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Figure S1: WD-derived insulin signaling impairment on AD biomarkers, analyzed for extreme values for
each individual in all experimental and age groups (paragraph 2.3).
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Table S1: Completed statistical data — analysis of peripheral markers in C57BL/6 mice (paragraph 2.1)

Figure number:

Statistical Significance Value of F (DFn,
Analyzed Age groups test 8 p-Value DEd)
parameter
Interaction: ns Interaction: Interaction: Fes) =
0.2284 1.530
Fig.1. Glucose ALL Alz\Ivg\}; A
Age:ns Age: 0.1503 Age: Fi28=1.914
Diet: ** Diet: 0.0077 Diet: F,28 = 8.255
Fig.1. 4M vs. 16M Tukey’s . 0.0404 )
Glucose WD WD post-hoc
Interaction: ns Interaction: Interaction: Fea2s) =
Fig.1. ALL 2way 0.3169 1.231
Insulin ANOVA Age: ns Age: 0.2901 Age: Fi328 =1.312
Diet: ** Diet: 0.0094 Diet: Fq,8) =7.787
Interaction: ns Interaction: Interaction: F28) =
Fig.1. ALL 2way 0.1056 2.240
HOMA-IR ANOVA Age: ns Age: 0.2196 Age: F328 =1.567
Diet:** Diet:0.0026 Diet: Fa,2) =10.98
Fig.2.
p-IRS-1 (Ser616) Interaction: * Interaction: Interaction: F29) =
Entorhinal ALL 2way 0.0165 4.023
cortex ANOVA
Age: ** Age: 0.0010 Age: Fi29)=7.104
Diet: **** Diet: <0.0001 Diet: Fa,29 =25.18
Fig.2.
p-IRS-1 (Ser616) 4M vs. 8M Tukey’s . 0.0042 )
Entorhinal WD WD post-hoc
cortex
Fig.2.
p-IRS-1 (Ser616)  4M vs. 12M Tukey’s - 0.0016 )
Entorhinal WD WD post-hoc
cortex
Fig.2.
p-IRS-1 (Ser616)  4M vs. 16M Tukey’s . 0.0010 i
Entorhinal WD WD post-hoc
cortex
Fig.2.
pIRS-1 (Ser6le) 2V VS IZM e -
Entorhinal CIR post-hoc 0.0084 )
WD
cortex
Fig.2.
p-IRS-1 (Ser616) 16M vs. 16M Tukey’s .
Entorhinal CIR post-hoc 0.0081 i
WD
cortex
Fig.2. Interaction: ns Interaction: Interaction: F29) =
p-Akt (Ser473) ALL 2way 0.3047 1.265
Entorhinal ANOVA Age: ns Age: 0.2769 Age: Fi329=1.352
cortex Diet: ns Diet: 0.3506 Diet: Fu,29= 0.899

*p<0.05, **p<0.01



Table S2: Completed statistical data — analysis of brain markers in C57BL/6 mice (paragraph 2.2)

Figure number:

Significance

Analyzed Age groups  Statistical test p-Value ‘alue of F (DFn, DFd)
parameter
. Interaction:0.029 Interaction: F@o) =
Fig.2: Interaction: * ” 3.439
-GSK-3 (Ser9) 2way '

P Entorhinal ALL ANOVA Age: ns Age: 0.0705 Age: Fo) =2.608
cortex Diet: ns Diet: 0.0733 Diet: Fuao) = 3.454
Fig.2.

p-GSK-3p (Ser9) 12M vs. 12M Tukey’s post- .

Entorhinal CIR hoc 0.0491 i
WD
cortex
Fig.2. Interaction: ns Interaction: Interaction: Fi29) =
p-Tau (Thr231) ALL 2way 0.6246 0.5931
Entorhinal ANOVA Age: * Age: 0.0123 Age: F320)=4.324
cortex Diet: ns Diet: 0.0726 Diet: Fa,29) =3.471
Fig.4. Interaction: ns Interaction: Interaction: F29) =
2way 0.0926 2.354
p-IRS- (Ser616) ALL ANOVA Age: Age: <0.0001 Age: Fo29 = 11.97
Hippocampus Diet: ns Diet: 0.2727 Diet: Fi29) = 1.250
Fig:3. 4M vs. 8M Tukey’s post-
pIRS-L (Ser616) 0 0 flocp * 0.0108 -
Hippocampus
Fig:3. 8Mvs.16M  Tukey’s post-
pIRS-L (Ser616) ot iocp wox 0.0003 -
Hippocampus
Fig.3. Interaction: ns Interaction: Interaction: F29) =
p-AKt (Serd73) ALL 2way 0.3352 1.178
. ANOVA Age: ns Age: 0.4925 Age: F29) =0.822
Hippocampus Diet: ns Diet: 0.3518 Diet: F129) = 0.895
Fig.3. Interaction: ns Interaction: Interaction: F29) =
p-GSK-36 (Ser9) ALL 2way 0.3954 1.026
Hippocampus ANOVA Age: * Age: 0.0170 Age: Fi329)=3.993
Diet: ns Diet: 0.0871 Diet: Fa,29) = 3.137
Fig3. 4M vs. 8M Tukey’s post-
p—QSK—B»ﬁ (Ser9) CTR CTR }}iocp * 0.0372 -
Hippocampus
Fig.3. Interaction: ns Interaction: Interaction: Fio) =
i hr231) ALL 2way 0.0936 2.344
p-Tau (Thr ANOVA Age: *#+ Age: <0.0001 Age: Fo) = 1147
Hippocampus Diet: ns Diet: 04117 Diet: Fa.20 = 0.694
Fig:3. 8Mvs.12M  Tukey’s post-
p-Tau (Thi231) ™ o iocp - <0.0001 -
Hippocampus

*p<0.05, ***p<0.001, ****p<0.0001



Table S3: Completed statistical data — analysis of brain markers in C57BL/6 mice (paragraph 2.2)

Figure number:

Analyzed Age groups  Statistical test Significance p-Value Value 0; F (DEn,
parameter DEd)
Fig.4. Interaction: ns Interaction: Interaction: F@o) =
APP ALL 2way 0.0687 2.634
Entorhinal ANOVA Age: ** Age: <0.0001 Age: F20=14.49
cortex Diet: * Diet: 0.0234 Diet: Fq,29) =5.727
Fig 4.
APP 4Mvs.16M  Tukey’s post- . 0.0314 i
Entorhinal WD WD hoc
cortex
Fig.4.
APP 8Mvs.16M  Tukey’s post- . 0.0113 )
Entorhinal WD WD hoc
cortex
Fig4.
APIT 12Mvs. 16M  Tukey’s post- _— <0.0001 i
Entorhinal WD WD hoc
cortex
. - Interaction: Interaction: F29 =
Fﬁ;ﬁ' ALL 2way Interaction: 0.0164 4.031
Hippocampus ANOVA Age: ns Age: 0.3531 Age: F29 =1.130
Diet: ns Diet: 0.1239 Diet: F,29) =2.512
Fig . 4M vs. 4M Tukey’s post-
AP CTR WD }}iocp ' 00424 )
Hippocampus

*p<0.05, ****p<0.0001



Table S4: Completed statistical data — comparable analysis of brain markers in Tg2576 (APPswe) mice

(paragraph 2.4)

Figure number:

Significance

Value of F (DFn,

Analyzed Age groups  Statistical test p-Value DFd)
parameter
Fig.6A. I . Interaction: Interaction: F,19) =
nteraction: ns
prARS-1 (Ser616) ALL 2way ANOVA 0.3059 1269
Entorhinal Age: ** Age: 0.0050 Age: F19 =7.094
cortex Diet: * Diet: 0.0122 Diet: Fa,19) =7.663
Fig.6A. Interaction: ns Interaction: Interaction: F,19 =
p-Tau (Thr231) ALL 2way ANOVA 0.1109 2.474
Entorhinal Age: *** Age: 0.0004 Age: Fei9=12.31
cortex Diet: ** Diet: 0.0032 Diet: Fa,19=11.35
Fig.6A.
p-Tau (Thr231) 4M vs. 4AM Tukey’s post- . 0.0284 )
Entorhinal CTR WD hoc
cortex
Fig.6A.
p-Tau (Thr231) 4M vs. 8M Tukey’s post- . 0.0048 i
Entorhinal CIR CTR hoc
cortex
Fig.6A.
p-Tau (Thr231) 4Mvs. 12M  Tukey’s post- . 0.0194 i
Entorhinal CTR CTR hoc
cortex
Fig.6A. Interaction: ns Interaction: Interaction: F,19) =
APP ALL 2way ANOVA 0.4321 0.8774
Entorhinal Age: ns Age: 0.1534 Age: F19=2.073
cortex Diet: ns Diet: 0.2377 Diet: Fa,19 = 1.486
Fig.6B. Interaction: ns Int(c)er?;’a;;j:on: Interaclti((;;; Fezn =
p;iRs 1 (Ser616) ALL 2way ANOVA Age: ns Age: 0.0504 Age: Foon = 3.456
ppocampus Diet: ns Diet: 0.2780 Diet: Fuz1) = 1.240
Fig.6B. Interaction: ns Int(e)zr1a6c6tioon: Interaclti;);; Faim=
;;rau (Thr231) ALL 2way ANOVA Age: ns Age: 0.9990 Age: Fp,19=0.001
ppocampus Diet: ns Diet: 0.6162 Diet: Fu19 = 0.26
) . . Interaction: Interaction: Fe20) =
Fig.6B. Interaction: 0.0272 4338
AP ALL 2way ANOVA Age: *+* Age: 0.0009 Age: Foa = 10.24
Hippocampus Diet: ns Diet: 0.0710 Diet: F. = 3.635
FlAgP61F ’ 4M vs. 4M Tukey’s post- . 0.0277 i
. CTR WD hoc
Hippocampus
FIAgP? 4M vs. 8M Tukey’s post- - 0.0059 i
. CIR CIR hoc ’
Hippocampus
Ffpi? 4Mvs. 12M  Tukey’s post- . 0.0018 i
. CIR CITR hoc ’
Hippocampus

*p<0.05, **p<0.01



