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CISPLATIN IS a most active drug in the treatment of epithelial 
ovarian cancer. The efficacy of this drug is dose dependent, as 
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shown in a recent randomised study of two doses of cisplatin 
given with a fixed dose of cyclophosphamide [ 11. This trial 
was closed early when an interim analysis indicated a highly 
significant survival advantage for those treated with the higher 
dose (100 mg/m2) of cisplatin. The toxic effects of the treatment 
were also significantly greater in the high dose arm, and the 
authors identified the need to alleviate cisplatin toxicities. 

Glutathione is a naturally occurring thiol tripeptide with a 
high afIinity for heavy metals, and potentially able to reduce 
cisplatin toxicities. In non-random&d studies, glutathione has 
enabled high doses of cisplatin to be administered with only 
modest toxicity and without compromising its cytotoxic activity 
[2]. When used in animal models, glutathione has diminished 
cisplatin neurotoxicity [3]. 

We performed a randomised, double-blind, placebo con- 
trolled study in patients with advanced ovarian cancer to assess 
the efficacy of glutathione as an adjunct to escalating doses of 
cisplatin. Three groups, each of 12 cisplatin-treated patients (6 
glutathione and 6 placebo), were treated. The daily dose of 
cisplatin was fixed at 40 mg/m2 and given over 2 h. In Group 1, 
this treatment was for 2 successive days, Group 2 for 3 days and 
Group 3 for 4 days, repeated every 4 weeks. The glutathione- 
treated patients were treated with a fixed dose of glutathione 
(1.5 g/m2) given by infusion over 15 rnin prior to each cisplatin 
treatment. A total of 14 patients were treated in Group 1 (2 
replacements for protocol violators). Recruitment to the trial 
was stopped after 8 patients (5 active and 3 placebo) had entered 
Group 2. Ototoxicity had proved more common than expected, 
and 4 patients in this group were withdrawn because of grade II 
toxicity encountered. No patients were entered in Group 3. 

Clinical assessments, laboratory tests, and neurological and 
audiological examinations were performed on all treated pati- 
ents, but no significant differences were noted between the active 
and placebo groups. Ototoxicity was noted in both glutathione- 
and placebo-treated patients. Independent assessment of the 
audiograms suggested less toxicity in the glutathione-treated 
patients. We feel glutathione failed to significantly protect 
against cisplatin toxicity because cisplatin was administered over 
2 h. Glutathione has a short half-life, and it has recently been 
shown that 30 min cisplatin infusions are optimal when com- 
bined with glutathione [4]. Further randomised clinical studies 
with these two drugs using optimal drug scheduling are clearly 
needed. 
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