Supplemental Table S2. Subgroup details for total cancer incidence
	Baseline Subgroups 
	Number of Events
	Event Rate/1000  person-yr
	Hazard Ratio (95% CI) and p by subgroup†

	
	Placebo
(PLB)
	Metformin
(MET)
	Lifestyle
(ILS)
	Placebo
	Metformin
	Lifestyle
	MET vs PLB
	ILS vs PLB

	Age 
	
	
	
	
	
	
	p = 0.20
	p = 0.09

	   25-44
	29
	18
	28
	5.7
	3.6
	5.1
	0.63 (0.35, 1.13)
	0.90 (0.53, 1.51)

	   45-59
	102
	89
	96
	10.7
	9.5
	11.7
	0.87 (0.66, 1.16)
	1.10 (0.84, 1.46)

	   60+
	60
	66
	58
	19.12
	18.84
	14.52
	1.03 (0.73, 1.46)
	0.78 (0.54, 1.12)

	Sex
	
	
	
	
	
	
	p = 0.58
	p = 0.99

	   Female
	118
	97
	109
	9.6
	8.2
	9.2
	0.85 (0.65, 1.11)
	0.96 (0.74, 1.24)

	   Male
	73
	76
	73
	13.7
	13.1
	13.3
	0.95 (0.69, 1.31)
	0.95 (0.69, 1.32)

	Race/Ethnicity
	
	
	
	
	
	
	p = 0.63
	p = 0.56

	   White
	127
	113
	120
	13.8
	11.6
	13.2
	0.84 (0.65, 1.08)
	0.95 (0.74, 1.21)

	   African American
	33
	39
	37
	9.0
	10.6
	11.1
	1.19 (0.75, 1.89)
	1.24 (0.77, 1.98)

	   Hispanic
	19
	17
	13
	6.7
	6.2
	4.6
	0.93 (0.49, 1.79)
	0.69 (0.34, 1.39)

	   American Indian
	6
	0
	4
	5.4
	0
	3.6
	--
	0.68 (0.20, 2.37)

	   Asian
	6
	4
	8
	7.1
	6.8
	7.8
	0.89 (0.25, 3.12)
	1.05 (0.37, 2.99)

	BMI
	
	
	
	
	
	
	p = 0.24
	p = 0.74

	   <30
	61
	59
	67
	11.2
	10.1
	11.4
	0.91 (0.64, 1.30)
	1.03 (0.73, 1.46)

	   30 to < 35
	60
	54
	60
	11.6
	9.7
	11.1
	0.82 (0.57, 1.19)
	0.94 (0.66, 1.35)

	   35+
	70
	59
	55
	9.9
	9.4
	9.0
	0.94 (0.67, 1.33)
	0.89 (0.63, 1.27)

	Personal cancer history
Yes
No
	
10
181
	
14
159
	
16
166
	
16.4
10.6
	
18.0
9.4
	
19.5
10.0
	p = 0.60
1.11 (0.49, 2.52)
0.88 (0.71, 1.09)
	p = 0.74
1.09 (0.49, 2.42)
0.94 (0.76, 1.16)

	Family hx of cancer
Yes
No
Unknown
	
77
67
47
	
82
44
47
	
88
43
51
	
9.2
10.1
17.8
	
9.2
7.2
17.8
	
10.3
7.1
18.2
	p = 0.32
1.0 (0.73, 1.37)
0.70 (0.48, 1.03)
0.98 (0.66, 1.47)
	p = 0.15
1.12 (0.83, 1.53)
0.70 (0.47, 1.02)
1.01 (0.68, 1.49)

	Diabetes Phase‡
   T2DM
   No T2DM
	
96
95
	
68
105
	
77
105
	
11.2
9.2
	
9.1
9.2
	
11.8
8.5
	p = 0.21 
0.75 (0.55, 1.03)
0.95 (0.72, 1.26)
	p = 0.34
1.01 (0.75, 1.36)
0.84 (0.63, 1.11)


* Excluded Am Indian; † p by subgroups represents the test of homogeneity in the treatment effect by subgroup using an interaction between the treatment effect and subgroups using continuous measure for age and BMI. ‡ Participants who developed diabetes contribute to the No T2DM period prior to their diabetes diagnosis.

