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—Comparison with Other Protease Inhibitors—
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1. CDDP #5# o Cer fEDZEAL.

1, 2BCH VTR Cr EOEZED b Rehoked, 3KL 4TI CDDP#® S5 18BN
87.544.0% X O72.4+9.8 L HHIAET L7z (p<0.05, p<0.01).

2. CDDP #&5# DR+ AA &, R y-GTP &0 E4L

CODP#51HEB®D2, 3, 40K AA EHIZ318+101, 486+116, 672+197THbH 1B b
NT2, 3RBIVAFIAECHELYRLEA TG @80 ERThoke (p<0.05, p<0.01Fk X
U'p<0.00D), ZhitRL, 1BHETORFAAFEDOEEIRLALERD 2k, ¥, B
y-GTP & OB S R AA EMEEELIL 7,

ik X b, US o CDDP i & % BREEMHIIER D EM41L lysosome BEE D MBINF H c £ 5> R EREE
EMER USHHETA Z Lt X Y BREEMRZHRET L h b LEEEI R,

F 7, 4EMERA L7 protease inhibitor @ 7c 4> T US 3 CDDP BREEMRE/ER & L TRRBEOERT
HHEEDLRS.

Synopsis The present study was performed to evaluate the mechanism of the protective effect of urinas-
tatin (US) against cisplatin (CDDP) induced nephrotoxicity. We measured consecutively the change in the
creatinine clearance (Ccr) level, urinary arylamidase (AA) activity, and urinary y-glutamyl transpeptidase
(y-GTP) activity as the indices of nephrotoxicity. These drugs such as US (10,000U/kg, 3h: group 1),
gabexate mesilate (2mg/kg/h, 4h : group 2), and aprotinin (5,000U/kg/h, 4h : group 3) as protease inhibitors,
and dopamine HCIl (0.3mg/kg/h, 4h: group 4) for the increase in renal blood flow were used with the
hydration of 15ml/kg/h during 4 hours of experiments on rabbits.

The change in the Ccr value after the intravenous administration of CDDP indicated that the level in
groups 3, 4 decreased significantly at one day after the administration of CDDP. On the other hand, there
was little significant increase in urinary AA activity and/or urinary y-GTP activity in group 1, while a
transitional increase was observed in groups 2, 3, and 4, among which the highest level was found in group
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These results are attributed to the protective action of US against CDDP mainly in the inhibition of the
lysosomal enzyme released by the destruction of lysosomes in the proxymal tubule cells of the kidney.
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0.9% saline solin.

5% glucose soln.
15ml /kg/h

US 2,000 U/ke/h]

3% saline soin.
15m!/kg/h
CDDP 3mg/ke |

15ml/kg/h
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3% saline soln. 0.9% saline soln.

5% glucose soln.
15mi /kg/h
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e e, lysosome BEZEEEMSIIER, O
#HERTF (MDF) ELEIHIERERXBL, ~ay
rBOEBBREYHET S0, AHEASEAN
BB LBERICAIh T3, Tbb,
Wit 5 v 2 106 5 BT EE T IH MR
MEREELRET S 2 LAMbATV2, Th
LOEBIERAYERTA L, CODPIRL2EHE
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oz, L L, 2 OBREFERD US ik X 5B M
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B L piE A 7 S v® (FERRE3ug/kg/5) O
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% chemical nephrotoxicity 7% \» -3 # clinical
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