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Summary. Thirteen patients resistant to high-dose meto- 
clopramide (>~ 5 emetic episodes in 24 h following chemo- 
therapy) were treated in the subsequent course of  C D D P  
chemotherapy with C O M D  (chlorpromazine, orphena- 
drine, metoclopramide,  dexamethasone). A statistically 
significant reduction in the number  o f  vomiting episodes 
was obtained, and 69% of  patients showed a better accept- 
ance of  C D D P  treatment. Subsequently, the same antiem- 
etic combinat ion was administered to 31 untreated pa- 
tients receiving C D D P  alone for the first time: 67.7% ob- 
tained complete protection from vomiting with minimal 
toxicity. 

According to our experience, C O M D  is an efficacious 
and well-tolerated antiemetic combinat ion in cisplatin- 
treated patients; however, further studies with larger num- 
bers of  patients are required to confirm these preliminary 
results. 

Introduction 

High-dose metoclopramide is the standard treatment for 
prevention of  cisplatin (CDDP)- induced nausea and vom- 
iting. About  60% of  CDDP-treated patients, however, still 
have this troublesome side effect [1], and the optimal treat- 
ment of  such resistant cases has not yet been identified. As 
the use of  a combinat ion of  antiemetic drugs seems to of- 
fer a certain prospect of  efficacy [2-7], we designed an in- 
tensive four-drug parenteral antiemetic regimen for use in 
patients who were resistant to high-dose metoclopramide. 

We report here the results obtained in these patients 
and our experience with use of  the same regimen in un- 
treated patients undergoing C D D P  chemotherapy for the 
first time. 

Materials and methods 

Thirteen patients considered resistant (>~ 5 emetic episodes 
in 24 h following chemotherapy) to high-dose metoclopra- 
mide (120 mg i. v. every 2 h x 4) were treated in the subse- 
quent course o f  C D D P  chemotherapy with the C O M D  an- 
tiemetic combination. Six patients were men and seven, 
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women, their average age being 55.5 years (range 35-66) ;  
the average dose of  C D D P  administered as a single drug 
was 73.3 m g / m  2 (range 57.1-100). 

The C O M D  combination was given according to the 
following schedule: 
Chlorpromazine 25 mg 

i. m. immediately before C D D P  
Orphenadrine 40 mg 

i. m. immediately before C D D P  
Met0clopramide 1 mg/kg  

i. v. 30 rain before C D D P  and every 2 h x 4 
Dexamethasone 20 mg 

i. v. 30 min before C D D P  
The same antiemetic combination was administered to 

31 previously untreated patients (16 men, 15 women;  aver- 
age age 53.9 years; range 31-71)  who were undergoing 
chemotherapy for the first time and who were being treat- 
ed with C D D P  alone (average dose 69.4rag/m2; range 
50-103mg/m2) .  Treatment efficacy was evaluated by 
monitoring the number  of  vomiting episodes and the in- 

Table 1. Nausea and vomiting episodes in metoclopramide resis- 
tant and previously untreated patients 

Resistant patients Metoclopramide COMD 

Average no. of vomiting 
episodes 11 6.3 P=0.003 ~ 

Average score for maxi- 
mal intensity of nausea 1.69 1.07 NS 

Untreated patients No. of patients % 

No emesis 21 67.7 

Major antiemetic effect 
(~< 2 emetic episodes) 6 19.3 

Minor antiemetic effect 
(3 - 5 emetic episodes) 2 6.5 

Failure 
(> 5 emetic episodes) 2 6.5 
No nausea 27 87.l 

Slight nausea 3 9.7 
Severe nausea 1 3.2 

NS, not significant 
a Wilcoxon's matched-pairs signed rank test 
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tensity of  nausea calculated according to the fol lowing 
score: 0 = no nausea;  1 = slight; 2 = modera te ;  3 = severe 
nausea. Assessment of  t rea tment  efficacy and side effects 
was per formed every 2 h after chemotherapy  for the first 
8 h and then at 24 h. 

Results 

Results of  C O M D  treatment  are shown in Table 1. C O M D  
combina t ion  significantly reduced the number  of  vomit ing 
episodes in metoclopramide-res is tan t  patients.  Nausea  was 
also reduced but  not  significantly,  p robab ly  because o f  the 
small number  of  patients.  On the whole, acceptance of  
C O M D  treatment  was better  in 69% of  cases (9 patients). 
Only three repor ted  mild  somnolence.  

C O M D  trea tment  in untreated patients af forded com- 
plete protect ion in 67.7% of  pat ients  (95% confidence li- 
mits 51% and 84%). Treatment-re la ted toxici ty was also 
minimal  in these unt rea ted  pat ients ;  21 repor ted  mild  som- 
nolence (67.7%), while 2 compla ined  of  d iar rhea  and 2 of  
dry mouth. No ex t rapyramida l  react ion occurred.  The per- 
centage of  pat ients  with mild  somnolence  does not  vary 
significantly between theemet i c s  and  nonemetics  ( P <  0.28 
with Fisher 's  exact test). 

Discussion 

These results give evidence that  C O M D  is an efficacious 
and well- tolerated ant iemetic  combina t ion  in patients 
t reated with C D D P  chemotherapy.  Its use can be recom- 
mended  in patients resistant to the usual high-dose MTC 
regimens. Whether  it also represents a useful al ternative as 
t reatment  of  choice in all CDDP- t rea ted  patients cannot  
be decided without  further investigation. 
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