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Of the n=156 technology appraisals screened, n=30 (19%) presented SATs as
the primary source of efficacy/safety data (Figure 1). Of these, n=7 explicitly
involved a synthetic control arm or relied on propensity score analysis; most
submissions included more than one type of analysis. Only two appraisals

including explicit SCAs relied on real-world evidence alongside the pivotal SAT s ic be O\r;rrigglu:s]ead oy the
(Figure 2). Clinical inputs for comparator arms were usually derived from inty and e

clinical trials using statistical methods, such as propensity score matching. ethods
Appraisals that did not include synthetic control arms mostly relied on
statistical adjustments to allow matching-adjusted indirect comparisons
(MAICs), naive indirect treatment comparisons (ITCs), or both (Figure 3). No

appraisals explicitly mentioned the use of machine learning (ML) algorithms or C lusi
artificial intelligence (Al). onclusions

While the potential benefits of innovative techniques like SCAs are
AH‘Cﬁ widely discussed in the literature, our analysis suggests that standard
indirect treatment comparison methods, such as matching-adjusted
indirect comparisons, are still the dominant approach for generating
comparative evidence in NICE submissions involving SATSs, likely
B SAT owing to a lack of availability of IPD for competitor trials.
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Figure 1: Main source of efficacy data in submissions

15%

Bias and confounders from observational and SAT data carry over into
SCAs, reducing confidence in comparisons at HTA. In the future, Al/ML
models may allow more precise matching of variables (eg, creating a

“digital twin”) and decrease uncertainty in indirect comparisons, which
are still seen as inferior to RCTs at HTA.

More assessments and further experience of HTA body perspectives
Q are required to determine if the theoretical benefits of synthetic
approaches can be realized in practice.

“Other” includes n=19 cost-comparison appraisals; n=2 combination of “living" systematic
reviews and network meta-analyses (NMAs) for COVID-19 treatments; n=2 non-randomized #*
randomized open-label trials; n=1 had been replaced by new guidance.
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