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Abstract Objective To investigate the mechanism of TMAO affecting the proliferation of primary fibroblasts in the heart through
PI,K/AKT/mTOR signaling pathway. Methods Primary cardiac fibroblasts were cultured in medium containing 0, 0.5, 1.0, 2.5,
5.0, 10.0, 25.0, 50. Opmol/L TMAO for 48 hours as the concentration gradient group. Primary cardiac fibroblasts were treated with
TMAO for 0, 15, 30, 60min as the time gradient group. Before treated with TMAO, cells were treat with LY294002 (PIL, K inhibitor) in
advance for 30min, as the inhibitor group. The protein expression was detected by western blot. Results TMAO increased the expression
levels of p — PL,K, p — AKT and p - mTOR in PI,K/AKT/mTOR cell proliferation signaling pathway. p — PI,K was highest in TMAO at
10pumol/L and treated for 30min. The expression level of p — AKT and p - mTOR was the highest when they were treated with TMAO at
25umol/L and for 60min. In the inhibitor group, the expression levels of p - PLK, p — AKT, and p - mTOR were significantly reduced in
the group treated with the PI,K inhibitor as compared with the cells treated with TMAO alone. The results were statistically significant
compared with the control group (P <0.05). Conclusion TMAO promotes the proliferation of cardiac primary fibroblasts and activates

the PI,K/AKT/mTOR signaling pathway.
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