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New mechanism of autophagy inhibition from the study of preeclampsia
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The number of women with hypertensive disorders of pregnancK, HDP, will be
increased in Japan, in which aging society proceeds rapidly. Therefore, we must tackle this problem
to find out a treatment for this disease. This study has been clarified that placental autophagy
deficiency is caused of TFEB inactivation and failure of ATG4B functions. In addition, the decrease
of serum beta-galactosidase and the increase of aggregated protein were observed in women with HDP,
suggesting that they are available for predicting placentas with autophagy failure. International
collaborative study also showed that autophagy deficiency in trophoblasts enhanced the occurrence of
pyroptosis triggered by endoplasmic reticulum stress. In other words, autophagy might be caused of
pathogen-free inflammation in HDP. Taken together with these results, we are going to develop a
medicine to activate placental autophagy by modulating TFEB or ATG4B pathway.
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