Supplemental Table S4. Adjusted Effects of Randomized and Total Metformin Exposure on Cancer Incidence 
	Model*
	Adjusted Effects
	

	
	Metformin vs Placebo
	P-value

	A1. Unadjusted
	0.90 (0.73, 1.10) 
	0.31

	A2. Sex, race/ethnicity and age randomized
	0.86 (0.70, 1.05)
	0.14

	A3. Fully adjusted*
	0.86 (0.69, 1.06)
	0.16

	A4. Out of study metformin 
	0.87 (0.71, 1.07)
	0.19

	B1.Weighted MSM with Diabetes status
	0.83 (0.62, 1.11)
	0.22

	B2. Weighted MSM with HbA1c
	0.81 (0.61, 1.09)
	0.16

	B3. Weighted MSM with HbA1c and Diabetes
	0.82 (0.61, 1.09) 
	0.17



All models except A1 include age, sex, race/ethnicity. Model A3 (Fully adjusted) includes age randomized, sex, race, family history of cancer, and time dependent risk factors (alcohol, smoking and BMI).  The A-series models take into account potential confounders on the effect of randomized metformin on cancer risk by adjusting for cancer risk factors and out-of-study metformin in Cox proportional hazards model. The B-series models explores the etiologic effect of metformin using marginal structural models (MSM) to account for confounding due to the intercurrent event of diabetes diagnosis resulting in increasing use of out-of-study metformin or discontinuation of study metformin.  The MSM used truncated inverse probability stabilized weights derived from modelling the switch in metformin status adjusted for age, sex, race/ethnicity and the 3 time varying covariates for diabetes (model B1), HbA1c (Model B2) and HbA1c/diabetes (Model B3).   
