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progression. In terms of the cost, the Applicant implemented a 2-year 
stopping rule in their base case, however the NCCP review group removed 
this to align with the license. In the Applicant’s base case, the cost of 
treatment per course of pembrolizumab-plus-lenvatinib is  

 based on a mean duration of 43.29 weeks for 
pembrolizumab and 55.23 weeks for lenvatinib. The NCPE adjusted base case 
was estimated to be  
based on a median PFS of 78.67 weeks (26.22 cycles), the median duration of 
lenvatinib was the same as the Applicant’s estimation of 55.23 weeks. The 
Applicants ICERS is €121,749 per QALY. Changes were made in the NCPE-
adjusted base case, such as the removal of the stopping rule which resulted 
in a NCPE-adjusted base case ICER of €197,770 per QALY, noting if a stopping 
a stopping rule were to be implemented the NCPE-adjusted base case ICER is 
estimated . There is 0% probability of cost 
effectiveness at both the Applicant’s and the NCEP base case and a 
reduction of 98.55% is required for pembrolizumab to be cost effective at 
the €45,000 per QALY. In terms of the budget impact (BI), 20 patients are 
estimated to be treated in year 1, increasing to 29 in year 5. The Applicant’s 
estimation did not include patents who received platinum based treatment 
in the neoadjuvant/adjuvant setting and estimated that 36% of patients will 
be eligible for treatment in the second line setting. Based on the Applicants 
assumption the estimated 5-year net BI is €12.72M including VAT. Using the 
NCPE-adjusted base case assumptions based on the mean treatment duration 
and that 42.5% of patients will be eligible for treatment in the second line 
setting, the 5-year net BI was estimated to be €33.784M including VAT. The 
NCPE recommends that pembrolizumab-plus-lenvatinib not be considered for 
reimbursement unless cost-effectiveness can be improved relative to existing 
treatments. The clinicians put forward the proposal of aligning the 
treatment duration with supporting clinical trial KEYNOTE-775 trial, and 
implement a 2-year stopping rule with a maximum treatment duration of 35 
cycles. This will be discussed with the NCCP Gynaecology Clinical Advisory 
Group (CAG).  
 
Having considered the clinical efficacy of the indication in this patient 
cohort there was a split vote where 3 committee members recommended the 
approval of this indication to the HSE Drugs Group subject to an 
improvement in cost and the proposal of implementing at 2-year stopping 
rule, while 3 members recommended that this indication not be approved for 
reimbursement.  
 
 (Decision: TRC 152) 
 
Trastuzumab deruxtecan  (Enhertu®) (Ref. TRC 153) 
As monotherapy for the treatment of adult patients with unresectable or 
metastatic HER2-positive breast cancer who have received one or more prior 
anti-HER2-based regimens. 
 
The clinical aspects of this indication were discussed. The supporting 
evidence for this indication is the DESTINY 03 study, a phase III, open label 
trial which evaluated the use of trastuzumab deruxtecan compared with 
trastuzumab emtansine in adult patients with unresectable or metastatic 
HER2-positive breast cancer who had received previous treatment with 
trastuzumab and a taxane for metastatic disease or developed disease 
recurrence during or within 6 months of completing neo-adjuvant or 
adjuvant treatment involving trastuzumab or a taxane. At a median study 
follow up period of approximately 28 months, the primary endpoint of 
progression free survival (PFS) was significantly improved at 28.8 months 
with trastuzumab deruxtecan versus 6.8 months with trastuzumab emtansine 
(the current standard of care (SOC) for this patient cohort), showing that 
trastuzumab deruxtecan is a highly active drug. While the overall survival 
(OS) data is immature, the hazard ratio (HR) looks extremely promising as do 
the survival rates at 12 and 24 months. The safety profile of trastuzumab 








