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Supplementary Table 1. Leptin levels for baseline, year 3, and year 6 by sex.

	
	Male
	Female

	Leptin levels (ng/mL)
	n
	Mean (SD)/range
	n
	Mean (SD)/range

	Baseline
	
	
	
	

	 Overall
	345
	7.2 (8.7)
	464
	18.4 (19.5)

	 Quartile 1
	87
	0.2-2.8
	116
	0.6-7.5

	 Quartile 2
	86
	2.8-5.1
	116
	7.5-13.2

	 Quartile 3
	86
	5.1-8.6
	116
	13.2-23.5

	 Quartile 4
	86
	8.6-102.4
	116
	23.7-256.8

	Year 3
	
	
	
	

	 Overall
	295
	6.7 (6.5)
	383
	22.4 (17.4)

	 Quartile 1
	74
	0.02-3.3
	96
	1.0-9.7

	 Quartile 2
	74
	3.4-5.1
	96
	9.9-17.2

	 Quartile 3
	75
	5.1-7.9
	96
	17.5-30.9

	 Quartile 4
	72
	8.0-57.8
	95
	31.0-123.4

	Year 6
	
	
	
	

	 Overall
	254
	9.2 (10.4)
	346
	25.3 (20.2)

	 Quartile 1
	64
	0.02-4.2
	87
	0.8-10.4

	 Quartile 2
	63
	4.3-6.2
	86
	10.7-19.8

	 Quartile 3
	64
	6.2-11.0
	87
	19.9-34.6

	 Quartile 4
	63
	11.3-90.7
	86
	34.7-127.7


SD, standard deviation; n, number of participants

Mean and standard deviation provided for overall numbers and range provided for quartiles

Supplementary Table 2. Relative risk of substantial cognitive decline by sex-standardized log-leptin levels stratified by BMI and waist-to-hip ratioa.

	
	BMI<25
	BMI ≥25-<30
	BMI ≥30
	
	Waist to Hip Ratio (Quartiles)

	
	
	
	
	
	
	
	
	
	
	
	1-3
	4

	Measure of substantial cognitive declineb
	n
	RR

(95% CI)
	p-value
	n
	RR

(95% CI)
	p-value
	n
	RR

(95% CI)
	p-value
	
	n
	RR

(95% CI)
	p-value
	n
	RR

(95% CI)
	p-value

	MMSEc
	227
	0.87

(0.67-1.09)
	0.23
	364
	0.63

(0.45-0.87)
	0.005
	198
	0.95

(0.66-1.32)
	0.76
	
	587
	0.78

(0.66-0.92)
	0.003
	196
	1.16

(0.80-1.61)
	0.42

	Trails Ac
	184
	0.79

(0.56-1.09)
	0.15
	315
	0.73

(0.50-1.05)
	0.09
	172
	0.82

(0.47-1.33)
	0.44
	
	501
	0.90

(0.74-1.10)
	0.32
	164
	0.75

(0.47-1.16)
	0.20

	Trails Bc
	152
	0.90

(0.71-1.09)
	0.32
	262
	0.79

(0.59-1.02)
	0.07
	131
	0.93

(0.62-1.29)
	0.72
	
	409
	0.94

(0.82-1.06)
	0.33
	135
	0.83

(0.54-1.18)
	0.32


RR, relative risk ratio; CI, confidence interval

a Leptin was normalized using a natural logarithm transformation and then standardized within each sex (mean [SD], 0 [1])
b Substantial cognitive decline defined as a drop of 5 points or more on the MMSE (range, 0-30, higher score represents better function) and the worst 10% of cognitive change or test discontinued for the Trails A and B

c Adjusted for age, sex, baseline cognitive score, years in school, depressive symptoms, smoking, stroke, cardiovascular disease, hypertension, diabetes, and length of follow-up
