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Supplementary Figure 1. Influences of maternal high sugar and fat diet on the alpha diversity of gut microbiota of offspring.
(A) All the control samples; (B) All the HSHF fed samples; (C) All the control male samples; (D) All the control female samples; (E) All HSHF
male samples; (F) All HSHF female samples. The symbol of N1A is the 7-day control male samples, N1B is the 7-day control female samples,
and N2A for 14-day, N3A for 21-day, N4A for 28-day, N5A for 56-day male samples, N2B for 14-day, N3B for 21-day, N4B for 28-day, N5B for
56-day female samples; M1A is the 7-day HSHF male samples, M1B is the 7-day HSHF female samples, and M2A for 14-day, M3A for 21-day,
MA4A for 28-day, M5A for 56-day male samples, M2B for 14-day, M3B for 21-day, M4B for 28-day, M5B for 56-day female samples. Data are
presented as the means + SD of 8 independent experiments. *p <0.05 and **p <0.01 vs. the model group by one-way ANOVA, followed by
the one-way ANOVA test.

AGING

www.aging-us.com



Multy samples Rarefaction Curves

~— H1A1 — H2A5 — L1B1 — L2B5 — NS5A1 B PCoA - PCI vs PC2
~— H1A2 — H2A6 — L1B2 — L2B6 — NS5A2 v
—— H1A3 — H2A7 — L1B3 — L2B7 — N5A3 vvov v
~—— H1A4 — H2A8 — L1B4 — L2B8 — NSA4 i oo
300 — HI1AS — H2B1 — L1BS — MSA1 — NSAS & » o HIA
— HIAG — H2B2 — L1B6 — MSAZ — N3A6 3 %W © =
— HIA7 — H2B3 — L1B7 — MSA3 — NsA7 3 =5 X W
» ~— H1A8 — H2B4 — L1B8 — M5A4 — N5A8 g A g :::
g ~— HIB1 — H2B5 — L2A1 — MSAS — N5B1 & U | . ik
E 20 — H1B2 — H2B6 — L2A2 — MS5A6 — N5B2 g ® : * 128
= - HIB3 — H2B7 — L2A3 — MSA7 — NsB3 @ ) - o
5 — H1B4 — H2B8 — L2A4 — MSA8 — NsB4  C T A 1 NsA
— H1BS — L1A1 — L2A5 — MS5B1 — N5B5 -10 x 4% : S NsB
— H1B6 — L1A2 — L2A6 — M5B2 — N5B6 L
100+ — H1B7 — L1A3 — L2A7 — M5B3 — NSB7 e
~—— H1B8 — L1A4 — L2A8 — MSB4 — NSBS r " " T -
20 -10 10 20
= H2A1 == L1AS == L2B1 MSBS PC1-Percent variation explained 20.78%
— H2A2 — L1A6 — L2B2 — M5B6
o — H2A3 — L1A7 — L2B3 — M5B7
’ ' l l — H2A4 — L1A8 — L2B4 — M5B8
0 20000 40000 60000
Number of sequences sampled
Multy samples Rarefaction Curves
C MSAT — NSA4 — SIM3 — S2M10 — S2N14 — TMB4 D PCoA -PC1 vs PC3
MSA2 — N5AS — S1IM4 — S2M11 — S2N2 — TMBS o
MSA3 — N5A6 — SIM5 — S2M12 — S2N3 — TMB6
300 MS5A4 N5A7 —— SIM6 - S2M13 —— S2N4 —— TNA1
MSAS — N5AB — SIM7 — S2M14 — S2N5 — TNAZ 32 10 o' MSA
MSA6 — N5B1 — SIM8 — S2M15 — S2N6 — TNA3 = A MsB
MSA7 N5B2 — SIM9 — S2M2 — S2N7 — TNA4 E T NsA
g MSA8 N5B3 — SIN1 — S2M3 — S2N8 — TNAS ff: 2 :'::
£ 200 M5BT — N5B4 — SIN10 — S2M4 SIN9 — TNA6 3 v SIN
2 MSB2 — NSBS — SIN11 — S2MS — TMA1 — TNA7 & .| @ saM
g M5B3 — N5B6 — SIN2 — S2M6 — TMA2 — TNA8 % : :2\:\
MSB4 — NSB7 — SIN3 — S2M7 — TMA3 — TNB1  E & a5
M5BS N5B8 — SIN4 — S2M8 —— TMA4 — TNB2 ; 0 TNA
100 MSB6 — STM1 — SINS — S2M9 — TMAS — TNB3 @ TNB
MSB7 — SIM10 — SIN6 — S2N1 — TMA6 — TNB4 i
M5B8 — STM11 — SIN7 — S2N10 — TMA7 — TNBS
NSAT — STM12 — SIN8 — S2N11 — TMB1 — TNB6
NSA2 — S1M13 — SINg — S2N12 — TMB2 — TNB7 40 20 0
0 NSA3 — S1M2 — S2M1 — S2N13 — TMB3 PC|-Percent vanation explained 16.44%

0 20000 40000 60000
Number of sequences sampled

Supplementary Figure 2. Influences of maternal high sugar and fat diet on the alpha diversity and beta diversity of gut
microbiota of offspring. (A) The alpha diversity of control, HSHF, Hericium erinaceus, Ganoderma lucidum treated samples at 28- and 56-
day; (B) The beta diversity of control, HSHF, Hericium erinaceus, Ganoderma lucidum treated samples at 28- and 56-day; (C) The alpha
diversity of control, HSHF, outdoor soil (T-) and from SAMP8 mice (S-) treated samples at 28- and 56-day; (D) The beta diversity of control,
HSHF, outdoor soil (T-) and from SAMP8 mice (S-) treated samples at 28- and 56-day. The symbol of N1A is the 7-day control male samples,
N1B is the 7-day control female samples, and N2A for 14-day, N3A for 21-day, N4A for 28-day, N5A for 56-day male samples, N2B for 14-day,
N3B for 21-day, N4B for 28-day, N5B for 56-day female samples; M1A is the 7-day HSHF male samples, M1B is the 7-day HSHF female
samples, and M2A for 14-day, M3A for 21-day, M4A for 28-day, M5A for 56-day male samples, M2B for 14-day, M3B for 21-day, M4B for 28-
day, M5B for 56-day female samples. The symbol of N1 is the 28-day control samples, N2 is the 56-day control samples; M1 is the 28-day
HSHF samples, M2 is the 56-day HSHF samples; HE1 is for Hericium erinaceus treated 28-day samples, HE2 is for Hericium erinaceus treated
56-day samples, LZ1 is for Ganoderma lucidum treated 28-day samples, LZ2 is for Ganoderma lucidum treated 56-day samples. Data are
presented as the means + SD of 8 independent experiments. "p <0.05 and “"p <0.01 vs. the model group by one-way ANOVA test.
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Supplementary Figure 3. Influences of maternal high sugar and fat diet on the gut microbiota of offspring. (A) All the samples;
(B) All the control samples; (C) All the control male samples; (D) All the control female samples; (E) All the HSHF fed samples; (F) All HSHF
male samples; (G) All HSHF female samples. The PCA analysis showed that the 7- (T1) and 14- (T2) days samples can successful distinguish of
the 21- (T3), 28- (T4), 56- (T5) days samples, after 21 days, and the differences were decreased (Figure S2). The HSHF groups at different
growth phase (7, 14, 21, 28, 56 days of age) showed the same variation tendency (Figure S2 and S4). The symbol of N1A is the 7-day control
male samples, N1B is the 7-day control female samples, and N2A for 14-day, N3A for 21-day, N4A for 28-day, N5A for 56-day male samples,
N2B for 14-day, N3B for 21-day, N4B for 28-day, N5B for 56-day female samples; M1A is the 7-day HSHF male samples, M1B is the 7-day
HSHF female samples, and M2A for 14-day, M3A for 21-day, M4A for 28-day, M5A for 56-day male samples, M2B for 14-day, M3B for 21-day,
M4B for 28-day, M5B for 56-day female samples. Data are presented as the means + SD of 8 independent experiments. *p <0.05 and *"p
<0.01 vs. the model group by one-way ANOVA test.
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Supplementary Figure 4. Influences of maternal high sugar and fat diet on the genus of gut microbiota of offspring. (A) All the
control samples; (B) All the HSHF fed samples; (C) All the samples at 7-day; (D) All the samples at 14-day; (E) All the samples at 21-day; (F) All
the samples at 28-day; (G) All the samples at 56-day. The symbol of N1A is the 7-day control male samples, N1B is the 7-day control female
samples, and N2A for 14-day, N3A for 21-day, N4A for 28-day, N5A for 56-day male samples, N2B for 14-day, N3B for 21-day, N4B for 28-day,
N5B for 56-day female samples; M1A is the 7-day HSHF male samples, M1B is the 7-day HSHF female samples, and M2A for 14-day, M3A for
21-day, MA4A for 28-day, M5A for 56-day male samples, M2B for 14-day, M3B for 21-day, M4B for 28-day, M5B for 56-day female samples.
Data are presented as the means + SD of 8 independent experiments. *p <0.05 and **p <0.01 vs. the model group by one-way ANOVA,
followed by the one-way ANOVA test.
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Supplementary Figure 5. The pathological structure of brain and small intestine. IBA1 for microglia (A); H&E staining showed the
pathological structure of the small intestine (B). The symbol of N1A is the 7-day control male samples, N1B is the 7-day control female
samples, and N2A for 14-day, N3A for 21-day, N4A for 28-day, N5A for 56-day male samples, N2B for 14-day, N3B for 21-day, N4B for 28-day,
N5B for 56-day female samples; M1A is the 7-day HSHF male samples, M1B is the 7-day HSHF female samples, and M2A for 14-day, M3A for
21-day, M4A for 28-day, M5A for 56-day male samples, M2B for 14-day, M3B for 21-day, M4B for 28-day, M5B for 56-day female samples.
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Supplementary Figure 6. Pathway analysis of the different metabolites in colonic contents from the HSHF-diet mice using MetaboAnalyst
4.0 (A); The cholinergic neurons and GABA neurons were increased by up-regulated the LHX8 in the HSHF diet offspring when they getting old
(B, C). The KEGG analysis showed that the significant pathways including Dopaminergic synapse, cAMP signaling pathway, Gap junction, Rapl
signaling pathway, Retrograde endocannabinoid signaling, Glutamatergic synapse, Neuroactive ligand-receptor interaction, Calcium signaling
pathway.
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Supplementary Figure 7. Special maternal diet changes the gut microbiome trace. (A) The dietary supplement of Hericium
erinaceus group (A); the dietary supplement of Ganoderma lucidum (B). The symbol of N1A is the 7-day control male samples, N1B is the 7-
day control female samples, and N2A for 14-day, N3A for 21-day, N4A for 28-day, N5A for 56-day male samples, N2B for 14-day, N3B for 21-
day, N4B for 28-day, N5B for 56-day female samples; M1A is the 7-day HSHF male samples, M1B is the 7-day HSHF female samples, and M2A
for 14-day, M3A for 21-day, M4A for 28-day, M5A for 56-day male samples, M2B for 14-day, M3B for 21-day, M4B for 28-day, M5B for 56-
day female samples. The symbol of N1 is the 28-day control samples, N2 is the 56-day control samples; M1 is the 28-day HSHF samples, M2 is
the 56-day HSHF samples; HE1 is for Hericium erinaceus treated 28-day samples, HE2 is for Hericium erinaceus treated 56-day samples, LZ1 is
for Ganoderma lucidum treated 28-day samples, LZ2 is for Ganoderma lucidum treated 56-day samples. Data are presented as the means +
SD of 8 independent experiments. “p <0.05 and “*p <0.01 vs. the model group by one-way ANOVA, followed by the one-way ANOVA test.
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Supplementary Figure 8. Special maternal diet changes the gut microbiome trace. The exposure to different microbe in early life
(microbe from the outdoor soil (T-, A) and SAMP8 mice (S-, B) also could change the inherent species abundance (Figure S3). The symbol of
N1A is the 7-day control male samples, N1B is the 7-day control female samples, and N2A for 14-day, N3A for 21-day, N4A for 28-day, N5A
for 56-day male samples, N2B for 14-day, N3B for 21-day, N4B for 28-day, N5B for 56-day female samples; M1A is the 7-day HSHF male
samples, M1B is the 7-day HSHF female samples, and M2A for 14-day, M3A for 21-day, M4A for 28-day, M5A for 56-day male samples, M2B
for 14-day, M3B for 21-day, M4B for 28-day, M5B for 56-day female samples. The symbol of N1 is the 28-day control samples, N2 is the 56-
day control samples; M1 is the 28-day HSHF samples, M2 is the 56-day HSHF samples; HE1 is for Hericium erinaceus treated 28-day samples,
HE2 is for Hericium erinaceus treated 56-day samples, LZ1 is for Ganoderma lucidum treated 28-day samples, LZ2 is for Ganoderma lucidum
treated 56-day samples. Data are presented as the means + SD of 8 independent experiments. “p <0.05 and **p <0.01 vs. the model group by
one-way ANOVA, followed by the one-way ANOVA test.
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