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Background
• A combination of a 5-HT3 receptor antagonist (RA) 

plus a corticosteroid is a standard of care for the 
prevention of CINV due to MEC although the effect 
on delayed CINV has been disappointing

• Neurokinin-1 (NK-1) RAs suppress the activity of the 
nucleus tractus solitarius (NTS) and antagonize the 
effects of the neurotransmitter substance P

• Triple therapy that includes an NK-1 RA has been 
shown to improve the control of MEC-induced CINV 
(Warr et al. J Clin Oncol. 2005)

• Triple therapy with casopitant mesylate, a potent, 
selective NK-1 RA, was evaluated in this multicenter, 
randomized, double-blind, placebo-controlled, dose-
ranging, parallel group study
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Study Endpoints 
• Primary

– The proportion of patients who achieve a complete response 
(CR: defined as no vomiting, no retching, no rescue 
medications and no premature withdrawals) during the first 
120 hour evaluation period from the initiation of MEC

– The proportion of patients who have no significant nausea 
(< 25 mm on the VAS) during the first 120 hour evaluation 
period from the initiation of MEC

• Secondary
– No nausea (VAS < 5 mm)
– Time to emesis and rescue
– Impact on daily life activities as measured by the Functional 

Living Index-Emesis (FLIE)
– Safety
– Population pharmacokinetics



Key Eligibility Criteria
• Inclusion

– Patients with solid tumors scheduled to receive 
their first course of MEC

– Karnofsky Performance Status ≥ 70
• Exclusion

– History of prior chemotherapy
– Known CNS primary or metastatic disease
– Initiated systemic corticosteroid therapy within 72 

hours of the first dose of study drug (taxane
prophylaxis permitted)

– Use of any other medication with antiemetic
potential within 24 hours of a dose of study drug 

– Concurrent use of potential inducers or inhibitors 
of CYP3A4 or CYP3A5

– Adjuvant cyclophosphamide-containing regimens



Eligible MEC Regimens
• Cyclophosphamide as follows: 

– Total dose within a dose range of 500–1500 mg/m2 if combined 
with other chemotherapeutics of moderate emetogenic potential

– Total dose within a dose range of 750–1500 mg/m2 if 
administered as monotherapy or with other chemotherapeutics 
of minimal or low emetogenic potential.

– Total infusion time not to exceed two (2) hours

• Platinum
– Carboplatin, AUC (area under the curve) > 5
– Oxaliplatin > 85 mg/m2; total infusion time not to exceed 2 hours

• Anthracycline
– Doxorubicin > 60 mg/m2; total infusion time not to exceed 1 hour
– Epirubicin > 90 mg/m2
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CA trend test p-value = 0.0124
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Complete Response Rates (ITT)
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Complete Response By Stratification 
Factors (ITT)
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Time to Emesis (ITT)
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No Vomiting (ITT)
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Nausea, Rescue, and Daily Life 
Activities

• No significant difference in the rates of ‘no significant 
nausea’ and ‘no nausea’ among groups

• No significant difference in the use of rescue 
medication among groups

• No significant difference in daily life activities



Safety*
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• Serious adverse events were reported for 75 (11%) patients 
• Drug-related adverse events were reported in 94 (13%) patients

*Most common adverse events (≥10%, any concentration), regardless of cause, for cycle 1



Conclusions
• The addition of casopitant to ondansetron-dexamethasone 

significantly reduced MEC-associated CINV compared to 
ondansetron-dexamethasone at all dose levels tested as 
measured by CR

– Overall and delayed CR, 0-120 and 24-120 hrs, CA Trend 
test p-value =0.0124

• There were no significant differences in rates of nausea, 
significant nausea, rescue medications, or FLIE among 
groups

• All casopitant regimens were generally well tolerated

• Activity associated with the 1-day casopitant regimen was 
encouraging

• Phase III studies planned to initiate in second half of 2006 



Phase 3 MEC Study Design: 
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• Multicenter, Randomized, Double-Blind, Active-Control Study
• Objective: Prevention of CINV associated with MEC
• Primary endpoint: Complete response (no vomiting, retching or rescue) at 120 hrs
• Global enrollment expected to initiate 2nd-half of 2006
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