Supplementary Appendix
 This appendix provides the full structured tables of the quality assessment tools applied in the review: the Newcastle–Ottawa Scale (NOS), the Cochrane Risk of Bias 2.0 tool (RoB 2.0), and AMSTAR 2. These instruments were used to evaluate the methodological quality of included studies according to their design.
 

Table S1 Newcastle–Ottawa Scale (NOS)
The NOS evaluates the quality of observational studies (cohort and case–control) across three domains: Selection, Comparability, and Outcome/Exposure. Each item can be awarded a star if criteria are met. A maximum of 9 stars indicates highest quality.
	Study
	Design
	NOS (Selection, Comparability, Outcome)
	Total (0–9)
	Quality

	GBD1
	Global population-based study
	★★★★ / ★★ / ★★★
	9
	High

	Aboyans2
	Prospective cohort
	★★★★ / ★★ / ★★
	8
	High

	EPIC-Norfolk3
	Prospective cohort
	★★★★ / ★★ / ★★★
	9
	High

	Golledge4
	Prospective cohort
	★★★ / ★★ / ★★
	7
	High

	Liu5
	Machine-learning registry
	★★ / ★ / ★
	4
	Low–Moderate


 









Table S2 Cochrane Risk of Bias 2.0 Tool (RoB 2.0)
The Cochrane RoB 2.0 tool evaluates randomised controlled trials across five domains. Each domain is rated as 'Low risk', 'Some concerns', or 'High risk'.
	Trial
	Randomisation
	Deviations
	Missing Data
	Outcome Measurement
	Selective Reporting
	Overall Risk

	ODYSSEY OUTCOMES 119
	Low
	Low
	Low
	Low
	Low
	Low risk

	FOURIER120
	Low
	Low
	Low
	Low
	Low
	Low risk

	Pelacarsen Phase 2121
	Low
	Some concerns (dose-ranging)
	Low
	Low
	Low
	Some concerns

	Olpasiran OCEAN(a)-DOSE122
	Low
	Low
	Low
	Low
	Low
	Low risk

	Muvalaplin Phase 1123
	Low
	Some concerns (short duration)
	Low
	Low
	Low
	Some concerns


 













Table S3 AMSTAR 2 (AMSTAR (A MeaSurement Tool to Assess systematic Reviews)
AMSTAR 2 is a 16-item checklist for systematic reviews and meta-analyses. It identifies critical and non-critical domains, producing overall confidence ratings.
 

	Review
	Protocol
	Search
	Duplicate Handling
	Risk-of-bias
	Synthesis
	Publication Bias
	Overall

	CARDIoGRAMplusC4D Consortium25
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	High

	Willeit50
	Yes
	Yes
	Yes
	Yes
	Yes
	Some
	High

	Erqou110
	No
	Yes
	Yes
	Yes
	Yes
	Yes
	Moderate







5Information Classification: General


