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 Enfortumab vedotin (Padcev®) Ref. TRC 141 
As monotherapy is indicated for the treatment of adult patients with locally 
advanced or metastatic urothelial cancer (mUC) who have previously 
received a platinum-containing chemotherapy and a programmed death 
receptor‑1 (PD-1) or programmed death‑ligand 1 inhibitor (PD-L1). 
 
The clinical aspects of this indication were discussed. The supporting 
evidence for this indication is the phase III, randomised trial – Study EV-301, 
which evaluated the safety and efficacy of enfortumab vedotin compared 
with single agent taxane (docetaxel, paclitaxel or vinflunine) chemotherapy 
in patients with locally advance or metastatic UC who had previously 
received a platinum-containing chemotherapy and a PD-1 or PD-L1 inhibitor. 
The primary endpoint was overall survival (OS) and after a median follow up 
of 11.1 months, the trial showed a 3.9 months absolute benefit favouring   
enfortumab vedotin, with an OS of 12.0 months in the enfortumab vedotin 
group vs 9 months in the chemotherapy group. Similarly in terms of the 
secondary endpoints, progression free survival (PFS), was 5.6 months in the 
enfortumab vedotin group vs 3.7 months in the chemotherapy group. With 
regards to overall response rates (ORR) enfortumab vedotin showed higher 
rates of complete and partial response with ~5 vs 2.7% and 35 vs 15.2% 
respectively. The safety profile was discussed, a number of safety concerns 
were highlighted such as neutropenia, rash, fatigue, neuropathy and 
anaemia, but it was noted that these are not too dissimilar to the current 
standard of care (SOC) taxane chemotherapy. There is desire among 
clinicians to have enfortumab vedotin available for this cohort of patients, 
who have limited treatment opinions. 
 
The pharmacoeconomic aspects as outlined in the HTA assessment carried 
out by the NCPE were discussed. The NCPE review group highlighted a 
number of limitations of the trial such as, open label nature of the trial, 
insufficient evidence to establish the clinical evidence in patients who 
receive avelumab as maintenance therapy, the early stopping of the trial and 
patient crossover. The cost effectiveness modelling was outlined and 
adjustments to the model were noted. In terms of the cost, treatment with 
enfortumab vedotin is assumed to be €63,122 including VAT and €50,525 
excluding VAT. The average cost of chemotherapy is assumed to be  

. In terms of cost effectiveness 
results for the applicant’s base case the ICER was €161,060 per QALY, the 
NCPE review group adjusted a number of assumptions in the modelling, and 
the NCPE-adjusted base case the ICER was €195,334 per QALY. In both the 
applicants and the NCPE-adjusted base case there is a 0% probability of 
enfortumab vedotin being cost effective at both the €20,000 per QALY and 
€45,000 per QALY threshold and a total rebate of 81.7% would be required to 
being the ICER to below €45,000 per QALY with the NCPE-adjusted base case.  
In terms of the budget impact (BI), the Applicant estimates that 41 patients 
will treated in year 1, increasing by 58 in year 5. The 5-year cumulative gross 
BI is estimated to be €16.22 million including VAT and €12.99 million 
excluding VAT. The 5-year cumulative net BI is estimated to be €13.93 
million including VAT and €11.12 million excluding VAT. The 
recommendation of the NCPE review group was that enfortumab vedotin not 
be considered for reimbursement unless cost-effectiveness can be improved 
relative to existing treatments. This conclusion was reached due to the high 
level of uncertainty associated with the cost effectiveness analysis and the 
price reduction required.  

 
 

 
Having considered the clinical efficacy of the indication in this patient 
cohort the committee members agreed by a majority to recommend approval 
of this indication to the HSE Drugs Group.   
 






