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Figure S1. Principal Component analysis (PCA) of different samples among the three ages based on the
normalized circRNA expression levels. Brain regions are illustrated by different shapes, and the ellipse for each group
represent the confidence ellipse. The x- and y-axes represent the first and second PCs, respectively. HIP-I, HIP-Y, and HIP-
O represent the three ages in the hippocampus. CER-I, CER-Y, and CER-O represent the three ages in the cerebellum.
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Figure S2. Differential circRNA expression in the hippocampus with aging. (A—C) Volcano plots illustrating the
dysregulated circRNAs in the hippocampus in different age groups. The log of FC (base 2) is plotted on the x-axis and the negative
log of FDR (base 10) is plotted on the y-axis (FC > 2 and p < 0.05). The green and red points on the graph represent downregulated

and upregulated circRNAs, respectively.
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Figure S3. Bar plot representation of the GO terms and KEGG pathways associated with circRNAs in profile 0 and
profile 7. (A) GO terms in profile 0 for the circRNAs in the two brain regions enriched in terms of similar functions. (B) GO terms in
profile 7 for the circRNAs in the two brain regions enriched in terms of quite divergent functions. The length of the bar represents
the statistical significance of the pathway. Red bar represents the hippocampus. Blue bar represents the cerebellum.
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Figure S4. KEGG analysis of profile 7 in the hippocampus and cerebellum. The rap1
signaling pathway and long-term potentiation are observed in both brain regions. The length of
the bar represents the statistical significance of the pathway. Red bar represents the
hippocampus. Blue bar represents the cerebellum.

Table S1. Details of circRNA sequencing information and subsequent data analysis. Indicated from left to
right are the numbers of clean reads high-quality(HQ) clean reads, HQ Clean reads mapped rRNA, and HQ
Clean reads unmapped rRNA, the number of unmapped rRNA that could be unmapped(unmapped Reads) or
maped (Unique Mapped Reads) to known Tupaia belangeri genome, respectively.

Sample Clean reads HQ Clean mapped unmapped Unmapped Unique Mapped
reads(%) rRNA (%) rRNA (%) Reads(%) Reads(%)
78569560 7143774 (71425786 ( 13391569

HIP I 33048726 02000 oty s0stony  (lassey 57780955 (80.90%)
HIP Y 73971998 ?22258920/30‘)‘ > 320245022)( 538?9566(,/5() 2)( 3326090/73 47938237 (80.43%)
HIP O 77622934 7(29023'53/36 52?1%?)/208)( 63};226(,/3() 8)( 153253470/10; 52958183 (80.07%)
CER I 76720460 8117382"25 42.48950/106)( 633%?,% ( 1(?2 %0750/20;‘ 57944454 (84.63%)
CER Y 84019284 Zgjzlﬂg 42?991?,/9()%( 731%19%2%( l(fg%?,z;‘ 62055254 (82.97%)
CER © gosogssy  OSSSI0IS  3073322( 62479696 (  10SMSSO  (oocien oo

(94.31%) 4.69% ) 95.31%) (16.88%)
CER: cerebellum. HIP: hippocampus. I: Infants. Y: Young. O: Old.
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Table S2. PCR primers used in this study.

Forward

Reverse

circ_003099 5"TAACCCCCCTCGCTTTCCT 3°
circ_029333 5’AAGCCTTCCTTTCCACCCT3’
circ_021164 5’CCCGGTCATTCTGTGTCCTT3’

circ_ 031520 5’GAATCTTCACTACCTCTGCCTC3’
circ_007625 5’GAATCTTCACTACCTCTGCCTC3’
circ_013131 S’TCAATGAAAACAAACCCCAC3’
circ_029003 S’TCTCTTCTCACTCTCCTCTACTG3’
circ_028734 5’GCAAAAGAAGCAGAAAATGAGAAG3’
circ_003795 5’AATGAGAGGCAAGGAGGAAAAGA3’
circ_013859 5’CTGTCCACCCCATTTGTGATTAG3’
circ_020413 5’GAGGAAAGGGGAAGTGGGC3’
circ_000954 5’ACCCCACCAATCTGGACAAGTT?’
circ 012192 5’TCGGTCAGCAGGTCTCGTAAGT3’
circ_018752 5’CGTAAAGGCCAAAAAGCAAY
GAPDH 5’GCTGGTGCCGAGTATGTTGTG3’

5’ACTTGCCCCTTCGCCTGAC 3’

5’ATCCGATTTCCTCTCCTGC3’

5’AGCTGTCCTGCATGCTTCAA3’

S’TTCTTTACTGTTTTGGTCCTCC3’

S’TTTACTGTTTTGGTCCTCCTTT3’

5’CAGCTGACATCAAGGTAGCG3’

5’CTGGTTCATCTAACGCCTTCTGT3’

5’AGCAAGGGTCAGGAAAGAATAAAGS’

5’CCACCTGGCAAGCAGTAAATAGAY

5’GAGAGTACCTTCAGGGAGCTCTT3’

5’AATTGGTGCGTGAGCGAAA3’

5’TCGGTCAGCAGGTCTCGTAAGT3’

5’TATGTCAAGAGGAAAACCAACG3’

5’CACACATTCGGGGGCAGAGY’

5’AGTGATGGCGTGGACTGTGGT3’

Table S3. Ages distribution in different stage of tree shrew brain.

Age(months) Age(months) Age(months)
Infants (I) 1.57 1.73 1.63
Young (Y) 18 18 15
0Old (0) 86 85 78
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Please browse the Full Text version to
Supplementary Data related to this manuscript.

Table S4. KEGG analysis of profile 0 in
cerebellum.

Table S5. KEGG analysis of profile 0 in
hippocampus.

Table S6. 6 KEGG analysis of profile 7 in
hippocampus.

Table S7. KEGG analysis of profile 7 in
cerebellum.
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Table S8. The BLASTN alignment result between our
predicted tree shrew circRNAs with human circRNAs

from NONCODE.
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