Supplementary
Table A: Quality of evidence; Risk of bias for assessment of efficacy (PFS or TTP). Adapted from GRADE 4
	
	Risk of selection bias§: Randomization of patients 
	Risk of performance bias: Blinding
	Loss to follow-up / risk of attrition bias: intervention group vs ET only group
	ITT principle or PP analysis of results
	Risk of detection bias: investigators of outcomes from tumor assessment (PFS etc.)
	Other
	Conclusion 

	Bachelot et al. [25]
	Randomized, stratified Imbalance in PS 0; 59% vs 40%, favoring the everolimus group
	Open label
	0 (reported) lost to follow-up / 
5.6% vs 3.5%
	ITT and PP
	Local (not blinded)

	
	Serious limitations

	BOLERO-2 [26]
	Adequate, stratified
	Double-blind
	* No loss to follow-up was reported / 
Attrition: 8.5% vs. 2.5%
	ITT
	Both local and central results available
	
	No serious limitations

	MONALEESA-2 [27]
	Adequate, stratified
	Double-blind
	* No loss to follow-up was reported /
Attrition:  4.5% vs. 5.4%
	ITT
	Local results on PFS, only a HR was listed from the independent review committee
	Stopped early
	Serious limitations

	PALOMA-1 [28]
	Randomized, stratified. Imbalance of visceral metastases; 44% vs. 53% favoring the palbociclib group
	Open label
	No loss to follow-up was reported /
Attrition: 7.1% vs 13.6%
	[bookmark: _GoBack]ITT
	Local only (not blinded)
	
	Serious limitations

	PALOMA-2 [29]
	Randomized, stratified. Imbalance in PS 0; 57.9% vs 45.9% favoring the palbociclib group
	Double-blind
	*1 of 666 lost to follow-up /
Attrition: 4.5% vs. 6.3%
	ITT
	Both local and blinded, independent central review results available
	
	No serious limitations

	PALOMA-3 [30]
	Adequate, stratified
	Double-blind
	No loss to follow-up was reported /
Attrition: 2.3% vs. 4.6%
	ITT
	Masked, independent central review
	
	No serious limitations

	MONARCH 2 [31]
	Randomized, stratified. 
	Double-blind
	Loss to follow-up: 6 of 446 vs 4 of 223 /
 Attrition: 2.5% vs. 1.8%
	ITT
	Both local and blinded, independent central review results available
	
	No serious limitations

	MONARCH 3 [32]
	Randomized, stratified. Imbalance in treatment-free interval ≥ 36 months; 62.7% vs 50% favoring the abemaciclib group
	Double-blind
	Loss to follow-up: 3 of 328 vs. 1 of 165 /
Attrition: 1.5% vs. 2.4%
 
	ITT
	Both local and blinded, independent central review results available
	
	No serious limitations


The attrition was calculated as the sum of those who never received the study treatments, protocol deviators, loss to follow up, the withdrawn consent at any time and other, divided by the ITT group.
§: selection bias also includes allocation concealment, but the information was unclear from all eight studies. According to GRADE 4, blinded trials are very likely to be concealed, and thus only the two open-label trials have a risk of bias.
*indicates that data was found in the supplementary data of the articles. 
Abbreviations: ITT=Intention to treat, PP=per protocol, PS=performance status, HR=hazard ratio, PFS=progression free survival, ET=endocrine therapy

