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Epigenetic mechanisms of valproate-induced polycystic ovary syndrome in epilepsy
patients
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Valproic acid(VPA) is well known to be a HDAC inhibitor. When women have
taken VPA for epilepsy from their childhood, their ovarian morphology revealed to be polycystic
ovary. When VPA was given for pregnant rats, their daughters® ovary revealed to be PCO.
Hypermethylation of DNA of the daughter®s rats is reported when androgen is given them during
pregnancy. In this study, the daughter®s ovary revealed to be polycystic ovary. Zucker fa/fa rats
with insulin resistance is reported to have hypermethylation of DNA and have polycystic ovary. When
we gave pioglitazone(a PPARy activator) for Zucker fa/fa rats , we succeeded in reduction of small
follicles in their ovary. In these results, we realized the existence of very curious relationship
between PCOS and epigenome.

PCOS androgen insulin resistance epigenetics valproic acid HDAC inhi
bitor



polycystic ovary

syndrome (PCOS) 5 10%
Etiology
2
VPA(valproic acid)
PCOS 18
45 238 9
New England Journal
of Medicine 20
80%
(Isojarvi J et al, 1993)
PCO
DNA
epigenetics  etiology
VPA
2 PCOS

P450c17 P450scc
histone H3
P450c17a -hydroxylasemRNA

dehydroepiandrosterone androstenedione
(Nelson-DeGrave et al, 2004)
PCOS

PCOS

Zucker falfa DNA
hypermethylation
(Williams KT et al., 2012).
testosterone
DNA
epigenome PPAR

(Raymond ES et al, 2017)
PCOS  epigenome

PCOS
etiology

PCOS
PCO

VPA

(¢)) 1 VPA
PCOS
AMH
&) 2
Zuckrt fa/fa
pioglitazone(Pio) PCO

AMH adiponectin

(©) 3 SD
dehydroepiandrosterone(DHEA)

AVH androstenedione

) 4 VPA
epigenetic
SD
(¢)) 1
D
VPA
16
14 27 21.23%+ 4.24
VPA 1 22 10
4 9
VPA 3 9 23 2
MR1 PCO

2)

LH 8.69+ 6.23mIU/ml 7.93(0.87

22.93)
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