s WMRATE 34 : 782-789, 1988,

CDDP BFEHIIXT 5 FOM D&EREHHRIC
B9 3 % BRIR OB T

IR B P RBE IR ARl GRSS% « IniledA#g)
= OB R Om B oKk & AL 0 B OB O®
U AZESMBR B HE EFE  HRU—8D
" OR Rk

A CLINICAL EVALUATION OF THE PROTECTIVE EFFECT OF
FOSFOMYCIN (FOM) AGAINST THE CIS-DIAMMINEDICHLORO-
PLATINUM (CDDP)-INDUCED NEPHROTOXICITY

Masaaki Sarro, Takanori Masakl and Hiroaki KaTo

From the Department of Urology, Yamagata Prefectural Central Hospital
(Chief: Dr. H. Kato)

Kazuo Numasaka

From the Department of Urology, Yamagata University, School of Medicine
(Director: Prof. K. Suzuki)

The protective effect of fosfomycin (FOM) against the cis-diamminedichloroplatinum (CDDP )-
induced nephrotoxicity was evaluated clinically. Thirty-six cases suffering from urogenital
cancers were subjected to CDDP therapy in which 50 mg of CDDP was administered on Day
0, with one week regarded as one course of treatment. The daily excretions of urinary N-acetyl-
B-D-glucosamidase (NAG) and B2 microglobulin (82 MG) levels were measured on Day 1, 3 and 5.
Creatinine clearance (Ccr) was also determined on Day I. CDDP was administrated once a
week for 6 weeks. Group A consisted of 18 patients who were treated with CDDP alone every
alternate odd week. In the other even weeks, they received both FOM 4.0g and CDDP on
Day 0 and FOM 4.0g on Day | and 2. The maximum values together with the total amounts
of urinary NAG and urinary B2 MG were measured. Group B, also consisting of 18 cases, was
divided into two sub-groups, one which was always administered with CDDP alone and another
which received both FOM and CDDP. The maximum values of each course in urinary NAG
and B2 MG were measured and Ccr level was also obtained. The changing pattern in the maxi-
mum values of two parameters and Ccr level between two subgroups was compared.

Group A: The maximum values of urinary NAG excretions obtained in 4th week, using
the combined therapy of CDDP and FOM was significantly lower than that obtained in the 3rd
week. The total amounts of urinary NAG excreted in the even weeks during which FOM was
coadministered with CDDP was significantly lower than those observed in the odd weeks. No
trends were found in the maximum or total amounts of 82 MG excreted.

Group B: The maximum amounts of urinary NAG in the group receiving both FOM and
CDDP decreased gradually. The values obtained in the 6th week after the commencement of
treatment was significantly lower than that obtained in the Ist week. On the other hand, the
group receiving CDDP alone without FOM showed no reduction in the amount of NAG excreted.
No trends were found in the amount of excreted urinary 8; MG.

The Cer level in both subgroups showed the same tendency to decrease along with increase
in the number of new drug courses. In addition, the level of Ccr obtained from the 6th week
was significantly lower than that obtained before CDDP administration in both groups.

In conclusion, the combined administration of FOM was found effective in reducing the
acute nephrotoxicity of CDDP (renal tubular damages) which was characterized by the excretion
of urinary NAG. However, chronic disturbance of renal function by CDDP nephrotoxicity,
indicated by the reduced level of Ccr, was not inhibited by FOM administration.
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