Supplementary Table 1. Mean fasting plasma glucose values from each study visit (mg/dL), by treatment group.

	
	Placebo

mean (SE)

n = 20
	Low Dose

mean (SE)

n = 21
	High Dose

mean (SE)

n = 19

	Screening Visit

(Day -30 to -2)
	93.30 (2.14)
	93.05 (2.45)
	94.53 (1.77)

	
	
	
	

	Baseline OGTT Visit (Day -1)
	102.00 (2.60)
	102.30 (3.36)
	100.58 (1.95)

	
	
	
	

	Final OGTT 

Visit (Day 22)
	99.61 (2.33)
	102.39 (2.96)
	101.95 (1.76)


No significant differences between treatment groups. For each visit during active treatment, the subject completed the study assessments before taking the morning dose of intranasal insulin or placebo. 

Supplementary Table 2. Mean and standard error of raw scores for each outcome.

	
	
	Mean (SE)
	

	
	Placebo

n = 20
	Low Dose

n = 21
	High Dose

n = 19

	Composite Memory
	
	
	

	 APOE-ε4 

 Positive
	Day 0
	-1.70 (1.12)
	0.25 (1.68)
	-1.27 (0.95)

	
	Day 21
	-1.81 (1.22)
	0.08 (1.40)
	-0.33 (1.09)

	
	
	
	

	 APOE-ε4 

 Negative
	Day 0
	1.27 (0.79)
	1.05 (1.05)
	1.38 (0.99)

	
	Day 21
	0.97 (0.83)
	1.04 (1.24)
	0.25 (1.01)

	
	
	
	
	

	DSRS
	Day 0
	8.15 (1.44)
	6.14 (1.44)
	6.58 (0.98)

	
	Day 21
	7.05 (1.48)
	5.95 (1.57)
	5.74 (0.96)

	
	
	
	
	

	Dot N-Back
	Day 0
	12.55 (1.56)
	12.79 (1.31)
	10.47 (0.90)

	
	Day 21
	13.05 (1.21)
	15.26 (1.01)
	13.79 (1.45)

	
	
	
	
	

	BVRT
	Day 0
	7.90 (0.46)
	7.67 (0.53)
	7.68 (0.39)

	
	Day 21
	7.74 (0.48)
	7.95 (0.60)
	8.47 (0.39)

	
	
	
	
	

	Stroop RT
	Day 0
	1016.07 (62.26)
	970.79 (72.34)
	1087.76 (70.35)

	
	Day 21
	1076.49 (78.81)
	968.91 (82.25)
	1128.28 (67.02)

	
	
	
	
	

	Insulin AUC
	Day 0
	844.61 (114.85)
	796.99 (112.40)
	913.42 (112.29)

	
	Day 21
	953.17 (133.14)
	813.50 (113.59)
	864.59 (82.02)

	
	
	
	
	

	Glucose AUC
	Day 0
	16.71 (0.50)
	16.49 (0.87)
	18.70 (0.77)

	
	Day 21
	16.43 (0.59)
	16.06 (0.85)
	18.34 (0.81)

	
	
	
	
	

	HOMA-IR
	
	
	
	

	APOE Positive
	Day 0
	2.43 (0.15)
	3.35 (0.60)
	3.06 (0.25)

	
	Day 21
	2.74 (0.16)
	3.36 (0.64)
	2.92 (0.26)

	
	
	
	
	

	APOE Negative
	Day 0
	3.17 (0.65)
	2.65 (0.33)
	2.07 (0.26)

	
	Day 21
	3.11 (0.71)
	2.77 (0.44)
	2.50 (0.23)


Supplementary Table 3. Mean and standard error of non-transformed raw scores for each outcome, by treatment group and diagnosis (MCI and AD).

	
	Mean (SE)

	
	Placebo
	Low Dose
	High Dose

	
	MCI

(n = 12)
	AD

(n = 8)
	MCI

(n = 14)
	AD

(n = 7)
	MCI

(n = 13)
	AD

(n = 6)

	Composite Memory
	
	
	
	
	
	

	 
	Day 0
	1.57 (0.61)
	-4.27 (0.85)
	2.85 (0.76)
	-3.47 (1.01)
	1.34 (0.77)
	-2.95 (0.77)

	
	Day 21
	1.41 (0.77)
	-4.15 (0.75)
	3.03 (0.73)
	-3.75 (0.76)
	1.22 (0.75)
	-2.81 (0.96)

	
	
	
	
	
	
	

	DSRS
	Day 0
	4.50 (1.20)
	13.63 (1.86)
	2.57 (1.22)
	13.29 (1.19)
	5.62 (1.13)
	8.67 (1.75)

	
	Day 21
	3.08 (0.86)
	13.86 (1.82)
	1.62 (0.64)
	14.00 (2.02)
	4.62 (1.15)
	8.17 (1.42)

	
	
	
	
	
	
	
	

	Dot N-Back
	Day 0
	63.08 (2.49)
	46.50 (4.70)
	61.79 (1.86)
	52.80 (9.67)
	59.08 (1.89)
	48.50 (2.00)

	
	Day 21
	62.50 (1.64)
	50.71 (5.54)
	63.18 (1.12)
	58.25 (1.75)
	59.85 (1.74)
	50.00 (3.48)

	
	
	
	
	
	
	
	

	BVRT
	Day 0
	8.75 (0.33)
	6.63 (0.89)
	8.29 (0.32)
	6.43 (1.41)
	8.46 (0.35)
	6.00 (0.52)

	
	Day 21
	8.75 (0.33)
	6.00 (0.87)
	9.08 (0.24)
	5.86 (1.39)
	9.15 (0.27)
	7.00 (0.82)

	
	
	
	
	
	
	
	

	Stroop RT
	Day 0
	941.95 (74.85)
	1132.11 (83.45)
	922.89 (66.68)
	1175.74 (151.74)
	1025.59 (80.20)
	1212.10 (132.43)

	
	Day 21
	968.16 (84.99)
	1293.15 (132.26)
	861.89 (50.52)
	1247.17 (238.32)
	1067.20 (57.42)
	1302.94 (152.02)

	
	
	
	
	
	
	
	

	Insulin AUC
	Day 0
	854.63 (169.33)
	829.59 (147.91)
	804.81 (149.75)
	782.46 (175.95)
	834.58 (105.47)
	1084.25 (278.17)

	
	Day 21
	937.64 (191.78)
	977.57 (180.70)
	751.36 (145.88)
	911.14 (188.88)
	835.79 (94.74)
	927.00 (169.92)

	
	
	
	
	
	
	
	

	Glucose AUC
	Day 0
	16.75 (0.68)
	16.66 (0.76)
	15.83 (0.95)
	17.70 (1.77)
	18.75 (0.91)
	18.58 (1.53)

	
	Day 21
	16.85 (0.83)
	15.91 (0.83)
	15.61 (0.92)
	16.84 (1.76)
	18.68 (1.08)
	17.64 (1.18)

	
	
	
	
	
	
	
	

	HOMA-IR
	Day 0
	2.96 (0.43)
	2.37 (0.25)
	2.86 (0.40)
	2.95 (0.46)
	2.54 (0.24)
	2.71 (0.45)

	
	Day 21
	2.97 (0.44)
	2.74 (0.27)
	2.88 (0.51)
	3.18 (0.51)
	2.66 (0.22)
	2.85 (0.32)


Supplementary Table 4. Cholesterol summary for all subjects, and by APOE-ε4 status and treatment group. 

	
	Total Cholesterol

(mg/dL)

mean (SE)
	Triglycerides

(mg/dL)

mean (SE)
	HDL

(mg/dL)

mean (SE)
	LDL

(mg/dL)

mean (SE)

	All Subjects
	189.62 (4.84)
	106.67 (5.45)
	63.62 (2.05)
	104.62 (3.82)

	
	
	
	
	

	APOE-ε4 Positive
	193.40 (7.19)
	109.63 (7.14)
	61.90 (2.72)
	109.60 (5.88)

	APOE-ε4 Negative
	185.83 (6.53)
	103.70 (8.32)
	65.33 (3.09)
	99.63 (4.80)

	
	
	
	
	

	Low Dose (20 IU)
	191.76 (8.90)
	108.29 (10.66)
	65.48 (3.70)
	104.57 (6.66)

	High Dose (40 IU)
	195.47 (7.45)
	101.63 (9.20)
	65.53 (3.92)
	109.63 (5.79)

	Placebo
	181.80 (8.69)
	109.75 (8.55)
	59.85 (3.04)
	99.90 (7.36)


No significant differences for APOE-ε4 carrier status or treatment groups
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