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Having considered the clinical efficacy of the indication in this patient 
cohort the committee members agreed by majority to recommend approval 
of this indication to the HSE Drugs Group.  
 
One member abstained from voting due to a conflict of interest, however  
quorum in place 
(Decision: TRC 142) 
 
 Nivolumab (Opdivo®) Ref. TRC 143 
In combination with fluoropyrimidine- and platinum-based combination 
chemotherapy for first line treatment of adult patients with HER-2 negative 
advanced or metastatic gastric cancer, gastroesophageal junction cancer 
(GEJC) or esophageal adenocarcinoma (EAC), whose tumours express PD-L1 
(CPS)≥5. 
 
The clinical aspects of this indication were discussed. The supporting 
evidence for this indication is the phase III, open label, randomised study   
CheckMate 649 study, which evaluated the safety and efficacy of nivolumab 
in combination with chemotherapy compared to chemotherapy alone in adult 
patients with HER-2 negative advanced or metastatic gastric cancer, 
gastroesophageal junction cancer (GEJC) or oesophageal adenocarcinoma 
(EAC), whose tumours express PD-L1 (CPS)≥5. The primary endpoint was 
overall survival (OS) and progression free survival (PFS). The study showed at 
in the nivolumab plus chemotherapy arm the response rate was increased to 
60% from 45 % in the control arm (chemotherapy alone). An improvement in 
both PFS and OS was seen, PFS with chemotherapy alone arm was 6 months 
versus 8 months with nivolumab plus chemotherapy arm with a HR 0.68. OS 
was 11 months with chemotherapy alone versus 14.9 months in the 
nivolumab plus chemotherapy arm, a HR 0.71 in the PD-L1 (CPS) ≥5 
population. While a benefit was seen in all comers, it was more so in the PD-
L1 (CPS) ≥5 population. An updated 3 year OS analysis showed an OS of 29% 
in the nivolumab plus chemotherapy arm versus 10% in the chemotherapy 
alone arm. The safety profile was discussed, the most common toxicities 
seen were nausea, diarrhoea, peripheral neuropathy and neutropenia, more 
chemotherapy specific side effects, with more grade 3 adverse side effects 
in the nivolumab plus chemotherapy arm 60% versus 45% in the 
chemotherapy alone arm, but it was noted that this is what the clinician 
would expect. There is desire among clinicians to have this treatment 
available for this cohort of patients, as treatment with nivolumab plus 
chemotherapy is the first time that an improvement in OS greater than 1 
year has been seen in this setting, and is considered clinically meaningful in 
a disease where survival remain very poor.  
  
The pharmacoeconomic aspects as outlined in the HTA assessment carried 
out by the NCPE were discussed. The supporting evidence was outlined and 
the NCPE review group highlighted a number of limitations of the trial such 
as, uncertainty over the long term efficacy, open label design of the trial, 
patients with unknown HER2 status. The cost effectiveness modelling was 
outlined and adjustments to the model were made such as age of patient 
population and removal of the treatment stopping rule. In terms of cost 
effectiveness the results were based on both comparators, XELOX and 
FOFLOX. For the applicant’s base case the ICER for nivolumab plus XELOX 
versus XELOX was €61,855 per QALY and for nivolumab plus FOLFOX versus 
FOLFOX the ICERS was €61,679 per QALY. NCPE review group made a number 
of changes to the model, and the NCPE-adjusted base case the ICER for 
nivolumab plus XELOX versus XELOX was €101,665 per QALY and for 
nivolumab plus FOLFOX versus FOLFOX the ICERS was €101,642 per QALY. 

 
 






