©
2020 2022

A novel therapy of pulmonary hypertension targeting degradation of altered
mitochodoria

Abe, Kohtaro

3,300,000
DNA(mtDNA) Toll 9 toll-like
receptor 9: TLR9
14 DNA
TLR9 IL-6 mRNA TLR9
TLR9 NF-k N-IL-6 TLR9
5
mtDNA-TLR9

Background: We hypothesized that toll-like receptor 9 (TLR9) is involved in
the development of pulmonary hypertension (PH).
Methods and Results: A rat model of monocrotaline (MCT)-exposed rats significantly showed increases
in plasma levels of mitochondrial DNA markers, TLR9 activation in the lung, and interleukin-6 mRNA
level in the lung on day 14 after MCT injection. TLR9 inhibitors significantly ameliorated the
elevations of right ventricular systolic pressure (RVSP), total pulmonary vascular resistance index
(TPRI) and vascular remodelling, together with macrophage accumulation on day 21. These inhibitors
also significantly reduced NF-k B activation and interleukin-6 mRNA levels to similar extent.
Conclusions: TLR9 is involved in the development of PH concomitant via activation of NF-k B-1L-6
pathway. Inhibition of TLR9 may be a novel therapeutic strategy for PH.
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