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RESULTSINTRODUCTION

METHODS

• The National Centre for Pharmacoeconomics (NCPE) is responsible for the 
Health Technology Assessment (HTA) of drugs for the state payer in Ireland. 

• The quality of evidence included in full HTA submissions remains variable, 
despite specification of evidence requirements at earlier stages of the NCPE 
appraisal process. 

• Randomised Controlled Trials (RCTs) are generally considered to provide the 
highest quality clinical evidence, surpassed only by meta-analyses [1]. However, 
the study quality can be threatened by several factors [2], including;

• Study design – The potential for bias in subjective outcomes is higher in 
open-label studies than in blinded studies.

• Relevance of comparator arm – The comparator arm treatment acts as a 
reference point for new interventions, and should be reflective of standard 
of care (SoC), where possible.

• Duration of follow-up – The study duration should be long enough to 
detect a relevant difference between the trial arms.

• Non-randomised studies (single-arm trials and basket trials) are of much lower 
quality evidence than RCTs. They are limited by the high potential for 
confounding due to the lack of randomisation and comparison with SoC [3].

• Indirect treatment comparisons (ITCs) are required in the absence of an RCT 
comparing the intervention with SoC. ITCs are subject to several modelling 
assumptions which are difficult to completely satisfy, often resulting in bias [4]. 

• The incidence of cancer is increasing, accompanied by increasing costs for 
cancer drugs. Several of which have been approved by the European Medicines 
Agency, despite outstanding uncertainties in the clinical evidence [5]. 

This research aims to:

• Identify at which stage was uncertainty introduced to the assessment of the 
clinical evidence.

• Determine whether presence of clinical evidence characteristics are associated 
with recommendations made by the HTA agency.
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Figure 1: Flow diagram of clinical evidence included in HTAs across the clinical evidence characteristics a

HTA: Health Technology Assessment, ITC: Indirect Treatment Comparison, OS: Overall Survival 
a Note: The white area represents the HTAs with direct evidence and the grey area represents those with indirect evidence.
b The OS maturity levels were informed by Roze et al.[6] 
c OS data maturity was not reported for three clinical trials. 

• A retrospective analysis was conducted on the NCPE HTA database, which 
collects information on all HTA submissions. Additional data extraction of key 
clinical evidence characteristics (as informed by EUNetHTA guidance) of the 
“main study” supporting the health-economic model, and ITC (if applicable), 
was conducted. 

• The NCPE HTA recommendations were re-categorised as being 
‘Positive/Conditional Positive’ and ‘Conditional Negative/Negative’, as described 
in Table 1.

• The evidence for each HTA was assessed under the hierarchy described in Figure 
1. Pearson’s Chi squared test was used to determine whether there was a 
statistically significant difference in the proportion of HTAs within each stage of 
evidence. All analyses were conducted in R (4.3.0).

• A secondary logistic multivariate regression analysis was conducted in order to 
validate findings.
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Table 1: NCPE full HTA assessment outcomes
NCPE: National Centre for Pharmacoeconomics; SoC: Standard of care
a Plain language wording based on the full HTA assessment.

CONCLUSION

• A total of 91 HTAs for oncology drugs were completed by the NCPE from May 
2012 to March 2023, inclusive. 

• Majority of HTAs were supported by clinical efficacy evidence from a double-
arm RCT (85.7%). HTAs supported by RCTs were numerically more likely to 
receive a ‘Conditional Positive/Positive’ recommendation (44%), compared to 
those without RCT evidence (23%).

• 33 of the 78 RCTs were double-blind in design. Across all HTAs which included a 
RCT as clinical evidence, the proportion of ‘Conditional-Positive/Positive’ 
recommendations were lower for those supported by blinded RCTs, compared 
with open-label RCTs (39.3% versus 48.8%). 

• Overall, HTAs supported by studies with greater than 50% OS maturity were 
more likely to receive a ‘Conditional-Positive/Positive’ recommendation 
(57.1%), than those with 20 to 50% OS maturity (42.8%), and those with less 
than 20% OS maturity (31.3%). 

• An ITC was conducted for 57 HTAs that possessed direct comparative evidence 
but lacked comparative evidence with SoC. HTAs supported by anchored and 
unanchored ITCs resulted in similar reimbursement recommendations. 

• The vast majority of HTAs supported by non-randomised trials, received a 
‘Conditional Negative/ Negative’ recommendation (76.93%), compared to 
those supported by RCT evidence (56.41%). 

• In the main, these outcomes were supported by the outputs of the 
multivariate regression analysis

• This study suggests that HTAs supported by RCTs are more likely to receive a 
‘Conditional-positive/Positive’ recommendation. Overall, only eight HTAs 
were supported by direct clinical evidence from a double-blind RCT with OS 
data exceeding 50% maturity.

• A key limitation of this study is that the quality of evidence submitted is only 
one domain of the HTA evaluation process. No tests were statistically 
significant; partly explained by small sample sizes. 
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