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Elucidation of the mechanism of tadalafil for fetal growth restriction
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Focusing on mTOR signaling, we investigated how the activities of ps6 and
elF-4, which act downstream of mTOR signaling in human placenta, are altered after tadalafil
administration to FGR to elucidate their mechanisms of action. The levels of ps6 and elF-4 were
significantly higher in FGR placentas than in control placentas, but decreased to control levels
after tadalafil administration. Tadalafil restored the levels of ps6 and elF-4E in FGR placentas to
the levels observed in control placentas, suggesting that it is a promising therapeutic strategy for

FGR.
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1.167 =+ 0.08772, FGR 0.9043 =+ 0.1084,
FGR + Tadalafil 1.132 & 0.0789; one-way ANOVA p = 0.1359; Figure 3B
rpS6 Ser235/236 FGR



0.659 #+ 0.06485, FGR 1. 32 = 0.09076, FGR + Tadalafil 0.890
=+ 0.06799; one-way ANOVA p < 0.01, post-hoc Tukey p < 0.01 for control versus FGR, p =
0.06 for control versus FGR + Tadalafil, and p < 0.01 for FGR versus FGR + Tadalafil).

elF-4E  Ser209 FGR
FGR 1.
05 =+ 0.0645, FGR 1.63 #= 0.115, FGR + Tadalafil 1.11 = 0.114; one-way ANOVA p < 0.01,
post-hoc Tukey p < 0.01 for control versus FGR, p = 0.89 for control versus FGR + Tadalafil,
p < 0.01 for FGR vs FGR + Tadalafil).
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