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HIGH-DOSE metoclopramidc, often combined with 
corticosteroids and/or benzodiazepines, is currently 
the treatment of choice in CDDP-induced emesis 
[ 1, 21. Major drawbacks of these effective regimens 
are side-effects such as extrapyramidal symptoms 
and drowsiness. 

GR38032F is a novel, highly selective 5-HT3 
antagonist, which is a potent inhibitor of CDDP- 
induced nausea and vomiting in ferrets [3]. Studies 
in healthy volunteers have shown that the com- 
pound is well tolerated up to 128 mcg/kg i.v. and 
up to 160 mcg/kg orally. The half-life of GR38032F 
was found to be 4.5 h. In non-CDDP containing 
regimens, very high efficacy was seen in patients 
refractory to other anti-emetic treatments [4]. 

In the present study we report on the results in 
13 naive cisplatin-treated patients (70-120 mg/ 
m’). GR38032F was given i.v. at two dose levels. 
The first dose was given in 15 min just prior to the 
start of the 4 h CDDP infusion and repeated at half 
the initial dose 6 and 12 h later. Six patients were 

treated with a starting dose of 4 mg (level A) and 7 
patients with 8 mg (level B). 

Accepted 7 April 1988. 
*1,2,3,9-Tetrahydro-g-methyl 3(2-methyiimidazol-1-yl) methyl 
carbazol 4-one, hydrochloride, dihydrate. 
Correspondence and requests for reprints to: L.D. de Haan, 
Division of Medical Oncology, St. Radboud Hospital, P.O. Box 
9101, 6500 HB Nijmegen, The Netherlands. 

Efficacy was scored after 24 h and the results arc 
shown in Table 1. Complete prcvcntion of emesis 
was seen in 45% and a major response (all patients 
with less than three vomiting episodes) was observed 
in 72%. Nausea was assessed using a 100 mm 
visual analogue scale with 0 mm rcprcscnting no 
nausea. In case of, rcspcctively, a complete 
response, major response or failure, patients scored: 
7, 1-19 (n = 6), 53, lo-72 (n = 3) and 39.5, 
13-89 (n = 4; median + range). 

No correlation between plasma level and response 
was found. Thirteen of the 18 treatment courses 
with GR38032F were associated with adverse 
events such as mild sedation (six patients), flushing 
(five patients) and hcadachr (two patients). Three 

Table 1. Antiemetic response of GR380321; at two dose levels in 
13 CDDP-treatedpatients 

GR38032F 

Dose level A 

No vomiting 
~2 vomiting periods 
12 vomiting periods 

Dose level B 

No vomiting 
~2 vomiting periods 
>2 vomiting periods 

Number of patients 
First Second 

course CoIIrse 

6 1 

4 I 
I 2 
1 I 

7 1 

2 1 
2 
3 

1383 
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patients showed a slight, transient elevation oftrans- 
aminases. 

GR38032F is effective and well tolerated in the 
dosage and regimen used. In the present data no 

dose-response relation has been found. Further 
studies with other dose regimens are currently being 
undertaken. Its true value has to be proven in 
randomized trials. 

REFERENCES 
1. Gralla RJ, Itri LM, Pisko SE et al. Antiemetic efficacy of high-dose metoclopramide: 

randomized trials with placebo and prochlorperazine in patients with chemotherapy- 
induced nausea and vomiting. N Erg1 J A4ed 1981, 305, 905-909. 

2. Kris MG, Gralla RJ, Clark RA et al. Consecutive dose-finding trials adding lorazepam to 
the combination of metoclopramide plus dexamethasone: improved subjective effectiveness 
over the combination of diphenhydramine plus metoclopramide plus dexamethasone. 
Cancer Treat Rep 1985, 69, 1257-1262. 

3. Costa11 B, Domeney AM, Gunning SJ, Naylor RJ, Tattersall FD, Tyers MB. GR38032F: 
a potent and novel inhibitor of cisplatin-induced emesis in the ferret. Br J Pharmacol 1987, 
90, 9OP. 

4. Cunningham D, Pople A, Ford HT et al. Prevention ofemesis in patients receiving cytotoxic 
drugs by GR38032F, a selective 5-HT, receptor antagonist. Lancet 1987, 1461-1462. 

5. Bowman A, Allan SG, Warrington PS et al. Clinical trials and pharmacokinetics of 
GR38032F, a new antiemetic effective against platinum-induced vomiting. ECCO-4, 
Madrid, l-4 November 1987, proceeding No. 1063. 


