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(Abstract] Objective To investigate the therapeutic efficacy and mechanism of Feixin Decoction (FXD) on hypoxic pulmonary
hypertension (HPH) rats through regulating adenosine monophosphate —activated protein kinase (AMPK)/mammalian target of
rapamycin (mTOR) signaling pathway. Methods Thirty—six SD rats were randomized into control group, model group, sildenafil
group and low—, medium—, high—dose FXD groups. Except control group, the remaining five groups were placed in a hypoxic
chamber with an oxygen concentration of 10% +0.5% for modeling, 8 hours per day for 28 d, with simultaneous intragastric
administration. After 4 weeks, the rat cardiopulmonary hemodynamic indexes [right ventricular systolic pressure (RVSP), right
ventricular hypertrophy index (RVHI), the ratio of pulmonary acceleration time to pulmonary ejection time (PAT/PET), tricuspid
annulus plane systolic excursion (TAPSE), right ventricular anterior wall thickness (RVAWT)] were determined. Pulmonary artery
remodeling was checked by HE staining; the co-localization of a-smooth muscle actin (@—SMA) and proliferating cell nuclear
antigen (PCNA) was examined by immunofluorescence assay; the number of autolysosomes was observed by transmission electron
microscope (TEM); the positive expressions of p—~AMPK, p—mTOR, microtubule-associated protein 1 light chain 3B (LC3B), Beclinl,
and p62 in the lung tissue were measured by immunohistochemical assay. Results Compared with the control group, in the model
group, RVSP, RVHL, and RVAWT were significantly increased (P<001), while PATPET and TAPSE were significantly decreased (P<
001); the wall of the pulmonary arterioles was markedly thickened and the lumina narrowed, with a significant increase in the per-
centage of wall thickness of pulmonary arterioles to vascular diameter, WT% (P<0.01); the co—localization of a—SMA and PCNA
was significantly enhanced (P<0.01); the number of autolysosomes was increased; the protein positive expressions of p~AMPK, LC3B,
and Beclinl in the lung tissue were up-regulated (P<001), while those of p-mTOR and p62 were down-regulated (P<001). Compared
with the model group, in all medication groups, RVSP, RVHL, and RVAWT were significantly decreased (P<0.01), while PAT/PET
and TAPSE were significantly increased (P<0.05, P<0.01); the thickness of the pulmonary arterioles was reduced with a significant
reduction in WT% (P<0.01); the co-localization of aa—SMA and PCNA was significantly reduced; the number of autolysosomes
decreased; the protein positive expressions of p—~AMPK, LC3B, and Beclinl in the lung tissue were significantly down-regulated (P<
0.05, P<0.01), while those of p-mTOR and p62 were significantly up-regulated (P<0.01). Compared with the sildenafil group, TAPSE
decreased in the low— and medium-dose FXD groups (P<0.01); the degree of pulmonary arterial intima-media thickening was
increased and the WT% was higher in the low— and medium-dose FXD groups (P<0.01); the protein positive expression of p—~AMPK
was elevated in the low— and medium—dose FXD groups (P<0.01), while that was reduced in the high—dose FXD group (P<0.05); the
protein positive expression of p-mTOR was decreased in the low—dose FXD group (P<0.01). Conclusion FXD may play a role in
ameliorating hypoxic pulmonary hypertension by inhibiting autophagy through down -regulation of the AMPK/mTOR signaling
pathway.
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