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Mechanisms of hepatocyte proliferation mediated by exosomal miRNAs derived from
adipose tissue
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Tamoxifen-inducible adipocyte-specific insulin receptor knockout (iFIRKO)
mice are known to exhibit adipose tissue regeneration with increased numbers of adipose stem and
progenitor cells (ASPCs). In this study, we identified miR-144-3p and miR-486a-3p as miRNAs that are

commonly increased in serum exosome and the liver, and found that these miRNAs promote hepatocyte
proliferation by suppressing Txnip expression as a target gene. While the expression levels of
pri-miR-144-3p and pri-miR-486a-3p were not increased in the liver, they were elevated in adipose
tissue, suggesting that these miRNAs may be delivered from adipose tissue to the liver via exosome
during adipose tissue regeneration with increased ASPCs.
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C57BL/6J
iFIRKO The Jackson Laboratory C57BL/6J
Adipog-Cre/ERT2 Tg/- IR flox/flox

RNA-seq
Exo-miRNA mMiRCURY Exosome Serum/Plasma Kit Qiagen miRNeasy
Micro Kit Qiagen RNA QIlAseq miRNA Library Kit Qiagen

miRNA  GeNorm miRNA TargetScan
RNAhybrid RNeasy Mini Kit Qiagen
RNA TruSeq stranded mRNA Library Prep Kit Illumina
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RT-gPCR

Exo-miRNA miRNA pri-miRNA  TagMan Advanced miRNA Assays
TagMan MicroRNA Reverse Transcription Kit High-Capacity cDNA Reverse Transcription
Kit with RNase Inhibitor Thermo Fisher Scientific TagMan Fast advanced
Mix Thermo Fisher Scientific PCR mMRNA
Random Primer Thermo Fisher Scientific ReverTraAce Toyobo Fast SYBR
Green Master Mix Reagent Thermo Fisher Scientific PCR miRNA

U6 pri-miRNA  Gapdh mRNA  36b4

Hepa 1-6 ATCC miR-144-
3p miR-486a-3p mMIRNA mimic Txnip siRNA Thermo Fisher Scientific
Txnip 3-UTR pmirGLO Dual-Luciferase miRNA Target Expression Vector
Promega Lipofectamine RNAIMAX Transfection
Reagent Thermo Fisher Scientific
100,000g, 70 2 NanoSight LM10
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Treatment of serum exosome to primary cultured hepatocytes
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