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Supplementary Figure 1A. Heatmap of gut microbiota in 10-month-old AD-like mice. Data are presented as the means of more
than 8 independent experiments.
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Supplementary Figure 1B. Heatmap of gut microbiota in 10-month-old AD-like mice. Data are presented as the means of more

than 8 independent experiments.
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Supplementary Figure 2A. Heatmap of serum metabolites in 10-month-old AD-like mice. Data are presented as the means of

more than 8 independent experiments.
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Supplementary Figure 2B. Heatmap of serum metabolites in in 10-month-old AD-like mice. Data are presented as the means of

more than 8 independent experiments.
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Supplementary Figure 4. AAV viral transduction system with RNA interference (sicircNF1-419-AAV, A -B) and separately an over-expressing
circNF1-419 (sscircNF1-419-AAV, C - D)

www.aging-us.com 6 AGING



gz22228245%0
EREZEE-"DNLAYLY

Supplementary Figure 5. Differential expression mRNAs of the small intestine tissue on the circNF1-419 treated SAMPS (A) and KM mice
(B). Data are presented as the means of 3 independent experiments.

www.aging-us.com 7 AGING



oo 30 p cire-Zechell-F1R1
= COwBOSE - Saall (a0 ﬂ 25
> = E
T Z 20
S £ 15
Ll - Sagll (3850 E l{.
¢ s
= 0
& & 8 )
& & &
" 57 &
KO~
A X ,?s\‘*
& &
v
&
qPCR primer

aclin, beta (ACTB), mRNA

p-actin-F1  GCTTCTAGGCGGACTGTTAC  y40p
B-actin-RI CCATGCCAATGTTGTCTCTT P
mmu_circ_0001239 (Divergent primers)

Circ-Zechel 1-F1: 5'- cageagatgattigatttge-3'

. 159bp
Circ-Zechel1-R1: 5'- atanteitentggticatg-3'
Sequencing primer
Cire-Zechel 1-F2: 5'- 1 Lot -3

irc-Zeche ggaagaglgaagetctacag 282bp

Splice site: gatacagcagatgatttgatttgettgectaaagtagattt Cire-Zechel 1-R1: 5™ ataticticttiggttcatg-3'

Supplementary Figure 6. AAV viral transduction system with RNA over-expressing mmu_circ_0001239
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