Supplementary Tables and Figures

Table S1. Primers used for RT-gPCR analysis®

Target gene Forward primer (5'-3") Reverse primer (5'-3") References
CDK1 TTTTCAGAGCTTTGGGCACTC TTTTCGAGAGCSGATCCAAGC [1]

p21 AGGACCATGTGGACCTGTTG TTAGGGCTTCCTCTTGGAGA [2]

CDK4 GCATCCCAATGTTGTCCG GGGGTGCCTTGTCCAGATA [3]
Caspase 2 GCGACGCTGGCAAAGAG CCTGAGGGCGAGGAACA XM_005657720.3
Caspase 3 GCCATGGTGAAGAAGGAAAA GTCCGTCTCAATCCCACAGT [3]
Caspase 8 TCCTGAGCCTGGACTACAT CTCCTCCTCATTGGTTTCC [3]

OGA AAAAGCATGATGGCTTGCCT CCACCCACCAGGTGAAGTTAA [5]

OGT AGCGGGACTCAATTACCCTTT ATTGTCTGGCTCTTGTCTCCA [5]

IL-6 AATGTCGAGGCTGTGCAGATT TGGTGGCTTTGTCTGGATTCT NM_214399.1
CLDNI AGCTGTGCATGGCCTCTTGT CCAATGTCAATGGCAACACCCT [7]

Z0O-1 CGGAACTATGACCATCGCCTAC CTTCGGGATGTTGTCTGGAGTC [7]

TGRS CCATGCACCCCTGTTGCT GGTGCTGTTGGGTGTCATCTT XM_013984487.2
LXRa AGAACAGATCCGCCTGAAGA GGTCTGAAAAGGAGCGTCTG XM_013994348.2
FXR TATGAACTCAGGCGAATGCCTGCT ATCCAGATGCTCTGTCTCCGCAAA [8]

Bax CCGAAATGTTTGCTGACG AGCCGATCTCGAAGGAAGT [4]

Bel-2 ACCTGAATGACCACCTAGAGC TCCGACTGAAGAGCGAAC [4]

ND1 TCAACCCTAGCAGAAACCAACGA AAGAATATGGCGAAAGGTCGGCT [10]

ND2 TTTCCTAACACAAGCCACAGCCTC ATGCCTTGGGTTACTTCTGGGACT [10]

ND3 AGCACGCCTCCCATTCTCAAT TGCTAGGCTTGCTGCTAGTAGG [11]

ND4 TCGCCTATTCATCAGTAAGTCA GGATTATGGTTCGGCTGTGTA [11]

ATP6 TACCACACTCATTCACACCCACCA TGTTCCTTGTGGTAGAAAGTGGGC [10]

ATPS8 TGCCACAACTAGATACATCC GCTTGCTGGGTATGAGTAG [11]

COXx2 TGGCTTACCCTTTCCAACTAGGCT TTGGGCATCCATTGTGCTAGTGTG [10]

COX3 ACACCCGAATTAGGAGGTTGCTGA TACGCCTAGTGCAATGGTGATGGA [10]

Cytb TCACACGATTCTTCGCCTTCCACT TAGGGTTGTTGGATCCGGTTTCGT [10]
D-loop ACACACCCTATAACGCCTTGCC GGGTAGGTGCCTGCTTTCGTAG [11]
B-actin ATGCTTCTAGACGGACTGCG GTTTCAGGAGGCTGGCATGA [9]
GAPDH GCTTGTCATCAATGGAAAGG CATACGTAGCACCAGCATCA [6]

'IL-6, interleukin-6; CDK, cyclin-dependent kinase; ZO-1, zonula occludens-1; CLDNI, claudin 1; GAPDH, glyceraldehyde-3-

phosphate dehydrogenase; OGA, O-GlcNAcase; OGT, O-GlcNAc Transferase; Bax, BCL2-associated X; Bel-2, B-cell lymphoma-

2; FXR, farnesoid X receptor; LXRa, liver X receptor a; TGRS, G-coupled protein receptor; ND1, NADH dehydrogenase subunit

1; ND2, NADH dehydrogenase subunit 2; ND3, NADH dehydrogenase subunit 3; ND4, NADH dehydrogenase subunit 4; COX2,

cytochrome c oxidase subunit 2; COX3, cytochrome ¢ oxidase subunit 3; Cytb, cytochrome b; ATP6, ATP synthase FO subunit 6;

ATPS, ATP synthase FO subunit 8.



Table S2. The raw data from RNA-Sequencing analysis of CON and CDCA groups

Group Sample ID

Raw reads

Clean reads Total mapped Multiple mapped Uniquely mapped GC content (%) Q20(%) Q30 (%)
CON CON_3 65,466,558 64,675,190 61,746,328(95.47%) 5,768,052(8.92%) 55,978,276(86.55%) 51.99 98.2 94.76
CON_2 69,271,904 68,540,858 65,644,376(95.77%) 4,686,129(6.84%) 60,958,247(88.94%) 51.46 98.29 94.97
CON_1 61,354,956 60,811,650 58,355,295(95.96%) 4,267,914(7.02%) 54,087,381(88.94%) 50.91 98.39 95.2
CDCA CDCA_3 65,356,232 64,745,300 61,984,695(95.74%) 3,125,867(4.83%) 58,858,828(90.91%) 51.37 98.4 95.25
CDCA_2 61,757,660 61,112,694 58,433,389(95.62%) 2,999,136(4.91%) 55,434,253(90.71%) 51.75 98.33 95.08
CDCA_1 60,683,302 60,088,126 57,502,899(95.7%) 2,907,690(4.84%) 54,595,209(90.86%) 51.48 98.34 95.1
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Figure S1. Outlier Box Plots to identify biological outliers (A). All the samples had a similar
distribution of the data and none was considered an outlier; The results of correlation analysis
between samples (B). Results showed that biological replicates from the two groups could be well
distinguished and the experimental design was reasonable. These results confirmed the high

reproducibility of the sequencing data.
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Figure S2. Validation of transcriptomic results by RT-qPCR in IPEC-J2 cell. The 3
upregulated DEGs, 11 downregulated DEGs, and 6 unchanged genes observed by RNA-seq were
selected to validate using RT-qPCR. All validated genes have similar trends in expression when
comparing RNA-seq with RT-gPCR. # FDR < 0.05, * p < 0.05, ** p < 0.01, *** p < 0.001, versus
CON group. IL-6, interleukin-6; CDK, cyclin-dependent kinase; ZO-1, zonula occludens-1;
CLDNI, claudin 1; OGA, O-GlcNAcase; OGT, O-GlcNAc Transferase; Bax, BCL2-associated X
Bcl-2, B-cell lymphoma-2; FXR, farnesoid X receptor; LXRa, liver X receptor a; TGRS, G-
coupled protein receptor; ND, NADH dehydrogenase subunit; COX, cytochrome ¢ oxidase subunit;

Cytb, cytochrome b; ATP, ATP synthase FO subunit.
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Figure S3. The nodes centrality analysis for protein-protein interaction (PPI) network. Three
centrality methods including degree, closeness, and betweenness centrality were used to explore

the key genes in the PPI network. The detailed information for the centrality degree is shown in

Table S6.
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