participants included in NHANES
1999-2018(10 cycles) (n=101306)

exclude participants without MEC examination(n=4550)

J
1

Include participants(n=96766)

exclude participants (n=47688)
laged<18y (n=40933)
2.ineligible for linkage to the NDI (n=114)
3.lack of SBP, DBP, BMI, WAIST, PLUSE,
HbA le(n=32265)

Include participants(n=49078)

I HbA l¢, medecine prescription—symbol

normal=32586
prediabetes=10136
T2D=6356

participants included in NHANES
I, I, VI, VII (4cycles) (n=40935)

exclude participants without MEC examination(n=2025)

Include participants(n=38910)

exclude participants (n=19587)
Laged<I8y (n=16804)
2.ineligible for linkage to the NDI (n=32)
3.lack of SBP, DBP, BMI, WAIST, PLUSE,
HbAle(n=10574)

Include participants(n=19323)

exclude participants without the Digit Symbol
Substitution test score(n=14312)

Include participants(n=5011)

| DSST score Q1—ssymbol

normal=3873
Mild Cognitive impairment=1138

Supplementary Figure S1. Flow chart .The selection of eligible participants in the NHANES.
A. T2D; B.MCI
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Supplementary Figure S2. A-B. Forest plots for MR analyses; C-D. Funnel plots for MR

analyses; E-F. Plots of “leave-one-out” analyses for MR analyses.

Across all figures, Exposure: HDL-C. Outcomes:T2D in Fig. A, C, E; MCl in Fig. B, D, F.



A Expression value C KEGG Pathway Enrichment of Degs

Mitophagy - animal L]
PI3K-AKt signaling pathway [ ]
" NOD-ike receplor signaling pathway ]
b Autophagy - animal L]
pvalue
. Glioma L] 0m
MAPK signaling pathway [ ] o0
00
2 FoxO signaling pathway L] -0.04
& Chelinergic synapse [ ]
Expression valuo Gount
B Carbon metabolism | L] ® s
- ® w0
Apoplosis | L] ® 5
® 0
- Cellular senescence | [ ]
Pentose phosphate pathway{ ®
#xon guidance [ ]
: Non-alcoholic fatty liver disease L]
5 10 15 20
Gene Number

Supplementary Figure S3. A-B. Removal of batch effects in different datasets; C.KEGG
enrichment of Degs;
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Supplementary Figure S4. Analysis of relevant indicators before and after Modified Fasting
Therapy. A. Changes in FBG after Modified Fasting Therapy. Ctrl: n=23 , T2D: n=17 ; B. DSST
scores for T2D and Ctrl groups at baseline, Ctrl: n=11, T2D: n=16; C. DSST score before and after
Modified Fasting Therapy, n=27; D-F. Expression of NFIA in peripheral blood among different
groups, D. Ctrl: n=23, E. T2D: n=17, F. MCI: n=11
All plots are shown as Mean &= SD. *p<0.05,**p<0.01,***p<0.001,****p<0.0001
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Supplementary Figure S5. A-B. GO analysis of the up / downregulated DEGs involved in MFT

samples regarding biological process, cellular component, and molecular function; C. KEGG

analysis of the downregulated DEGs involved in MFT samples
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Supplementary Figure S6. A-B. g-PCR and western blot of NFIA overexpression efficiency in
HepG2; C-D. q-PCR of NFIA interfering efficiency; E. g-PCR of APOA1 in HepG2; F. g-PCR of
APOE in HepG2



