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Introduction Methods
* CCEs were introduced by NICE in 2017 e After searches of the NICE website, review of appraisals included in similar reviews and contact with NICE in April 2025, NICE
as a lower-resource alternative to the CCEs from 2017 onwards were included if they relied on statistically non-significant ITC results for at least one comparator
Single Technology Appraisal process.!-3 and had final guidance published.
 However, validating the assumption * Details on the methods used to support decision-making and associated rationale were extracted, with narrative syntheses of
that new treatments are clinically no the company, EAG and committee perspectives across appraisals performed.
worse than relevant comparator - J
treatments is challenging, particularly 8 h
Results
when these assumptions are based on
. N . In total, 41 NICE CCEs were included. Over 60% used network meta-analyses (NMAs) as the ITC method. A summary of
statistically non-significant differences
from [TCs 1 3 company, EAG and committee perspectives is provided in Table 1. Key findings were:
. While indicating that there is * EAGs frequently raised concerns about relying on statistically non-significant ITC results but companies often strongly
insufficient evidence to demonstrate a emphasised these results;
statistically significant difference * Formal methods to explore uncertainty in ITC results were used in a minority (~32.0%) of appraisals by the EAG and/or
between treatments, non-significant company. This included probabilities from NMAs such as the probability of being the best treatment or being non-inferior,
differences cannot prove similarity, and using thresholds such as minimal clinically important differences (MCIDs) or non-inferiority margins (NIMs) to support
non-inferiority or equivalence.? interpretation of the point estimate and confidence intervals;
 Asthere is no guidance on how to * Noinsights into committee preferences for the interpretation of such ITC results were available, but supplementary sources
interpret such results to support or of evidence, such as clinical expert feedback, often reduced uncertainty.
refute conclusions of clinical similarity,
Table 1. Summary of company, EAG and committee methods and perspectives
there is potential for inconsistency in :
Company _EAG ____ Committee
interpretation across NICE CCEs, which _ o o o o o
* Emphasis on the lack of statistically  Highlighted limitations of statistically ¢ No clear position on the
may impact decision-making. S _ _ _ . o . _ o
significant differences with point estimate non-significant results; interpretation of statistically
size and direction considered;  Supportive evidence such as non-significant ITC results was
 Point estimates favouring the intervention alternative analyses or clinical expert identified;
sometimes interpreted as evidence that feedback not always sufficient to * Supportive evidence such as
\_ ) clinical similarity was conservative; reduce EAG concerns; information on the mechanism
e ~15% mentioned probabilities from NMAs ¢ NMA probabilities or clinical of action and clinical expert
/Objective \ and ~10% used MCIDs or NIMs. In some thresholds mentioned or used more feedback, often reduced
_ . . cases, this was only after an EAG request. often by EAGs than companies (~17% uncertainty in decision-making.
The aim of this research was to review and
each).

summarise the basis for concluding clinical

similarity in NICE CCEs that rely on
Y Y Abbreviations: EAG, External Assessment Group; ITC, indirect treatment comparison; MCID, minimal clinically important difference; NIM, non-inferiority

statistically non-significant results from margin; NMA, network meta-analysis.

ITCs, including current methods used to \_ )

interpret the ITC results and whether
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and health economists

which may be facilitated by additional guidance from NICE

for companies and EAGs.
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