM and prolonged t.» of TBPM considered attributable to the inhibitory effect of probenecid on re-
nal tubular TBPM secretion.

For dietary effect, we compared the pharmacokinetics of TBPM-PI tablets at 250 mg (potency) during fast-
ing and nonfasting. TBPM C,.. in the nonfasting was 80% of that in the fasting, AUCy-» and urinary excretion
were comparable in fasting and nonfasting.

We concluded that appropriate dose and regimen are recommended when TBPM-PI is administered with
drugs such as probenecid that inhibit tubular secretion, given that such drugs influence TBPM-PI pharma-
cokinetics. Diet intake influenced TBPM-PI tablets pharmacokinetics only negligibly, if at all.



