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assessment for the endpoints. The cost effectiveness analysis was discussed 
and the modelling used was outlined. Review Group highlighted the lack of 
direct head to head data for ibrutinib plus venetoclax versus venetoclax plus 
obinutuzumab as a key limitation, limiting the review group the ability to 
determine the relative benefit of ibrutinib plus venetoclax resulting in an 
uncertainty in both the relative effectiveness and cost effectiveness of 
ibrutinib plus venetoclax. In terms of the cost, the cost for treatment with 
ibrutinib plus venetoclax differs based on the different subpopulations. The 
cost for ibrutinib plus venetoclax is about  in year 1, in the fit 
subpopulation the cost is about  for 
both the unfit and high risk subpopulations. Compared to the available 
comparators venetoclax plus obinutuzumab still has a substantial cost of 

 chlorambucil plus obinutuzumab has a cost of  and ibrutinib 
monotherapy had a cost  year 1 and 2. It was noted that these 
costs do not include the PAS discount that is already in place for these 
comparators and that a PAS was not included in this application, and 
ibrutinib plus venetoclax still have a substantial price premium over the 
current comparators. In the applicants base case ibrutinib plus venetoclax is 
dominant for the fit and unfit subpopulations (more effective and less costly) 
compared to all comparators. In the high risk subpopulation ibrutinib plus 
venetoclax versus venetoclax plus obinutuzumab is also dominant, compared 
to ibrutinib monotherapy and acalabrutinib monotherapy ibrutinib plus 
venetoclax is less costly and less effective. The review group noted a degree 
of uncertainty associated with the assumptions used to inform the results 
and raised concerns regarding the reliability of the ICERS. The Review Group 
were unable to undertake a NCPE-adjusted base case analysis, however the 
review group performed a scenario analysis. In the fit subpopulation if equal 
efficacy with ibrutinib plus venetoclax versus venetoclax plus obinutuzumab 
is assumed in terms of PFS, this ICER is €262,777 per QALY. In the fit 
subpopulation ibrutinib plus venetoclax versus FCR using baseline risk the 
ICER is  In the unfit and high risk subpopulation ibrutinib 
plus venetoclax versus venetoclax plus obinutuzumab if equal efficacy is 
assumed, ibrutinib plus venetoclax becomes dominated (more costly, less 
effective) In the high risk subpopulation ibrutinib plus venetoclax versus 
ibrutinib, and adjusting for time on treatment, ibrutinib plus venetoclax 
becomes less costly and less effective. In terms of the budget impact (BI), 
the applicant estimated that 30 patients will be treated in year 1, increasing 
to 99 patients by year 5, resulting in a 5-year gross BI of €41.7million 
excluding VAT.  The 5-year net BI was estimated to be €18.7million including 
VAT, and €20.6 million excluding VAT. The NCPE recommends that 
venetoclax versus ibrutinib not be considered for reimbursement unless cost-
effectiveness can be improved relative to existing treatments.  
 
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.  
 
 (Decision: TRC 154) 
 
Nivolumab (Opdivo®) (Ref. TRC 155) 
As monotherapy for the adjuvant treatment of adults with muscle invasive 
urothelial carcinoma (MIUC) with tumour cell PD-L1 expression ≥ 1%, who 
are at high risk of recurrence after undergoing radical resection of MIUC. 
 
The clinical aspects of this indication were discussed. The supporting 
evidence for this indication is the Checkmate 274 trial, a phase III, 
randomised, placebo-controlled, double-blinded trial which compared 
nivolumab to placebo in patients with MIUC after radical surgery with or 
without previous neoadjuvant cisplatin-based combination chemotherapy. 
The trial evaluated the use of nivolumab in all comers, those with and 
without PD-L1 expression. The trial showed a disease free survival (DFS) 
advantage with the use of nivolumab for all comers, but predominantly in 








