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CEBALEROMATH L. ThUSNOERELHERKY
WL LT, B7 Y Fuy YIEH S VEET Y F
ay rEGHIEEE L, 4 R YERETH
5. 7Ry YCBEHLTIRBARTEISEMETDH S
25, Rotterdam DEIETIE, 3 kHEO—D L ERTW
5. MEAHEBEE LTZOEREEINEE ST A
64 YA vEPE L Rotterdam DD HIZ Y
By ARSh TR,

RiKi# A D PCOS 0§ s LT E(T70%) R B
LB (20%) IZBED S, FLBERMRRILDE
FEHRINTWE. —FHA v AV y#Futkix PCOS o fF
BEELZ LT 7Y Fusyr YIEL VDL LAR
WEERBEBETH 5.

FITHRAZ, BNEECHIEL TR Y Far Yy
LA VR VMO 200 EERER, BTV
2RWEBEREL, Z2HOBKREND L ZDOERD
T R RM Tz, &SI PCOS IERNICHT T B HENFER D
BRICRIVER & UCRIE & 7 2 B0 55 50 o) 00 1% B
ovarian hyperstimulation syndrome (OHSS) {2 L C
LEWEF VL VIEOMEEBEDOTLAED X A
S Y | PYAR ~

BRPRAFZEL LCid, URtB XU MERBEE 22 L7
PCOS FEH & W3- 102 5\ IXBRIR BB A & 50
L, SEFHCHE LA ZHRET 5.

1) B7>FO5 > OBREEANDRES

bhvbhid, B7 ¥ Fay RBOHIHHRADY
BrSy bEFVEHCTRE L7 Leeetal. Dk
ICHL, 2HBO)EM F v I dehydroepian-
drosterone(DHEA) # 15 HE H$#% 5 L T PCO £
FNEAERT 5 HETHLY. TOHFET, 15 HEK
BoNNELRGFNICRETSE, av o=
5y POIRBICIIINERTERDPSHROOND
A, PCO 7 v b T, BARDOBIERIALL, HEX
L2SRRA& i Sz, i VvE S TDH, MiH
7 v Fu % i3 testosterone, androstenedione, de-
hydroepiandrosterone sulfate (DHEAS) D\§ i d I
Yihua—=LFy PCHRTHECELETT Y Fay
VIREEZELTWwWA, £42PCOTy FTRAREIM
th progesterone MEF LTz, SO ERLRT
vruy vRBEPEEEZERT L 2 LA RE
MZh, WOREMICHIEH SN, 22 THIRREE
DAHZA L%, Ry RER LML HRE S
collagen OELEAHME L. bhbhix, collagen
type IV % @33 % matrix metalloproteinase-2 (MMP-
2D)ICEHLZORIAE mRNA, ¥ ¥y RBRE, &~
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B1 SPRBERIED A = X A
MMP-2 4 68-kDa T4 S+ 62-kDa DGR proc-
essing & 11, Lysyl oxidase i% 50-kDa TZr#h & L 32-
kDa DOIEHRIC processing S5

oxidase

-

L38

Control 15  DHEA 15 Control DHEA 7
days days 7 days days

Norther blot

MMP-2

L38

Control DHEA Control DHEA
15 days 15 days 7 days 7 days

K2 BIE® Lysyl oxidase & MMP-2 mRNA %5
% F v MICDHEA % 7 HI¥, 15 Bl#%5-L7- PCO
Sy beEREDIVIU—LVT Y FOFRIZBITS
HB O

N7 RV Z zymogrophy THRETL 72, WwFhok
HTHPCOTRKETIX, ¥ PO—VICHRTRIEDN
ML TWBEZ LD MR o7 —F collagen
EelastinZ 7 221 ¥ 7 LSPlakEo Gt 2 X % B
K LEZ SN lysyl oxydase(X 1) ® %3 2 mRNA
LARVTHRET L7, CORE, PCO 5 v FOSIETIZ
lysyl oxydase BBV ABITHIML T 5 2 EHHIS
PlhHok(M2). 2oz ki, B7 v Fuy Y RRET

77 A 1621

anovulation

caspase-8 § 4
- apoptosis
remodel ing

follicle

X3 PCOYPEDOPEIIREE, SRRSO X A =X 4

X, SRHLBEASSEEIME T A L L, HERDRRIRRRRE Dk
BIHY535 5 o7 5 RBERORBKT MK -
THERBEEDRE 2 b D LRI N2 (K 3)0.

2 m7rFOFCOSRTE, MHEEASEADE
g

t b PCOS DAL 72/NS B TH Y, #
DIEPPRETICHE T L DM TH S, 7~
Far Y ORREFT~NOLELIRAHE~NOBEEL
BIREDEF V& Vv CTHE L7z, DHEA #5112 Xk 28
PRNa% & PRSI E, PSRRI OEAIZOWTKRETL

DHEA ¥ 5B 7HA L I5HEDOIEZ 2V b
O—-VJy bERBELTASL L 7HHTIZ DHEA #
Bl yRMRBEIAERICHE ML WA LaL1s
HHTIZ, TUNEL ECHSUFREZBELTARS L
DHEA #5-CH BTSN 2 & ONIC g fa 56
BEALTHWAZLPHBELZ(FKL. 2% Y, DHEA
BHETOL o B7 v Fay Y IREBEHITIZN
SRR e W s ¢, BRI E A S5 EH
BHHZEHIHPE Lz, TDZ L3 PCOS Dz ¥
259 ZTHEICHELRAMAT, PCOSOHIBLTHT
YRur R AENRZERERLTVWTY, £
DPWROFIIZAIBBCH IR LETh TS
bOLIEEINS, bhvbhid 7z, SIRESICEL
apoptosis D A H = X X2V T HKET L 72, death
family OB 5 2Bt LCh 5% &, JIH LD Fas B8
IZIRERZ VWD DO, FasLigand #838iZ, mRNA & 5
Iy U BBDBE DITHWML Tw/z, 72 FasL-
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H ERRES8 %105

1 DHEA LIIZ X5 PCO T v MOKRIFFaE L BASER R (%)

Number of follicles

Number of atretic follicles

% of atretic follicles

Control 7days 52.67 +5.03
DHEA 7days 88.33+651 *
Control 1bdays 46.20+4.01
DHEA 15days 49,50 £ 6.86

11.67+2.01 22.01+2.56
22.33+252 2529+224
1040241 22.29£2.56
1550 + 2.52 3117274 **

Western blot analysis

Control ~ DHEA Control  DHEA

Control DHEA Control DHEA

7 days 7 days 15 days 15days Tdays  Tdays 15days  15days
b3 o
157 o
i3
4 *
S
g1 23
> ]
>
2 z 2
' 2
¢ 05
& 24 I
o 2 N s
O “Gomtrol DHEA Gariral DREA Controf  DHEA  Control  DHEA
7 days 7 days 15 days 15 days Tdays 7days t5days  15days

K4 DHEAMBIZEBZPCOT v bOIPHDOFasi b
N2 FasLigand @ % 237 33

Fas 2%FEH 1T apoptosis 223 ¥ 7+ NV E LTHih
TWA P E S » % caspase 8 D processing 7 H W&
L 72. Western blotting “Cid pro-caspase 8 /N > F D
caspase 8 O shift 7S DHEA #¢5 CH] & 2T L
TBY, TOFZR%EA L7 apoptosis AINRLEHSHZ & C
LTwasbnLtBbh7-(K4, 5. 725 mem-
brane type 1-MMP (MT1-MMP) DREBH LT L7 b
NbNZBCEAEORITHRSIZIIMBBIN< b v 2
ADVEF) TR I EEHELTEY, €O
B MTI-MMP A’EELZBEEZLTWwEZ L 2B 6Hh
IZLTw3A9, MT1-MMP i collagen type I, I, V
EOBIAIENRAONTVAS, FMORMMRTD
apoptosis & OBEATRREND ¥ V87 3 REEE T
»%. mRNA 7% 5 U zymography TZ DRI % K
i3 % & DHEA #5 CTH &5 » 2 MT1I-MMP @ #31
ML Tz, MTI-MMP i pro-MMP-2 O AL
TERBEHHTERHMONTVER, BN L HI
DHEA 5 TMMP2HEH KT LTEBY, 20
MT1-MMP & pro-MMP O EHALICE K D Tix %<,

* p < 001 vs control
*%* p < (.05 vs control

Western blot analysis

proform  ~—-55/57 ki [N N T R

of Caspase-8 49/44 kpa

Processed form
of Caspase-8 B-actin

.
. S
—E
) |
o b

42/44 kDa 55/57 kDa

Control HEA Control DHEA
Jdays 7days tidays 15 days

OControl Tdays  HDHEA 7Tdays
EControl I5days EEDHEA 16days

Density value

X p<0.01

5 DHEAMFIZ X APCO T v b DIPHD caspase-
8 @ processing

Gelatin zymography

pro-WWP-2 ~— e e one oo %
active MMP-2 —* '

XK #
& —-——Z(— Control DHEA  Control DHEA
ro o
© i 4 X Fes Tdays Tdays 15days 15days
=3
FEL I
>%
>z -
X
z L]
a b4 p<0.01
x X p<0.05

Control DHEA  Control DHEA
7days 7days 15days 15days
6 DHEARHIZXAPCOT v bR D MTI-
MMP %3
FCS (fetal calf serum) Z# #'Z & U CHREOESEH O
MMP {51 % gelatin zymography TH&Ef L7

FICHBAT P vy 22DV EFY Y 7BV
apoptosis E DETIEH L TWwa b0 Bbh b
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(X 6). DHEA (2B L CHEZRFFBIIHHER OUEE
HobbIEThs. £BEDHEA %55 v FTIE, M
WL LAKETHENCH -7, 2F ) 2@ DHEA ®
M, RREORFICRNT20TIEERL, BT
YRy v EDOLDOIZ L AR EHBTELEER
bh(K3)".

3) 1R ERMOIME () NDHE
WL LS ChhbhIZET ¥ Fad v dgkm

BEL /N oB i, MSSsoMmzEI oLz

Sy PEFNEHCWTHLMIL, ZOET7 Y Fu
rFre 4 vRY yEEEOBBRICELT, £ VAUV
EHUXERCHEETEEZHIVNDHE. COZEZIE
AV VHFRABEBLENTVWEDTHAI N bhtb
NEDBT LD~ HAROBBRTRAVEZEZ TV,
ZThhbhidf v 20 YEHBEOEFLE LT
Zucker(fa/fa) 7 v W D5 v MIAEH 3 HE
W M0 LG, WIRIRDISERL TS v 2y VK
FiEZELTL59y 1 Tha. faldL 7 F V285K
ZEREBEFTHY, fa O FEEAEOAIWGZ RE
L, 4 Y2 VEGHEZR T, BRBICER SR,
FoHEMEE BRI R A ENMONT WA, 5ER
DIy raryrirua—ne L TO Zucker(+/+)%
REgsse, £ 72 YHEPES v b TIRINREIZ
HECHML, —HHSIPREE - MSIRRELHmL
Twa, $7209 v NEBT ¥ FuF v ERRS
v, DENET Y Far v EEbEVA YR Vi
Ptk BRI T O IR OB, MR oRMm
WRIALIEINFHHAL-OTHAL. 2Fh, DEdbH
PCOSDEELBGHRMETDH 25 EH L BN
Bk, B7 Y FarX ViEEMTd, o0 v
A VSR TLRILZENWE LN R o7,
MRBOTEELRMRTHS. 2205y MIE
wOMEAT L & 2 adiponectin AME T L, FKRIC
PR EA R @ adiponectin HIET L TW 5 & w9 HEHik
HHMAZHETNS.

4) EEEM%E & LT PCOS FERDRIBERIFH
Zm, YRBLXUHERKZ EOTPCOSE R
V== L72HE R 150 B A E RERHR AR &
DB REEZHZTEACTHo72. ThHDH b
BMI>25 O % 4 7138 1/3 T, BMI<22 DL
Wy A4 7 2/3 LRI Y 4 7D PCOS D HH
2R THEBCS o2 2 bu—Lid BMI<22 O
SWREORVIEPCOSHEM405E L. TO3R

PR AN 1623

ELPHERMIORAMBTHEERERI ko7 7
V=T LTHRLEE, ¥ ba—VIlik~T, PCOS
JiE B iZ testosterone, DHEAS, andorostenedione @ \»
ThLIFBICEES -7 LA LEAANE LTHRS
EVTIh2rO7 Y Faryr U HBRERLTWEET Y F
u s v E O 3 EWREETH 72 Zhst
OIEBNE, LH Bl AR, @ERcELERZRL
TWb DT, Rotterdam DIMEDE 7 ¥ Far v DAt
D2ODRERIT PCOS L WIH T Lilh b, £
HOBERICHEII DV TWARVD, S HIIHSIES
DORHDENE LTRBEINTL 2BENHS. 2
TOET YOy VIES RSIER &R S eV iER]
3% ORI T W B ERZ ATV B RENED
b BTy rERS R CHSEREEDT
PCOS DHBEIZIRTDTHS. HARAD PCOS TiZZ
IVIHIEBFDHEHRENE VL 5.

5) PCOS fERID 2 BIERRORIEE, 12XV
EHIE DA GHARE

A VA VEYE L BET 5 2 BERFICOWT
Mz L7 285N 2 IERKEOGHEER, #
35% ICED SN, MAD T AZ— ADBERFH 5V id
BRFFHELVDLILZBRICBNTHIHLPITE
BECTHD ZTAVAY YEABOBADS
PCOS SEBI Z AL L THz. —ICvwbhTwb &9
A Y A VO FEEIZRBICE, AFKRY Y
7 -V NU—ADRREIIORPBLEILEZaVEY
PAHFBOLNTVEDOT, WREBTHIAL YAy ¥
K OFEIAEGEBEROBA,» S b EERBME
Thb. ZOWRBPOA VA VRGIEEBEET 55
i, ZOPMBELLTEINVI—R - 25V TEF
BABWEELONSG. LL, ThidHETTHH
RwEZHRLELENHNLRB»L0FETDH 5.
PCOS IZ&HT 54 ¥ 2 ) v EPutk o g AR 5
FPHHRBANOEGDOA A =X LHFHEELTVWARVH
£, FVva—2R - 75 v 7TEFRDENLBHEL
TRVYZHEVOTEEVD. COMIBLTIE, Bk
D|ERED->TLTY, FNVaA—R 25 VT,
OGTT, HOMA-IR, KA YA Vi EDHbH
BLIBARHAWBENHRELHBLTVLIDEWT
Rt wiIZLICHLTE b LRI ENT
Wi, 5 bhbhidffifEc—RALHIA TS
HOMA-IR 2 FIVWTA YR Y Y#EHHEZRIF L. &
FN—T7OHOMAIR 2 kBT 5 LIBW # 4 7
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PCOS>3ERG % 4 7 PCOS>a Y bu— VD TH
%. $7:4 B HOMA-IR>20 # REHE L TR L2
EZABEY A4 TDPCOS DT NV—TFTid# 80% A%
ERALTW —FHFRH Y 4 7O PCOS DTV —F
TH#40% 2 HOMA-IR S EH-LTWwiz, 51245
[ & 51 ¢ HOMA-IR & B85 5 W7 OMat % L7
EZA, B NV—7TCIEBMI b B FOMB
REDHEN, DWTIHLH adiponectin & & OB
HoHhiz, —HEEHEZ NV — T TR HBBREYNE
2o 7z®idfid DHEAS fC, 2\ T BMI & 5B (%
B BZIZFESEOMBREAZ -4 2% ) HOMA-IR
R L ARBE Y % %%, FEMRNE 7 4 77 PCOS Ti2REI%
W7 ¥ Ky Yy OGRS HOMAIR 438 < %
LA DD B S L HHB L 7=,

6) 1R EZMY A Nh A ThHBMAP adi-
ponectin (ZDWL T

EERDMRE, ST TFESWTIEER
PR E LTIRZ ST Twb, 20T IR
fa 7 &40 & b adiponectin 134 ¥ XV V&M
HERBEXZTHIEFHOP L >TWET 71
RKYAL P AL THB. Adiponectin iz 244 D7 3/
B ORB5WY VISVET, A5—F Y FAL V%
HLE L3 BREEBRL, ChBESIEEBKER
B35, & MILEPICIE 5~20ug/ml & BBEICHEE
LCTw3., Z® adiponectin 25 # %5 2 I © AMP
FF—BEEHLT AL CROBELREL, &
W5 OBEDI Y AA ORI, FFEE T OREH A % 5
A2VEHH»H 5Y. Z @ adiponectin & PCOS @ 4212
DWTIREKAKZ LI PMBO T, PCOS
T? adiponectin K T IXH 2 2 BiHIC L 2 b DY, 2
T FEALBELTWSY, £ Y2 V#EPitEE
DOBEEZRBET LHE R EDH 5. Adiponectin D
ARVER & LT, iRAEVER, 3T apoptosis 2 & & F &
IREHOHBH DD, —BICBESA Y R Y VK
L OBERDOATEZ LI LR TE R, SHO
SEFITIRERE LTEKZ V— 7Dl adiponectin %
W45 & a > ba—)v >R PCOS> Mt PCOS
DIZHERBICKETT 2. BALAVTERIY -
A 1271+221ug/ml TH 5 T & 2 5, 4 [H iE mean
—2SD = 8ug/ml LLF % adiponectin X FHESI & L 7-.

% % 4 7 PCOS Tid# 80% (T adiponectin & F
PRDODOLHN, FET L 7 THH 40% KT H2RD
b7z, L LS EORER T adiponectin # 7R L

H P IRaE58%10%

2B D) H HOMA-IR X LR L TW 03 E8ICH
Ehh o7z, M adiponectin EHBHMHBE L TWizD
X, WIEBIBHOREL ShTw2BEBEBE) TH 5.
Z D Z & i adiponectin DT O —ER i NG5 o B
MTHHTE 2 LAHBHLD, S8BIEZEh DD
HFIZOVWTORFDLETH 5.

7) OHSS 5 v P ETF I E BV EMEZEBMITED
ABZZXLIZDOWVWT

PCOS @ HMG-HCG I X 2 HER B R O BRI
CHEEHE LTRDERZET 2013, IPEERH
BOEREE OHSS Th 5. OHSS DRAKDIFHITINED
mEZEBEDOELVILHETH 5. TOREBALE,
MR, AT 2 SRA L HRBICHKS. bhbh
& Ujiokaetal @5 v FEFNZH TS EEYED
AHZAL TR LIz, SHIEHEA RS v Mk
LTREDTF FIav vaEh LT OHSS D%k
2R T A EETHHY. D OHSS F v b TP
o4 B LT, Evans blue 21 - 72325 S A
KHEMCCOBEPRBLTWL I P HERTE
MEEBEPTTELTHWLZ PRSI T
7= UWFRIZ X estradiol & progesterone 23R 7
HfE%ZRL, & b OHSS ORBIZEB LTS, T/,
M7y Far b 3RCElEZRLTEY, hd
E b OHSS ETWwA. F¥bhbhidmEEakc
BEETTTHHVEGF EZDI LT ¥ —Th5b
VEGFR1 & VEGFR2 ORHIZOWTRE L2, 20
KB ORI L2Z L, JPSLER BRI 1 B R R B
L7: VEGF 2 MEREICRALTWEZDY &7
F—tRAELTMEZREINTTETLIBEINDS D
DEBEbLbNA(KY). FmENEMBEOME Y-
9" 5 tight junction ¥ ¥ 737 T% 5 claudin-5 DR H
ZREFLTASBE, OHSS 7 v OO MBENE T
BZORBAMETFTLTVAE I EAHH L. Zhadim
BEAUAEDERA A=A LD—D2THLLED
ha (9, 10). CCTERELZ LI, A9y M
ARiZe b PCOS LB EZFOEEOD DT
BV ETHAH 2F ) OHSSIFEK LRI L & 51
PCOS TliZRVIERIZH R DB 5. PCOS DA
OHSS 2 Z D R T VDI /P A S ML L,
VEGF % A3 5 BN MR BN S BFERET
HZLICEELTWARDEEZONS.

KiZbhbTERNISHZ¥ % 2T, GnRHago-
nist O GHYF & ME L. KiRiZ, GnRHa 2 VEGF
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DOREBPEDE T LI 2B THBIXET5C
LOBETHLIEPHOPICR o7, ZOHETH
BoBERMIEsh, sVEVEADIRIIN. £
72RO VEGF 26 NS 75 —RBOME LI
#lEhs. &5 claudinb ORI D EVIED S
hiz. 2%, COBYWEED S GnRHa 2SERKRIICTD
OHSS RHE % BHIL T & 2 WEEM 2 R R T 5/ R 015
HhF,

8) MEEBETTEN A H X L&A - GnRH
F7IdZZX MOBEKEHA

OHSS DRAETFH;, EWRICIZE T EE L TRILE
THaHH, bhbhid OHSS BEDNA VAT T v—
712 long protocol ¥ 7z short protocol ‘T GnRHa @
BEEZRBL, RIRLBZ TS 611 EMES Lk
72, HBIEBNZ, hCG $t 5K estradiol 2°E 1 (F

X7 PPMEIZBIT B androgen & 4 ¥ AU VikHE,

adiponectin

Androgen 1% apoptosis # &E#$ 5. —F Insulin & ¥3% 5,000pg/ml), B OIPRE (V#3720 1)) @ OHSS
Z¥E %9 5 adiponectin iXBHIHK, IREH DNAVAZ T NV—TTCEREELERANTHA.
FHEOMEIIIICREN ICEH TS REM GnRH agonist #%5-#kHeiE #] Cld hCG 5K iZ GnRH
»dH b5 (URH)

agonist ZHIE L TW2 2V — FICHRTHBRICERE

A B
groupl  group Il group III  group IV I_*_—l
300 * * %
e f 1T 1T 1
Q
VEGF 38kb B
Gy
8 10
§ 100
VEGFR-1 8.5kb g w |+|
* wroup | sroup I sroup 1l woup IV
VEGFR-2 7.0kb 2 " ———t—
O 150
43}
>
g 10
L38 0.7 kb B +I H
9 W
&

Froup woup Il wowp Foup IV

Northern blot

* P<0.05 = m ﬂ W

8 OHSSAL#, GnRH agonist #% 5 #% @ VEGF, VEGFR-1, VEGFR-2 ®
mRNA %3
SEMES v ISR O PMSG-HCG #5-12 X 2 HEIFE 5 (group ), KED
PMSG # 4 HRJ# H#%5 L 7= OHSS 5 v b (group II), OHSS LEIZ/Z T
GnRHa # hCG #5 & & H IR L 2 H %5 (group ), OHSS ALIIZHN
% T GnRHa # PMSG B#EEF 5 hCG #& 5% 2 H# ¥ ¢H5 (group IV) @
4 7 V—7® VEGF, VEGFR RH Ok

Percent of VEGFR2
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Real-time PCR

100 T
T
o 8 L
)
v 60
f
g
= 40 =
g,
Q
0 T
group groupll group Il group IV
* P<0.05

X9 OHSSAL #, GnRH agonisti®* 5% » I B o
Claudin-5 mRNA %3}
47 Wv— 7 Dtight junction®? ¥ 7327 T3 % claudin-5
mRNADFIRIZ BT 5 5Bl % real time PCRCTHET

Vascular pearmeabil AE’

P10 OHSS FAERF DI RO M EMPED 2 A = X 2
MENEDOM% ¥ — N L Tw5b Claudin-5 1 21-kDa
DE 87 T 24 HEH 5% 5 claudin family D 10

OHSS JEFI DR AEBEA M A o 72, 2D XS ICBWE
BrORONTRHRVBR ETOHAEIRSH

- 15)
[

A

H EIRak58%10%

EbHIC

SEOMFESH PCOSTIERT ¥ FurrdHsbwn
A YR RGN AT EE T PRSP R E R UP R P A
ZRILIDILEBHLNICh -/ EHICHLA adi-
ponectin 284 ¥ A1) YIKHIEE AL TdhH 5\ IiT Bk
TH PCOSDFHEICED o> TV B REEIRBE I
7z. %7 OHSS DI REDME EBYETCHED X A = X 2
& LT, VEGF-VEGFR O BB O Jt# &, claudinb
RBOBLVPEE LT AW RS hi 72,
Ih 5 DZEALE GnRHa Offfeix5-Cc7uy 7 T& 5
ZrdpIhi.

E

BBIEASROF—72851CHh2Y, EREHHEE
¥ L-dkmarses, #EH, FMa, B A RS
LET.
(HEHEE)
AMEZ B W, LRRE REHE K EE HR
EW, AMM—, &FFEN AEF R OLEEX TH
%, RAWEE, SR, ROEE, BHAERE maL,
HE W
(fbEER 13 E)
EM3E:, WHFA, EHh M
(FrEEER)
H—, THE—
(H7EHEE)
Tk

X #®

1. #F & b AW - WowRESHRE [RHRRE
NTBT 25 BRI BAE BB O By 2L He 5k
KT A2PMRER (PR 2EE—FR4EE)
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Abstract

Although the criteria JSOG is a little bit different from Rotterdam criteria, 2 major symptoms such as
hyperandrogenemia and insulin resistance attracts doctor’s attention. In our study, we examined the ef-
fects of hyperandrogenemia on follicular development, ovulation process and follicular atresia. Animal
model studies were performed concerning these effects which are shown below. Clinical studies are also
shown below.

We gave DHEA to immature female rats for 15days following Lee’s paper. We assessed the expres-
sions of matrix metalloproteinase-2 (MMP-2) and lysyl oxidase in DHEA-treated rats. MMP-2 is well
known to degrade the collagen of follicular walls. Lysyl oxidase is reported to crosslink collagen and
elastin and to strengthen them. DHE A-treated rats have elevated all androgen such as testosterone, an-
drostenedione and DHEAS, and actually have hyperandrogenemia. At day 15 MMP-2 activity was sig-
nificantly reduced and lysyl oxidase mRNA was significantly increased in the ovaries of DHEA-treated
rats compared to control rats. This date suspects that hyperandrogenemia might contribute to ovulation
failure.

DHEA treatment for 7days caused an increase in the total number of follicules. However, DHEA treat-
ment for 15 days increased the number of atretic follicles and caused the activation of Fas-FasLigand-
Caspase-8. These results showed that apoptosis is one of the major mechanisms follicular atresia under
hyperandrogenemia. »

We utilized Zucker (fa/fa) rats as an insulin resistance model. These rats have insulin resistance, but
do not have DM. These rats have an increased total number of follicles and atretic follicles campared to
control rats.

Using Evans blue study, hyperstimulation treatment by PMSG-HCG following Ujioka's model caused
an increase in vascular permeability to the ovary. These model rats have elevated expressions of VEGF,
VEGFR-1 and VEGFR-2 in the ovaries compared to control rats. Continuing long treatment of GnRHago-
nist combined with hCG injection blocked the increase in vascular permeability and VEGF-VEGFR ex-
pressions. These results showed the possibility that prolonged treatment by GnRHagonist clinically may
prevent the occurrence of OHSS. Moreover, OHSS treatment caused a decrease in claudin-5, tight junc-
tion protein, which seals endothelial cells. Therefore, vascular permeability was elevated in this situ-
ation. Prolonged GnRHa treatment blocked the decrease in claudin-5, and the increase in vascular per-
meability.

Eighty percents of obese PCOS patients have insulin resistance. Forty percents of lean PCOS patients
have insulin resistance. Almost all patients with insulin resistance have reduced serum adiponectin in
obese PCOS. On the other hand, just 50% of patients with insulin resistance have reduces serum adi-
onectin. Taken together, the pathophisiology of obese PCOS appears to be different from that of non-
obese PCOS regarding to insulin resistance and serum adiponectin level.
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