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	ENZAMET (Sweeney, 2023)
	Low: Random sequence generation and allocation concealment were centrally managed and adequate.
	Some concerns: Open-label design. Lack of blinding may introduce performance bias, although severe impact on the specific objective outcome of falls is limited.
	Low: Attrition rates and patient flow were well-documented; missing data for safety outcomes were minimal.
	Some concerns: While severe falls are objective, reporting of mild falls relies partially on patient self-reporting, which may be influenced by knowledge of treatment assignment.
	Low: Adverse events, including falls, were prespecified in the trial protocol and reported comprehensively.
	Some concerns

	ARCHES (Armstrong, 2022)
	Low: Centralized, secure interactive voice/web response system ensured proper allocation concealment.
	Low: Double-blind, placebo-controlled design minimized deviations; patients and clinicians were unaware of group assignment.
	Low: Dropout rates were generally balanced between treatment arms, with minimal missing safety data.
	Low: Double-blinded nature ensured that outcome assessors (patients and physicians) were unbiased in recording fall events.
	Low: Fall-related adverse events were reported transparently as per the predefined statistical analysis plan.
	Low

	PROSPER (Sternberg, 2020)
	Low: Robust computerized randomization and allocation concealment.
	Low: Strict double-blind design; deviations from the intended interventions regarding fall risk modifiers were unlikely.
	Low: Missing data for adverse events were balanced and insufficient to have a clinically relevant impact on fall event rates.
	Low: Blinding of patients and investigators ensured objective and unbiased ascertainment of fall events.
	Low: Safety profiles, specifically neuromuscular and central nervous system events (including falls), were comprehensively reported.
	Low

	PREVAIL (Armstrong, 2020)
	Low: Adequate randomized sequence generation and secure allocation.
	Low: Placebo-controlled, double-blind design successfully prevented knowledge of assigned interventions.
	Low: High completion rate for safety assessments; missing outcome data for falls were negligible.
	Low: Double-blinding protected against detection bias in the reporting and grading of fall events.
	Low: Fall events were explicitly defined and reported without selective omission.
	Low

	STRIVE (Penson, 2016)
	Low: Appropriate randomization methods with concealed allocation.
	Low: Double-blind design; blinding was successfully maintained throughout the safety evaluation period.
	Low: Discontinuation rates were well-balanced between the enzalutamide and bicalutamide groups.
	Low: Assessors of adverse events (falls) were blinded, ensuring objective measurement.
	Low: Incidence of falls was predefined as an adverse event of interest and fully reported.
	Low

	EMBARK (Freedland, 2023)
	Low: Centralized randomization with adequate allocation concealment.
	Low: Double-blind design for the enzalutamide vs. placebo arms; cross-contamination affecting fall risk was minimized.
	Low: Trial tracking was rigorous; missing fall data were minimal and balanced across arms.
	Low: Blinding protected the objective recording of adverse events, including accidental falls.
	Low: Full reporting of adverse events was consistent with the trial protocol.
	Low

	SPARTAN (Smith, 2021)
	Low: Centralized interactive web-response system used for concealed randomization.
	Low: Double-blind, placebo-controlled methodology ensured intended interventions were strictly followed.
	Low: Minimal missing data regarding safety outcomes; follow-up was adequate for capturing fall events.
	Low: Blinding of both participants and study personnel minimized reporting bias for falls.
	Low: Fall incidence was a prespecified safety endpoint and reported fully.
	Low

	TITAN (Chi, 2021)
	Low: Secure, centralized randomization prevented foreknowledge of treatment assignment.
	Low: Double-blind design maintained group assignment secrecy, minimizing performance bias.
	Low: Missing adverse event data were low and proportionate between the apalutamide and placebo groups.
	Low: Blinding ensured that the ascertainment of fall events was consistent and unbiased across arms.
	Low: Safety results, including falls, were reported precisely as outlined in the protocol.
	Low

	ARAMIS (Fizazi, 2020)
	Low: Adequate centralized computer-generated randomization.
	Low: Strict double-blind, placebo-controlled design.
	Low: Low and balanced attrition rates; safety population data were nearly complete.
	Low: Double-blinding successfully prevented reporting bias in the evaluation of fall events.
	Low: Comprehensive reporting of treatment-emergent adverse events, including falls.
	Low

	ARASENS (Smith, 2022)
	Low: Centralized interactive system used for appropriate allocation concealment.
	Low: Double-blind design effectively minimized deviations from intended interventions.
	Low: Missing safety outcome data were negligible and evenly distributed.
	Low: Blinding of investigators and patients ensured reliable measurement of fall incidence.
	Low: Falls were reported as prespecified safety variables without selection bias.
	Low

	ARANOTE (Saad, 2024)
	Low: Randomization sequence was properly generated and concealed.
	Low: Placebo-controlled, double-blind structure ensured adherence to the assigned intervention strategy.
	Low: Patient disposition was clearly tracked, with minimal missing data for adverse events.
	Low: Double-blinding eliminated the risk of detection bias when documenting fall events.
	Low: Adverse events were fully reported in alignment with the prespecified safety analysis plan.
	Low


Supplementary Table 1: Rationales for Risk of Bias (RoB 2) Judgments.
