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Objective
To compare ondansetron with meto-
clopramide plus dexamethasone for
the reduction of emesis and nausea in
children receiving chemotherapy for
leukaemia.

Design
Randomised controlled trial.

Setting
Apaediatric department of a hospi-
tal in die United Kingdom.

Patients
30 children (53% boys, age range 18
mo to 15 y) who were being treated
with the UK acute lympho bias tic
leukaemia regimen that included
vincristine, daunorubicin, etoposide,
cytarabine, prednisolone, and th io
guanine. Exclusion criteria were un-
controllable nausea and vomiting
during previous treatments, nausea
or vomiting before treatment, other
serious illnesses, treatment with other
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antiernetics or benzodiazepines, cere-
bral metastases, meningeal leukae-
mia, and hypersensitjvity to or history
of lack of efficacy of study drags.

intervention
15 children were allocated to intrave-
nous ondansetron, 3 to 8 mg/m2 over
3 to 5 minutes at 0, 12, and 24 hours
timed to come before daunorubicin at
0 and 24 hours. Oral ondansetron was
then given every 12 hours for 3 days.
15 children were allocated to intrave-
nous metoclopramide (10 mg/m3)
plus dexamethasone (4 mg/m2) every
6 hours for 3 days. Procyclidine, 2.5
to 5.0 mg, was given with each dose
of metoclopramide to prevent extra-
pyramidal reactions. If the assigned
treatment failed to achieve antiemetic
control, the alternative treatment was
given.

Main Outcome Measures
Emetic episodes (vomit or retch);
emesis (complete response, major re-
sponse, minor response, and failure);
and nausea (not sick at all, feeling sick,
or feeling very sick).

Main Results
No children switched from ondanse-
tron, and 10 of 15 switched from

The clinical development of the selective
S-HTj receptor antagonists has substan-
tially improved the control of chemo-
therapy-induced nausea and vomiting in
both adults and children (1). Large,
randomised, double-blind trials have shown
the superior efficacy and decreased toxicity
of these agents compared with high-dose
metocbpramide in patients who receive
cisplatin-based regimens (2). But in patients
who receive moderately emetogenic chemo-
therapy, 5-HT3 receptor antagonists (such
as ondansetron) have not convincingly been
proved to be superior to metoclopramide
for the prevention of nausea and vomiting.

This open, randomised clinical trial pro-
vides impetus for a larger confirmatory trial
to recommend a 5-HT3 receptor antago-
nist such as ondansetron as the standard

antiemetic agent for children who receive
moderately emetogenic treatment. With 15
patients per treatment group and a type 1
error rate of 5%, a difference of approxi-
mately 50% would be needed to make the
results statistically significant. Although the
study population was small (15 patients per
group), and only 12 of the 30 patients were
naive to daunorubicin, the results are so
dramatic that the sample size is sufficient
to make the detected difference significant.
Data from this trial show that complete or
major control of emesis was achieved in
93% of children in the ondansetron group
compared with 33% of children who re-
ceived metoclopramide plus dexameth-
asone; these data are both statistically and
clinically significant. Therefore, a large,
randomised, double-blind trial is warranted.

metoclopramide plus dexamethasone
to ondansetron within the first 24
hours. Children who received on-
dansetron had more complete or
major responses (less emesis) than
children who received metoclopra-
mide plus dexamethasone (93 % vs
33%, P = 0.002). {This absolute risk
improvement of 60% means that 2
children would need to be treated
with ondansetron for 3 days for 1 to
have a complete or major response,
95% CI 1 to 4; the relative risk im-
provement was 180%, CI 53% to
520%.}*

Conclusion
Children who received chemotherapy
for leukaemia had reduced emesis
after treatment with ondansetron
compared with those who received
treatment with metoclopramide plus
dexamethasone.
Source of funding: Not stated.

For article reprint: Mrs. GS. Dick, Paediatric
Department, Royal Marsden National Health
Service Trust, Sut.ton1 Surrey SM2 5PT,
~~ ' d, UK. FAX44-181-170-7168.

'Numbers calculated from data in article.

In the interim, the data are consistent with
the concept that 5~HT} receptor antago-
nists are a better choice than classic
metoclopramide (dopamine D2 receptor
antagonist) in this patient population be-
cause of their improved therapeutic ratio
(i.e., lack of extrapyramidal side effects and
improved tolerability).
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