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[ Abstract] Objective To investigate the effect and mechanisms of helicase-like transcription factor ( HLTF) on fibrosis function and
phenotype in angiotensin Il ( Ang Il )-induced cardiac fibroblasts ( CF). Methods Primary mouse CF were isolated and cultured, and
treated with 1 wmol/L Ang I. Cells were divided into normal group and Ang Il group. Additionally, adenoviral transfection was used to
modulate HLTF expression, resulting in additional groups: downregulation control + Ang Il group, HLTF downregulation + Ang Il group,
upregulation control+Ang Il group and HLTF upregulation+Ang I group. Cell proliferation and migration were assessed using the CCK-8 assay
and wound healing assay. RNA sequencing identified differentially expressed genes. Western blotting was used to analyze the protein levels of
HLTF , smooth muscle actin a (a-SMA) and R-spondinl ( Rspol). Quantitative real-time PCR assessed mRNA levels of collagen type I
(COL1A1). Immunofluorescence staining was used to assess a-SMA expression. Results Ang Il stimulation increased HLTF protein and
COL1A1 mRNA levels,enhanced CF proliferation and migration, and elevated a-SMA expression as shown by immunofluorescence staining
(P<0.05) . Compared with the control group,the HLTF downregulation+Ang Il group showed reduced levels of HLTF, a-SMA protein, and
COL1A1 mRNA ,as well as decreased CF proliferation and migration ( P<0. 05). Conversely, HLTF upregulation promoted Ang Il -induced
HLTF, a-SMA protein, and COL1IA1 mRNA expression, further enhancing CF proliferation and migration ( P<0. 05). RNA sequencing
revealed that Rspol was the most significantly altered gene after HLTF downregulation. Western blotting confirmed that HLTF downregulation
or upregulation correspondingly decreased or increased Rspol protein levels in Ang Il -treated CF. Conclusion HLTF downregulation can
alleviate Ang Il -induced fibrosis function and phenotype transformation in CF, potentially by suppressing Rspol, thereby improving cardiac
fibrosis.
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