Additional file 3. Cochrane RoB 2 Detailed Assessment
Tool: Cochrane RoB 2 [Sterne JAC, et al. BMJ 2019;366:l4898. DOI: 10.1136/bmj.l4898]
RoB 2 Domains
· D1: Bias arising from the randomization process
· D2: Bias due to deviations from intended interventions
· D3: Bias due to missing outcome data
· D4: Bias in measurement of the outcome
· D5: Bias in selection of the reported result
· Overall: Overall risk of bias judgment
Judgment Codes
· Low: Low risk of bias for this domain
· Some concerns: Some concerns regarding this domain
· High: High risk of bias

Detailed Domain-Level Assessment
Primary Analysis Trials
	Trial
	D1
	D2
	D3
	D4
	D5
	Overall

	TROPiCS-02
	Low
	Some concerns
	Low
	Low
	Low
	Some concerns

	EVER-132-002
	Low
	Some concerns
	Low
	Low
	Low
	Some concerns

	TROPION-Breast01
	Low
	Some concerns
	Low
	Low
	Low
	Some concerns



Domain-Specific Justifications
D1 (Randomization process) — All trials: Low risk
· All trials reported computer-generated 1:1 block randomization
· Allocation concealment via centralized interactive web/voice response system
· Baseline characteristics balanced across arms (reported in original publications)
D2 (Deviations from intended interventions) — All trials: Some concerns
· All trials were open-label (active vs chemotherapy comparator)
· Open-label design could plausibly affect protocol deviations and post-randomization care decisions
· TROPION-Breast01 specifically: imbalanced subsequent ADC use (12.3% Dato-DXd arm vs 24.0% chemotherapy arm) raised additional concern, particularly for OS interpretation
D3 (Missing outcome data) — All trials: Low risk
· Outcome data available for >95% of randomized participants in all trials
· Intention-to-treat (ITT) analysis used as primary analysis
· Missing data handled appropriately (sensitivity analyses reported in original publications)
D4 (Measurement of the outcome) — All trials: Low risk
· PFS: All trials used blinded independent central review (BICR) — robust against open-label bias
· OS: An objective endpoint, not subject to assessor bias
· AEs: Graded per CTCAE version applicable at each trial; standard methodology
D5 (Selection of the reported result) — All trials: Low risk
· All three trials had pre-specified primary and secondary endpoints registered on ClinicalTrials.gov
· Statistical analysis plans available
· Each trial’s HR-positive, HER2-negative population is the randomized population of that trial, not a subgroup extracted from a broader trial, so selective subgroup reporting does not arise for any included estimate

Overall Risk of Bias Summary
· No trial was rated at high risk of bias overall
· All three trials were rated as “Some concerns” overall, driven by the open-label design (D2)
· The open-label design was not carried forward as a GRADE downgrade for progression-free survival, because PFS was assessed by blinded independent central review in all three trials, nor for overall survival, because death is not subject to assessor influence (see Additional file 4)
· The specific concern that did affect certainty is the imbalanced subsequent ADC therapy in TROPION-Breast01, recorded as risk of bias for the Dato-DXd and indirect overall survival estimates

