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Figure 3. Survival of patients with metastatic renal cell carcinoma 
(RCC). 

was no notable difference in long term survival between both 
groups (Figure 3). 

According to the data presented, patients with locally 
advanced non-metastatic tumours undergoing AS1 after neph- 
rectomy show a tendency towards a lower recurrence rate 
compared to patients receiving no further treatment after sur- 
gery. However, in metastatic disease, there was no notable 
difference in survival between patients receiving AS1 compared 
with patients receiving other treatment regimes or no palliative 
treatment at all after tumour nephrectomy. Therefore, tumour 
nephrectomy combined with AS1 alone in patients with meta- 
static RCC is insufficient and shows no improvement compared 
to other palliative treatment regimes. 

In future, the preparation techniques need to be optimised, 
and in vitro expansion of RCC cells has to be used in order to 
obtain enough vials for AS1 vaccination, even in patients with 
small or fibrotic and necrotic tumours. The identification of 
tumour-associated antigens in RCC is one of the major goals for 
developing more effective adjuvant and palliative treatment 
regimes. The prolongation of immunostimulation after vacci- 
nation might improve the activation, maturation and response 
of cytotoxic lymphocytes involved in immunological tumour 
control. For this purpose, new adjuvants are being developed 
[S]. Non-specific stimulation of the immune system by cyto- 
kines, e.g. interferons and interleukins, may be helpful for 
increasing immunoreactivity in RCC patients undergoing AS1 
treatment. 
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Ondansetron for the Control of 
Dacarbazine-induced Emesis 

E. Campora, S. Chiara and C. Aschele 

THE MAJORITY of anti-emetic trials have addressed the problem 
of emesis induced by cisplatin-containing chemotherapy regi- 
mens, and it has been demonstrated that ondansetron provides 
effective prophylaxis. The addition of dexamethasone to ondan- 
setron further improves anti-emetic control [ 1, 21. Even if 
dacarbaxine is a commonly used chemotherapeutic agent with 
high emetogenic potential [3], very few studies concerning the 
control of dacarbazine-induced emesis have been reported [4, 5 1. 
The following open study was performed to assess the anti- 
emetic efficacy of the S-HT3-receptor antagonist, ondansetron, 
in patients receiving chemotherapy including dacarbazine. 

19, chemotherapy-naive, advanced colorectal cancer patients, 
median age 64 years, median ECOG performance status 1, 
entered a phase II clinical trial of dacarbazine 500 mg/m* 
followed after 2 h by the nitrosourea, fotemustine, 100 mg/m2 
day 1, every 4 weeks [6]. At the first course of therapy, 18 patients 
received ondansetron 8 mg orally 1 h prior to chemotherapy and 
then after 6 and 12 h. Ondansetron 8 mg orally three times daily 
was given on days 2 and 3. All patients were treated on an 
outpatient basis. Emesis was evaluated as follows: complete 
protection = no emetic episodes; major protection = one-two 
episodes; minor protection = thre+four episodes; no protec- 
tion alive episodes. Nausea was graded as follows: zero = none; 
one = mild, induced by certain odours or flavours; 
two = moderate, food intake compromised; three = food 
intake impeded. 

Results of protection from acute emesis (any emetic episode 
occurring within 24 h of chemotherapy) with ondansetron were: 
8 (44.4%) and 7 (38.8%) patients had complete and major emetic 
protection, respectively. No patient experienced more than five 
emetic episodes. Nausea was absent in 8 patients (44.4%) or 
mild in 6 cases (33.3%). Side effects reported with ondansetron 
were mild, and consisted of constipation in 4 patients and 
headache in 4 patients. Of note is the fact that the only 
patient (l/19) not receiving ondansetron experienced severe 
gastrointestinal toxicity (> 15 emetic episodes). 

The encouraging results observed in this small number of 
patients suggest that ondansetron is a safe, effective and well- 
tolerated anti-emetic agent that can be recommended in the 
prevention of nausea and vomiting from dacarbazine-containing 
chemotherapy. 
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A Randomised Double-blind Placebo 
Controlled Clinical Trial Assessing the 

Tolerability and Efficacy of 
Glutathione :as an Adjuvant to 

Escalating Doses of Cisplatin in the 
Treatment of ,Advanced Ovarian 

Cancer 

F.X. Pa&s, R.E. IColeman, P.G. Harper, 
D. Pickering, C. Topham, J.R. Whittington 

and ML. Tedeschi 

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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