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GRANISETRON COMPARED WITH ONDANSETRON PLUS
DEXAMETHASONE IN THE PREVENTION OF NAUSEA
AND VOMITING INDUCED B Y A INTENSELY
EMETOGENIC CHEMOTHERAPY REGIMEN:
A RANDOMIZED CROSS-OVER STUDY
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Fifty-two patients with chemotherapy comprise
cisplatin, adriamycin and dacarbazine underwent anti-

emetic therapy form September 1994 to June 1995. The
chemotherapy regimens include CAP-VDS, ACO, E P ,
CHOP, AMF and MFP. The dose of PDD was 60-70
mg/M 2, ADR was 40-50 mg/M2 and DTIC was 300 mg/M 2.

This study was the randomized, cross-over study, ruled
out any differences between individual patients. Group
A: Granisetron was given on the first day of

chemotherapy, Granisetron 3 mg, Dexamethasone l0 mg
i.v. at 30 minutes before chemotherapy; Group B:
Ondansetron was given on the first and second days,
Ondansetron 8 rag, Dexamethasone 10 mg i.v. at 30

minutes before chemo-therapy. The rates of complete
control-free of vomiting were 80.8% and 82.7% in both
groups respectively at 24 hours (P>0.05), 57.7% and
53.9% respectively (P>0.05)at second day, and 67.3% and

53.9% respectively (P<0.05) at third day. No difference
was observed between both groups for the result of
antiemetic control in seven days, the rate of overall
control are 82.7% and 80.8% respectively (P>0.05).

Adverse eventswith both antiemetic treatments were mild
(essentially headache), the percentage of headache with
ondansetron was 9.5% and granisetron 7.7%, constipa-
tion with ondansetron was 80.8% and granisetron 61.5%.
Constipation: Granisetron, given as one i.v. 3 mg injec-
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tion before chemotherapy plus dexamethasone, and
ondansetron, given intravenously 8 mg injection before
chemotherapy at the first 2 days plus dexamethasone are
similar results on acute and dalayed chemotherapy-

induced vomiting in patients receiving their intensely

emetogenic regimen.
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N a u s e a and vomiting are often the first side

effects o f anti-cancer d rugs , particularly with cisplatin,
adriamycin and dacarbazine. Intensely emetogenic
regimens are wide ly u s e d in the treatment o f a great
variety o f cancers, including breast cancer, lung cancer

and malignant lymphomas et al.. Prevention o f
nausea and vomiting in patients receiving these
regimens is very important since nausea and vomiting

are among the most distressing side effects o f chemo-
therapy occurring in patients not receiving antiemetic
t reatment] Several studies have s h o w n that 5 - H T 3
receptor antagonists are superior to other antiemetic
treatments d u r i n g the acute phase o f emesis. 2'3 From
September, 1994 to June, 1995 , 52 patients with

chemotherapy comprise cisplatin, adriamycin and
dacarbazine underwent antiemetic therapy.
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MATERIALS AND METHODS

Entry Criteria

All pat ients were in hospi ta l . All chemotherapy
regimens included cispla t in or/and adriamycin, dacar-
bazine. Pat ients wi th renal failure or marked hepat ic
dysfunct ion were excluded. Eligibility cri ter ia in-
cluded the absence of prechemotherapy vomi t wi th
brain metastasis and intestinal obst ruct ion.

Patient Characteristics

Of the 52 pat ients , males 38 , females 14, ages
2 4 - 6 9 with median 47 years, including 28 lung cancer,
14 malignant lymphomas , 4 breast cancer, 3 gastro-
intestinal cancer, 2 head and neck cancer, and 1
test icular cancer.

Chemotherapy Regimen

Chemotherapy regimens including CAP-VDS
( C T X , ADR, PDD, VDS), A C O (ADR, CTX, VCR),
EP (Vp-16, P D D ) , CHOP (CTX, ADR, V C R , PDN),
AMF ( A D R , MTX, 5FU), M F P ( M M C , 5FU, PDD).
The dose of PDD is 6 0 - 7 0 mg/M2, ADR is 4 0 - 5 0
mg/M2 and DTIC is 300 mg/M~.

Method

The study was a randomized, crossover s tudy ,
ruled out any differences between individual pat ients .
Group A was given granisetron in the firs t chemo-

therapy cycle and ondansetron in the second. Group
B received ondansetron firs t and granisetron second.
Granisetron was given on the firs t day of chemo-
therapy; ondansetron was given on the firs t and
second days . No other ant iemet ic was used up to
seven days after chemotherapy. All pat ients received
the same dosages of antiemetic: granisetron 3 m g ,
dexamethasone 10 mg i.v. at 30 minutes before
chemotherapy; and ondansetron 8 rag, dexamethasone
10 mg i.v. at 30 minutes before chemotherapy.

Criteria

The cri ter ia used to measure nausea and vomi -
t ing are fol low: Nausea. 0: complete control - no
nausea; I: mile - not affecting food intake and dai ly
activities; II: medium - affecting food intake and
dai ly activities; III-IV: failure - severe nausea, ly ing
in bed. Vomi t ing . 0: complete control - free o f
vomi t ing ; I: major control - 1 or 2 vomi t s per day,
not affecting food intake and dai ly activities; lI: minor
control - 3 to 5 vomi t s per day; Il l-IV: failure -
severe vomi t ing , ly ing in bed.

RESULTS

A total of 52 pat ients were randomized and
completed the 2-way cross-over. Figure 1 shows the
number of pat ient of vomi t ing in two groups of
pat ients . Figure 2 shows the resul ts of vomi t ing
episodes (n=52) - complete and major response.
Table 1 shows the resul ts of vomi t ing episodes (n=52)
in seven days .

7'able 1. Results, o f vomiting episodes (n 52) in seven days'

CC MaC MiC F CC+MaC (%)
Ondansetron 22 (42.3) 21 (40.4) 6 (11.5) 3 (5.8) 43 (82.7)
Granisetron 23 (44.2) 19 (36.5) 7 (13.5) 3 (5.8) 42 (80.8)

The rates of complete control-free of vomi t ing
were 80.0% and 82.7% in both groups respectively at
24 hours (P>0.05). They were 5 7 . 7 % and 53.9% in
both groups respectively (P>0.05) at second day, and
67.3% and 5 3 . 9 % respectively (P<0.05) at th i rd day.
No difference was observed between both groups for

the resul t of ant iemet ic control in seven days , the rate
of overall control are 82.7% and 80.8% respectively
(P>0.05).

Adverse events wi th both ant iemet ic treatments
were mi ld (essential ly headache), the absence of
extrapyramidal effects and akathis ia in the pat ients ,
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but adverse events occurring with the highest fre-
quency in both groups at each cycle were constipation.
The percentage of headache with ondansetron was
9.5% and granisetron 7 . 7 % , const ipat ion wi th ondan-
setron was 80.8% and granisetron 61.5%. Moreover
const ipat ion wi th ondansetron was 7 8 . 9 % and
granisetron 55.8% in pat ients of complete control-free
of vomi t ing .
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Fig. 1. Number of vomiting episodes in two groups of
patients
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Fig. 2. Results of vomiting episodes (n=52) - com-
ple te and major response

emesis is a dist inct clinical syndrome which occur
more than 24 hours after adminis t ra t ion of cyto toxic
therapy, peaking at 4 8 - 7 2 hours and las t ing for up to 7
days .7 This s tudy demonstrates that both granisetron
and ondansetron plus dexamethasone are effective for
the prophylaxis of emesis induced by 7-day
fractionated cispla t in , adriamyc m and dacarbazine
regimens. Our resul ts show that the rate of overall
control in seven days are 82.7% and 80.8% respec-
t ive ly , and complete control-free of vomi t ing are
4 2 . 3 % and 44.2% respectively in two groups .

Dexamethasone's efficacy against p la t inum-
containing regimens was demonstrated by Aapro and
Alber ts ,8 who reported an 82% response against
moderate doses of cisplatin. Al lan , et al.9 reported
that the addi t ion of dexamethasone to the 5-HT3
receptor antagonis t ondansetron produced complete or
major control in 69% of pat ients compared with 56%
of that given ondansetron alone. Jones , et alJ °
reported that for control of emesis induced by
moderately emetogenic non-plat inum containing
chemotherapy, dexamethasone has been shown to be
superior to ondansetron (87% vs. 72%) for the control
of delayed nausea on days 2 - 5 A similar resul t has
been found in th i s t r ia l .

In sp i t e of the ant iemet ic treatment is safe and
effective, the side effects were mile, but const ipat ion
was occurring with the highest frequency in this t r ia l .
We suggest that the addi t ion of cathart ic to the 5-HT3
receptor antagonis t ondansetron and granisetr0n
decrease the occurrence of constipation.

Conclus ion: Granisetron, given as one i.v. 3
mg iNection before chemotherapy plus dexame-
thasone, and ondansetron, given intravenously 8 mg
inject ion before chemotherapy at f i rs t 2 days plus
dexame-thasone are s imilar resul ts on acute and
delayed chemotherapy-induced vomi t ing in pat ients
receiving the i r intensely emetogenic regimen.

DISCUSSION

A variety of safe and effective ant iemet lc agents
that 5-HT3 receptor antagonis t ( l ike ganisetron,
ondansetron and tropisetron) wi th dexamethasone
have been identif ied and tested in cancer pat ients
receiving chemotherapyJ 's 5-HT3 receptor antago-
nist are highly effective in preventing acute chemo-
therapy-induced nausea and vomi t ing .6 Delayed
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