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Fig.1 Effect of PIPC on serum levels and urinary excretion of CEZ

in humans
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Fig.2 Effect of PIPC on serum levels and urinary excretion of CEZ
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Fig.4 Effect of PIPC on serum levels and urinary excretion of CTT

in humans
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Fig.6 Effect of ABPC on serum levels and urinary excretion of CEZ

in humans
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Fig.8 Effect of probenecid on serum levels and urinary excretion of

CEZ in humans
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Fig.9 Effect of probenecid on serum levels and urinary excretion of

CPZ in humans
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STUDIES ON CONCOMITANT ADMINISTRATION OF
ANTIMICROBIALS (PART 1)

Kyoicur Totsuka, Satosur Oui, Teerer Kumapa, KinacHiro SHiMizu

Department of Medicine, Tokyo Women’s Medical College

Yasvo Watanase, Tosuio Hayasui
Research Laboratory, Toyama Chemical, Co., Ltd.

After d.i. administration of cephems (cefazolin, cefoperazone, cefotetan, cefsulodin) alone or
combined with piperacillin consecutively to normal volunteers, the course of serum levels and
urinary recovery were assessed.

When PIPC was combined with CEZ or CTT, the elevation of serum levels and reduced urinary
recovery of CEZ and CTT were observed comparing to those of each alone.

When PIPC was combined with CPZ, the elevation of serum levels of CPZ was observed comparing
to those of CPZ alone. However, urinary recovery of CPZ was not affected by PIPC.

When PIPC was combined with CFS, the serum levels and urinary recovery of CFS were
not affected by PIPC.

With the combination of probenecid, the serum levels of PIPC and CEZ were elevated and
urinary recovery of PIPC and CEZ was reduced by probenecid. However, the serum levels and
urinary recovery of CPZ were not affected by probenecid. CEZ was much more affected than
PIPC was.

These results indicate that PIPC influences the pharmacokinetics of CEZ and CTT causing by
competitively inhibiting tubular secretion and those of CPZ causing by competitively inhibiting
hepatic excretion. Inhibition of hepatic excretion of CTT was supposed to be another cause of
elevated serum levels of CTT.

Because of its glomerular excretion, the serum levels and urinary recovery of CFS were not
affected by PIPC.

These effects of PIPC were supposed to be specific for its own. Because another penicillin,
ampicillin, did not affect the pharmacokinetics of CEZ.



