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=B UT=PCOS (polycystic ovary syndrome:
SRIAEIIRAEIREY) HRaEI —U v bDIRE

CEHBAZAERESRHRE ERARE%E A4 &1

C

% FERIMEIN BAE M (LU PCOS L BE ) OGRS — 7y 23 4720, lBEMT > vy
(Dihydrotestosterone, PAFDHT & BT ) #2512 & D ERK L 72PCOSE 7 )V IZ DWW T, DNA X F )L{bZ1L
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DUFPCOS & B&3) 13 HEIRBE 12 & 2 ANELAEL ﬂux RENH Y, L ATHIVE P IEEE TV B
B - FREABRELEL. Koz A HwESNTND (D), BEETITINT T, HAER
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4. Enzyme-linked immunosorbent assay (ELISA)

RBP4 ELISA (Retinol Binding Protein-4, Mouse/
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AMPK signaling pathway 0.008
Fatty acid metabolism 0.008
Fatty acid biosynthesis 0.010
Fat digestion and absorption 0.042
Insulin signaling pathway 0.042
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Abstract

To find the new therapeutic target of polycystic ovary syndrome, we conducted experiments with rat models of polycystic ovary syndrome.
Pregnant dams were subcutaneously injected with dihydrotestosterone or vehicle on the 16th to 19th gestational day, and any female
offspring were analyzed as the rat models of polycystic ovary syndrome and control rats. Hypothalamus and livers were analyzed for
differentially expressed genes using RNA sequencing, and DNA methylation were analyzed using Methyl-CpG-binding domain-Seq
methods. Polycystic ovary syndrome model rats showed irregular estrous cycles and polycystic ovary like morphology. DNA methylation
analysis showed 424 hypomethylated and 500 hypermethylated promoter regions in the hypothalamus, 186 hypomethylated and 200
hypermethylated promoter regions in the liver of the polycystic ovary syndrome models. RNA sequencing revealed that 12 polycystic
ovary syndromes in the hypothalamus and 47 polycystic ovary syndromes in the liver (IFold changel>2, P<0.05) of the polycystic ovary
syndrome models. In these genes, Vgutl showed hypermethylated status of promoter region and down-regulated expression in the
hypothalamus, Bemo1 showed hypomethylated status in promoter region and down-regulated expression in the liver. Some genes coding
hepatokines including Rbp4 were upregulated in the livers. These molecules could be expected to be the therapeutic target for polycystic

ovary syndrome.
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