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The effect of progranulin on aging-related cardiac hypertrophy and heart failure
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Progranulin(PGRN) have been reported that its mutation might be associated
with accelerated brain aging, leading to some types of dementia in the neuroscience field. We
examine whether PGRN is related to aging-associated cardiac hypertrophy/heart failure and
atherosclerosis. PGRN deficiency leads to accelerated aging in the cardiomyocyte and exhibits more
severe cardiac hypertrophy and heart failure compared with control mice, possibly due to beta
catenin activation. We also show that PGRN deletion enhances development of atherosclerosis,
possibly due to lysosomal/autophagy dysfunction.
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HDL/apolipoprotein A-1 binds to macrophage-derived progranulin and suppresses its
conversion into proinflammatory granulins. Okura H, Yamashita S, Ohama T, Saga A,
Yamamoto-Kakuta A, Hamada Y, Sougawa N, Ohyama R, Sawa Y, Matsuyama A. J
Atheroscler Thromb. 2010 ;17(6):568-577. PGRN
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Deletion of progranulin exacerbates
atherosclerosis in ApoE knockout mice. Kawase R, Ohama T, Matsuyama A, Matsuwaki T,
Okada T, Yamashita T, Yuasa-Kawase M, Nakaoka H, Nakatani K, Inagaki M, Tsubakio-
Yamamoto K, Masuda D, Nakagawa-Toyama Y, Nishida M, Ohmoto Y, Nishihara M, Komuro
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in-vitro Progranulin deficiency leads

to enhanced age-related cardiac hypertrophy through complement Clg-induced B-catenin
activation. ZhuY, OhamaT, Kawase R, Chang J, Inui H, Kanno K, Okada T, Masuda D, K oseki
M, Nishida M, Sakata Y, Yamashita S. J Mol Cell Cardiol. 2020 Jan;138:197-211. doi:
10.1016/j.yjmcc.2019.12.009. PGRN
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