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The Dose-anticancer Effect Relationship of
Several Platinum Compounds
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(Institute of Coordinate Chemistry, Nanking University)

Abstract

Eight platinum compounds were synthesized in the Institute of Ccordinate Compcunds, Nan-
king University, they are: Dihtydroxy-malonyl-diamire Platinum (Pt (NH,), (mal) (OH),) ( 1 );
Dihydroxy-malonyl-ethylendiamine platinum [Pt (cn) (mal) (OH),J ( I ); Dibydroxy-oxalyl-
ethylendiamine platinum (Pt (en) (C,0,) (OH),) (I ); Dihydroxy-dibreme—cthylindizmine
platinum [Pt (en) Br, (CH),} (¥ ); Dihydroxy—cis—dichloro-diamine platinum (¥t (MNH,), Cl,
(OH),) (V); Cis Dichlore~diaminc platinum [Cis-Pt (NH,), Cl,J (¥); Malenyl-cthylendiamine
platinum [Pt (en) (mal)) (V[); Malonyl-diamine platinum (Pt (NH,), (mal)) (V).

These compounds were shown to have significant antitumor activities againsi W-256

carcinosarcoma in rats. Their inhibition rates were ( 1): 99.5~100%, (I ): 98.5~99.8%;
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(E) 61~98.3%; (IV)99.5—100%; (V)99.69~100%; (V)98.5%~99.39; (W)99.2~
99.89%; (V) 99.18~100%; respectively, with high tumor regression rates from 5/10 to 10/10.
The 95-day follow-up of the regressed tumors showed, that ecxcept in individual rats with

relapsing, in most rats the regressed tumors did not recur.

The dose—effect relationship of the first 6 compounds were studied in W-256 tumor, and
showed that the 909 cure dose (CD,,) of compound ( I) was 21.2 mg/kg/D X 7; 90%
inhibition dose (IDy,) of (1) was 12.5 mg/kg/D x 7; IDy, of (1) was 17 mg/kg/D x 7;
ID,, of (H)was 14.5 mg/kg/D x 7; ID,, of (IV) was 4.8 mg/kg/D x 7: ID,, of (V)
2.38 mg/kg/D x 7; ID,, of (V) was 0.21 mg/kg/D x 7. The abovementioned data showed
that the tolerated doses for aminals and also the antitumor doses of chelated platinum compounds,
such as compounds ( ) and ( [ ) were higher; whereas these doses of non-chelated platinum
compounds such as (Y[) were lower. This may be attributed to the lower dissociation rate of
the chelated compounds and to the less active substances formed.
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