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=25

PR B 3 F #1] % fE &% #¥ (ovarian hyperstimulation syndrome;
OHSS) 1T, AR IREDOIBERIFE Z 1T - TS DOIIREKR L EE
X TW5, OHSS OREMFIIRIZMAINTVRND, BKRAY
ikt F#EE T F o e (human chorionic gonadotropin;
hCG) D#FEizk Y OHSS OFENTEMELT Sz 26, hCG
(2 & o THIM SN A EEOKE T OHSS OFRLIZED > TS H D
EEZLND, 2 TH, MENEIEFEKE F(vascular endothelial
growth factor; VEGF) (X, OHSS DJFEHEIZE < B 5 L TV 55 E
FTHLIEHEINTND, HxOHETITT v MIBFEIRORIE
5 %2 T, JIROEKE MEEZBEDOTUELHFHRIE/H OHSS €7
Ty bEER L, 3k OHSS ~DBEBEMIN T& X br
T3z, Fuf A7 o bElz OHSS BAEIRERICIERT
HEREEEZ@E L C& /-, KM&%, OHSS £5 47y M7 sy
AT rZREEFAITSH S RU486 2B/ E$5Z L2k Y. OHSS
DFETH DR DNER & 1 EFBREDOTLELZ NG TEZ D L 2]
H L2, SEIOMED ERYX, OHSS 7 /VT v MIBWT hCG
7S RAT e OERB VEGF 2/ LI2b D TH B0 DV TH
ODPICTHIETH D,

OHSS EF VT v hE, KB Wistar %7 v MCHHE 22 A B »
5 4 HFLWERE TY < MEMEMERBIE RV E  (equine chorionic
gonadotropin; eCG) (=pregnant mare serum gonadotropin;
PMSG) 10 B # R T L7=%. H#i 26 A BIZ hCG 30 AT 2T
ETDZ LT Lo TER L7, RU486 X, hCG & 51% 24 BeR H (A



# 27 HH) IZ5 mgkg £7-1% 20 mg/kg K FHEIZTHRE L,
OHSS 7 /NVT v MIHITH HE 28 A B OJEERIL., hCG &5
HITOD H iR 26 B BIZHER L TEEHEM L=, Competitive RT-PCR
(2T, OHSS €7 /V7 v FTid, hCG# 52X Y VEGF mRNA ©
RIEOMMER DTN RU486 1L VEGF BHRICEEBEH X 2h o Tz,
BEALV~ULTE, JRRIZEIT S VEGF EAIT hCG B#ERZRIZHL A
W L7225, £ORIT RU486 HE I L » THH i, OHSS
7y ORI TH VEGF OEERED LM, hCG BLW
RU486 DB EZ T 2h o7,

SEIORFOFER. OHSS 517 v hOJIEIZBWTYH, B b
IZBT HEE & FIERIC VEGF BREA X, hCGIZ L %% =17 T
WAHRZERB LML RoTz, TuF AT v id VEGF OEA %R
T5Z L& 5T, OHSS DRRMICEE L TWEbDEEX b,
EONE D VEGE (2395 hCG 7 u /' 27 o o OER IR
R THDHLEEZDLNT,
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bFGF; basic fibroblast growth factor

eCG:; equine chorionic gonadotropin

flt-1; fms-like tyrosine kinase

GAPDH; glyceraldehydes-3-phosphate dehydrogenase
GnRH; gonadotropin releasing hormone

hCG; human chorionic gonadotropin

hMG:; human menopausal gonadotropin

IVF-ET; in vitro fertilization-embryo transfer
KDR/flk-1; kinase domain region / fetal liver kinase
OHSS; ovarian hyperstimulation syndrome

VEGTF; vascular endothelial growth factor

VPF; vascular permeability factor



F1E

MEDOE = L BHY

[FFFDOEZ

O #E&

5P B4 3@ ) o % JE % Bf (ovarian hyperstimulation syndrome;
OHSS) I, BEIRFERZ BRI L L TR OBRIRIH 21T - 2 HEI1T3E
A5, IPREXEZFME LEEREEBETH (3], OHSS DIREIE
BTV EZER SN TWRWVLA, EBRENICIE, hCG OREIZLY
OHSS DIRENEHEMELT S LD, hCGIZ L » THRIE I 5HEE
DEFH OHSS ORILIZBE D> TN D EEZ LN TS, 20 ThH,
L& N R 38 FE R F(vascular endothelial growth factor; VEGF) (.
OHSS DHEAEIZHEL BE L TWARTFTH D LHEER TV D,

O IR B BRI FIEIE FE#E(OHSS)

OHSS %, AAEMICIREOBERIFIL 21T > 12 HEDOINEEKR, 18
Kb DWITHEAKOITE . ERILIREDOHA & Mk, LiEEMRE
BEg ZRECFERETHIERMERLERINTVS[3], OHSS ®
AREIL, SNREXRIZH S LEZREOTLEICL Y . MBS~ IR
GBBATL, TORBRECHBEROLEBORA & MIROBRWETH S

(K 1), OHSS IR HEIRRIZBIT 2 HEIIFERIEOERREHHED
—2OTHhY ., 7 I7 xRt FAREIRMETT F b ' (human
menopausal gonadotropin; hMG) (Z & 2 HESFFERIE L FEIT L7-HE



SREAHI D 0.3~5% I EE 72 OHSS BRIET 5[4], OHSS DRIEMFF
T ERLERTMHIN TRV, BERIIZIE hCG Dt 5 2 52T
OHSS DFEENTEMLT NIz &ML TEY . OHSS DRIEZ
BET B~ hCG BEZF ¥ oA LAY, hCG ZRAWTIZA
F F b o &t R L E  (gonadotropin releasing hormone;
GnRH) 7 u iz k5 flare up ZF|HA L7 Y L THEIR S & 5 Hik
REDRBE LN TWVWD, K X, KB Wistar 7 » bZ eCG, hCG
FRETHIELICIVINEDERE MEZBEOTLELZHRLL
OHSS EF /T v b #{ERT 5 Z LT3 L7z[2], OHSS DET /v
X, HUIRET v bEERLERRRE STV Bl KRBT v b
. ATERORBEOREL ST TICERFRICEMICEMTE D
FlENH D, HiFh 22 A BH D 4 AfEER TeCG 10IU 2K THELT
%. Hih 26 B BiZ hCG 301U %2 & Fik L TERL L7z OHSS €7 /L
Z v MRS Hi 28 H HOIIRERT, hCG #5/1D H i 26 H
BICHBLTHERICEML T\, LT, ZAVAT =2V
~ERTH OHSS EF /LT v FOMEKEIIREIL. FEICZAVRT
IW—RED EREFED, MEFZBEESTUEL TV,

@& N HEFEE F(VEGE)

1983 4EiZ Senger Hid, EMEMEEHSIEENICHERE L2 & I2EK
DEFE T 501, EEMR L b M EFEEE 2 TUE S 5K F 230U
ENTWENLELEEZ, BAKLEEOEE EHENPOAFRN 47
DHEEALZREM L6, ZOWEIZ., t R I OEFHEOMESE
WHETTEERAZ/F S, %% &M% K 7 (Vascular permeability
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factor ; VPF) L#nd Iz, 1989 T Ferrara Hid, 7V TEE
H Sk DMfaiEEE EiEH O MENE &2 @RAICHEES S 2RF2 L
L. mMEANEEERT(VEGE) &4i772[7, £hEhOBEFH
rua—= 7 ENERBIZ, TOZO0EANRB—THAIZ ENAL
Mme&igoiz,

bt b VEGF &EFiX. 6 BLAEEDER(6p21.3) 1247 14kb D
ETa— &N TW5I(8l, VEGF &mFiX 8 D= VbR
ENTEBY ATITA L FDEICL > TREDKE EZD mRNA A
BREIND (X2), b FTIR HAER L LTENTH 189, 165, 121
7 I JBRIZHY T3 32D mRNA (VEGF189, VEGF165, VEGF121)
NEBEREFEENTHH(9], 7 v MIBWTHRIERIC 188, 164, 120
7 I SO mRNA BEEIND, 2D 320 mRNA L, =7
1065 BEY8IFIHBETHBEN, ~NNY UHEEEHEERED
TV 6BINTOEEIIL > TREIDENSBELTNS,

VEGF @ mRNA (X, TEM&, K, &, i, B8I%. O, BRI,
. gL WoliiRkx RIESETRASER SN TWDS, ThESMS
H, BRIROFT206 7 I VBEFHED 4 KB D mRNA A, £/t b
FERNELY 145 7/ BESEDORA vy =Y B R21>TW3[10]
P, B L7Z 3 DIt L THETH D, 5FEDO mRNAD Y b, &K
LbEERHOIE VEGFies T, ZhbEER STz 28kDa OFEEH
M5 45kDa O _EEBEK I D,

VEGF ORFRREMENE L Ui, i A Rk o 7],
MEFBETTENR N SN TV B([11], VEGF i3~ U EEREEFE T
LR FO—FBTH L1208, A~ U HEEERTH HEENE
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TR HE TE AN I8 5K+ (basic fibroblast growth factor; bFGF) 234k 4

FRFEEOMMIT 3 U CRINIEFEDRIBAE R 2 364 5 D LITR2Y |
VEGF 1318 PN RIS B RAICER L CE i 2 {24, VEGF
DAY AERELIET S Y 6 BLOTIZa—FahTWH7ed,

FNEhxTr V> 6+7, 6 ZRWVTWB VEGF121, VEGF165 1%, #i
BB < AT HZ LR HWHDOERL LTEALIZRTY

bFGF & &izo T35, VEGF ORENLESZ—L LT, FF—

¥ RAAL U &2HF TS flt-1fms-like tyrosine kinase, VEGF-1) & B

2V Bk E D KDR / flk-1(kinase domain region / fetal liver
kinase, VEGF-2) b TV 5, Wb MEAKMROREIC

MiaEs BB 2 CTHREL, MENICFre o —E0oEL

FoTuWn5,

O JRRIZEBIT D VEGF O RBTE

JFUHABIIIC I VEGF (3RBE LT 67138]. B FREEINRICKT
% VEGF (I3REAE 258 < FBE LTV TI14190 £ % Bk < BRI
FafBIZI3FE ERD bW, BRI KT 5 VEGF mRNA D%
FIZLH $—VICEITL RO BB L D50, LH/ICG Dk
Bz ko THlgEN S, VEGF i LH/hCG DfERIZ L » THEL
P BRI L v A S, BN AR O A KM 5 (151 &
DHEINTVD, JHEZHEHRTHHROMEETLENKHMIET
HYl16], EIHEEBER I N DRI T 20K 85%id M E
NEHIIRTHH17Z &2 b b BRI E FAES BERRE
PRELTBY, ZZICVEGFBERL TS LD LRI ENTE



7~ MEBHEZAETLEANZBRIIIEAY O~ 25T B L,
EARERIIAEEINS(18]Z £ h 6., VEGF X EEERICVEZZE
FThHDEZEZOLNT VA,

O OHSS & VEGF

A% VEGF 3EMMEIC/ERA L ThEZ B E2 TTEIEHTF &
LTRRENZEATHY ., OHSS DJFEEIZIZ VEGF DR AL
BHboTWnWseEZXbNTE T, EED OHSS BETIIhF D
VEGF NEEIC LR LT 19][20), ZoEATIZIIERED
VEGF ##® b 521, /@A - BBEHEAVF-ET) %1758
? hCG HE DA THMH VEGF BEIX, D% D OHSS R4
FFHTAHRFE LTERATHD Eo@ENRH H(22][238], 7 v NP
H[24]%t b a(LERIBME]ICEH T 5 VEGF mRNA REiL,
OHSS DFEEZFEAMILTBEFTH S hCG I L» THIEEh B,
VEGF (3F - mENEHARIZIER LT von Willebrand [R+(VWF)
RS 5(25]25, Mo vWF ZERE OHSS A THEmm L[26],
OHSS BT HEELRGIMHEDVE > THIEREDHEERD—D L
HESNTEY, VEGF 32 DEFEEROA LT, vVWF 251 L T
OHSS ORAEICEE L TWARIEEHENH 5,

—J5C, H VEGF ORE & OHSS O EAERE & 134889 L 72 [27]
EDHERL, OHSS L v=v—T o X457 %28, 45—
A ¥ 29], = REY 80 HHEWVEF=—H YT LA UFR
[311[32] D RSE A R A HELH V. MAETIL, VEGF 2L Lo &
LB ORFIZE > TOHSS DIFENR L - L&D EDEXFN
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FRTHBI33] (K 3),
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[BFgED H B ]
OO HENL, OHSS 5 /L7 v MIBWT, JHEIERIHREK
KEMREREZIIT 2 VEGF ORBLE | TN T DS AT o DO
EEXHALNITHZETH D,
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H2E

k& EZEBRTTTA

1) OHSS 7 VT v b DYERL

RKEVe Wistar %7 v b (LBIERSHNOEA L) A Lz,
BEH40CDT v FEFEHAL, B 22 HBDEKEIT 41~49g TH -
77

IOTy MIXLT, BE 22 HEND 4 HIERT eCG (FE
fEgsfisk) 101U # TS L%, HEm 26 HBIZhCG (FrHR
#) 30IU #F FEHLTOHSS 57 v h&E{Ek LTz, T&E
Lo S A7 a oiEfiAl RU486 (mifepristone, Sigma
Chemical Co., St. Louis, MO) (K 4) X 70% D= ¥ /) —/VIZTEHR
L.hCG # 5 24 B, B 27 H BIZ 5 mg/kg F7-1% 20 mg/kg
EETEICTERS L (B5), hCG ## 5 L7 48 K% D H s 28
BEICEMERAICTERESE, MIEL TESE2ME Lz, BT
RERE VM EZITV, MiEZDBEL T - 80CICRFLTS

2) OHSS €7 /7 v MIHIT D VEGF BinFRBEOR

FH L5 v FIRELASS . RNAzol™ B (Tel-Test, Friendswood,
TX, USA) #AvT RNA % L7z, Glass/Teflon homogenizer
(Z 100 mg D IREAABIZX LT 2 ml @ RNAzol™ K& NxHE T
AR LT, FEDVFTAXLEFE]L mliZxLTO01l mlD7oaaR
NVhEMZ, 16 HREE#E L., £0%. b sRIOWA LT 11&.
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15 43, 12,000xg TiE.L57BEZ 1TV, aqueous phase Z[EX L T,
BEDA YT /a—nE2Mz, 16 5, 4 CTHAEAILT, BO 15
i, 12,000xg TR L oBEE1TV, pellet % 75% =4 /) —/iZ T
Yet¥ L7-1% DEPC-water T L7-, RNA REIX 260 nm DL
BEIZCTHIE L7z, RNA 5pg (2%t LT, 1XDN ase buffer 100pg, DN
ase lpg, 7V a—4 1ng 2z T, 1547/, STCTHRIEL 7=,
Z D% . 3M NaOAC (pH 5.4) 10p], 7 =/ —/L 100ul, 7 z kL
A 50nl 0%, LT 10 4. 10,000xg TERLODEEEZIT o7,
ZFLT, $5110pl D EFIZXHLT25EED 100% =% /) —/L&/0
% 1043, - 200CTHAIL T, HU 10 43fH. 10,000xg Ti& Loy B
Z1Tu . pellet # 75% T & J —WAZ CEE#EH%IZH 2438 vacuum dry
L7,

total RNA 5pg (2% L T, Randam Primer (0.5 ug/ul) 5pul, DEPC
water 5ul 2Nz T, 10 o/, TOCTRIBE L= RICBHI L=, Fhun
5. 10xPCR 2pl, 25mM MgCle 2ul, 10mM-dNTP mixture 1pul, 0.1
M DTT 2ul, #/x. 547, 42°CTCHRIE L 7=, £ L T. Superscript
I 1pl ZA0 2 T, 50 53f], 42°CTHRIE L, £ D, 5 oM, 72CTHR
BLE%, AHLTRIGEZKT &7, RNase H 1pul 22T, 20
47, 3TCTRIE L T - 200C TIRFFE L 7=,

@O RT-PCR
DNase % # L 7 RNA 5pg (Z Superscript II Reverse

Transcriptase (Invitrogen, Groningen, Netherland) & Randam

primer (0.5 pg/pl) MM % T 42°C, 50 WA v FaX—FrL T

17



cDNA & L THf#zE L, 72°CT 5 R BLHE L7=DH RNase H 70
2 T37TC, 20 5MlA »FaX—hL7, ZTNHEDNA L LTERIIK
R L7- primers Z VN, R 2R LM TRTPCR #1To 7, &
1 i2i% VEGF B LU VEGF Z & HEEF[341i2x9 % primer DI
BB LTINS PCREWMOKRE I %7K LT, VEGF BaFITxt
9% primer (X, 7 v F VEGF ElzT+DxTr V1006 5 Z78#&7
BHEDITRE LT,

PCR {39 _T Thermal Cycler (PC 701; Astec, Fukuoka, Japan)
ZEMA L7, PCREMIL 1.56% DT Ha—AF Ml &y ERkE) L,
TFysTavf REELE, DNAZF—EL L TiZ123 bp 74
—(Invitrogen) #{#fH L7,

PCR BEMDOEEEFIZ PCR EW% Ultra Clean ™ 15 (DNA
purification kit, TX, USA) (Z X o TH A b L, pCRII RS #
— (Invitrogen Corp., San Diego, CA) #ff- T/ u—=2 %17
W, =27 7IZT, VEGFi84 TH B Z & # MR L71-(data

not shown),

@ Competitive RT-PCR

ERISRETZAT 5 728, VEGF &{EFDHIEIZAV - RTPCR
(ZAEA L= primer &3L@ D primer (2L > THIEENB X ST,
DNA Competitor {Z{E${ L 7= sense primer & antisense primer % f
VT 342 bp @ DNA competitor % %5t L (Competitive RT-PCR
Construction kit; TAKARA) (& 1), SR >S4l L7z RNA L Y {E
L7 cDNA (ZBEXZn & D Competitor 2/ 2. T PCR # 4TV \Lhskkaat

18



L7z, DNA Competitor @ =2 B°—#I TFREDOHFIEIZTHREEZITUVIR
E LT,
DNA Competitor @ 2 B —# D&
FE# L 7= Competitor O FE(OD 2600 % HIET 5,
Copies / ul = OD 260 x 50 (ng/pl) x 109 x 6 x 1023 / (bp X 660)
500 pl D -LA3BEA tube (2. 1) 10xPCR RISHE 5 pl, 2) ANTP

mixture (%4 2.5 mM) 4 ul, 3) sense primer 0.5 ul, 4) antisense
primer 0.5 pl, 5) 5 U ® 7Tag DNA polymerase 0.25 nl, 6) RT
solution 1.0 pl, 7) DNA competitor (105 5% 10° copies ¥£T) 5 ul
AN TEHEKTER 50 nl & L. denaturation : 94°C 30 #/,
annealing : 60°C 30 #. extension : 72°C 30 D &4:T 30
cycles @ PCR #1T- 7=,

® Northern blotting

OHSS €7 /7 v MIBIT 5 VEGF RROERMRFTH R L ER
43712 Northern blotting 21T > 7=,

hCG THIE$ S aTD Him 26 H B DIRE, hCG 301U THIFED
Hin 28 HEDUREL, £ LT, H#E 27 HEIZC RU486 # 20 mg/kg
5 L/I-HiEm28 B B OURE X Y AR L7 51T total RNA ZHliH L |
%% 15pg @ RNA 29 FA b LTHxa—V @) EREH) 2
K48 L Northern blotting %17 o 7=,

3) OHSS €7 V7 v MI¥iF 5 VEGF EEA DK
® ELISA i

19



OHSS 7 /W7 v MIRBIZHITH VEGF FEA R % ELISA {5 THR
L7, M LIONROERZHE LI2#IC, 0.5% Triton X-100 %
& 1r modified RIPA buffer [20 mM Tris-HCl (pH 7.4), 0.16 M
NaCl, 10 mM EDTA, 0.5% Triton X-100, 0.1 mM dithiotreitol,
1mM phenylmethy! fluoride, 2% aprotinin]% F\>T Glass/Teflon

homogenizer |ZTHREF A AL, 12,000xg TiEE LT LEZEILL.
ELISA #(Quantikine™ M Mouse VEGF kit; R&D Systems Inc.,
Minneapolis, MN) (2T VEGF BE%ZHIE L7, OHSS €71V T v
F DORFE LMW T b FERICAE 21T o 7,

ARETHWHRIZ, v 7 X VEGF IZX T 2516 THD0. ~U
A VEGF &7 v b VEGF X 98%Dt#HFEMEEZHELTEY., > b
VEGF OREIZHAMTH D L EZHN TV 5I[35], VEGF #EI3 7.8
pg/ml 7% 500 pg/ml TEENARETH -7,

MPDTR TPt —eFuaF2Ta ORIEIL ELISA EiZ
THIE L7=(MBL Co., Nagoya, Japan), #HlE[HE/ 2 BiREIXE % .
10 pg/ml & 10 ng/ml TH o 7=,

@ Western blotting

OHSSETFNLV7 v hDHE 26 HEDIRE & hCG 301U THIEK L
CHORE 28 REDINE, £L T, HE 27 HBIZ RU486 (20
mg/kg) Z#5 L7- AR 28 H BH MIPEIZ, modified RIPA buffer %
MZ T, ZZE/KTEH 10 ml IZ LT Glass/Teflon homogenizer {Z T
HREDF A X LT, 13,000xg T 156 4yBlEmk LT L& EIR L.
Bradford {5ICTERAREZRE L7, REHIZIL BSA (bovine

20



serum albumin) ZHW/-, &4£10pg PEB%2 SDS - KU T2 Y
AT TRV (12%) (CoOET, BEXIKBTHEEL, = hetEro
— AT ANE T LT, 200 BICHR LT 7 4 =47 A FBRL
=R Y 7a—FnLHT7 v b VEGF FRHFAEABL. Co. Japan) & 12
R, 4CTA o Fa— b LIcOBEEAK TS L. 200 fFIZHR
L7-#iFE R IgG ik (Amersham Pharmacia Biotech) & 2 KX

Jh&H, £ LT, [1%5]] protein A #FB T 12KEIRG S, A— b
SUHITT 4 — B Fol,

21



HIE

iES

1) OHSS ET7 VT v MIBITDIEER, AT 9A FHR/LEVELE
& RU486 D

OHSS EFNVT v MIkITHHE26 HR L HER 28 H B DIRRE
B3, £4211.81+21.03 mg. 300.92+18.99mg THH ., HHER 28
A EHOINREERT hCG HEANILER L THEICEML T\ -, B
27 BHHIZRU486 ##& 5 X /- OHSS €7 /LT v MIFiT 5 BHE 28
B BOSEERT 245.09 + 20.71 mg (5 mg/kg)., 256.68 + 24.53 mg
(20 mg/kg) TH Y .FEL LIVEEREOWND A EISIH S /i,
RU486 D5 EITIKTF LB LidBd -7 (K6), Hifs 28 H
BHOOHSS EF V7 vy MZBITA2MELRA T VA — TR
FoUBEIL, £432.7+1.5 pg/ml, 217.6 + 28.4 ng/ml TH-o 7=,
RU486 ##% 535 & . 5 mg/kg T3 437.3 £ 1.5 pg/ml, 243.5 +
42.4 ng/ml, 20 mg/kg Ti¥& 4 32.3 3.5 pg/ml, 184.4 + 38.7 ng/ml
TH Y. RU486 DR EIC L ZFERENTIR D 2oz (K 7).
2) OHSS €7 /7 v MIBIT 25D VEGF #E5T & VEGF %%
BB FORBRORE

RTPCR 2L » T, OHSS EF/F v hDIEIZIZ VEGF1s,
VEGF6s [35]ICFHY 93 431 nt & 563 nt DEER 2 DDIREFEY)
BRD BN (K 8—a), 563 nt (YT HEEEMIZONT I —
gy 71Ty, VEGF1ea TH D Z & ##EFR L7-(data not

22



shown),

OHSS 547 v FTix, hCG &5 L7z 24 @& ICHT-5HH
27 H B1Z VEGF mRNA OFBEMNER L TWDL 2 BRI NT

(K 8—b), VEGF mRNA DRHRIL, 2 >DEEEM T b RU486
DEBEEZITTWRhol, REBRDEALZEERITHREITT D7D
tZ Competitive RT-RCR #1T->7-& Z A ,¢cDNA O mRNA O = &
—#Z. hCG ORI ITHI 10 RO A b iz, RU486 2K
HELTHEL LD »7e (B 9), Northern blot Tid, VEGF 16413
3.7kb D/ F& LTHERR SN, hCG IZ X 2HIEPRITAH O
7=53  RU486 & 5.1 L 2#H1Z3R DT, Zuid Competitive RT-PCR
EERRDFERTH T,

VEGF V&7 &% —Th2 flt-1(VEGF-1) & KDR/flk-1(VEGF-2)
EWFiLh OHSSE7 /LT v FOFIRIZH S #EH L TWie, hCG |
RU486 D512 L5 VEGF L& 7% —DORBUIIELPED b
72hofe (X 8—b),

3) OHSS €5 VT v MZHT 5 VEGF OEA

OHSS =5 /17 v bDIIRIZEBIT S VEGF EHiX. Western
blotting C 45kDa MBEE—/ 2 K& L THER X4, VEGF165 D> b FIFR
SNHERAOKRESEL—F L (K10), hCG 301U #®E5%ZDHER
28 A BHIiZix VEGF EA oM A bz, £/ A 27 A BRI
RU486 # 20 mg/kg #5422 LicX > T, B# 28 H B OIREIZE
T % VEGF OEATIH iz,

ELISA ik » T VEGF EADEAZ EENICRETH L. B

23



28 H B DIFRIZI51T D VEGF EEAIL hCG ORIBIZ & V49 3 5218
LTz (®11), AE 27 A BIZ#S L7 RU486 X hCG iz k5
VEGF DEA % FHE{RFRICHHI LTz,

OHSSEF L7 v b X Vi LR b VEGF OEADFE
L, ZOREIEBCI > TR Tz, hCG Iz L AHIEEHE
XD, I HIZ RU486 b, IF0MiiciT 2 VEGF OEAICEE
BEx ot (K12),
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L5

SEOBRFTIE, OHSS 5717 v bDJIRIZ VEGF BlnF ¢ &
HOREBEZRD, T b hCG®REIC K> THIB SN, 7> b
BRI A 52 T, BROERE M EFEMEOTELZFHI T
OHSS €7 /7 v FOIIRIZEN TS, b MBI DHE L RAKRIC,
VEGF O#3A hCG IZLDREER T TNDH I EBRALNLRZS
Too ZORERIT. A DOHSS E7 /L7 v FAE b OHSS O L&
TNERY DB LETRRLTVD,

b b VEGF BEFO7oE—%—fRKICIZ, SP-1, AP-1, AP-2,
hypoxia regulatory element (HRE) [37] . % L T estrogen
responsive element (ERE) 2FFE L. VEGF & FOEEZHIE L
5536l LAWESNTVD, =R baF ik, LEiA»b OHSS
DRIEICHEGT2RF L L TERERTWE[E8l, =X tu s s
ILE-TT7y MFEOMEZRMEIITNEL, FEEENSEMNT 52,
TR by rEE#OTFEICIE VEGF mRNA A% LTk Y [36],
=X hualid VEGF mRNA ZfffHi L CTWBHBEFTHD Z LR
Eh72[39], Z» VEGF RIIIBAERBERDOL 7 u~F I F
THIF SN Y RNA SRBEIERZF2T7 7 F /<=4 2 D THS
BICIfl SN b, BAGHEZIN LRVRIETSHD Z LAVR
BENTWS, ZOLS TR e AC L 5HM%, FELRLC
Rz R b FrOENBSETHIIRICEB O THLRRICEZ TWD
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AREENRSH D, —F T, PR Fa s AETiE OHSS ORERE
SEEZFRITERNI &R, 17, 207 2T — o RIBEO KM
THEHTRA R VA —ABMEEERTICH 203 53 OHSS & HAE L
254017 FOBEDH Y, TR T TA—NDHTIE OHSS D3
FEZRATHZ LI TERWZELEAERIATWS,

Tu g A7 i, LH/hCG ORIEIC &> TR ENZEEIS
EAEINDAT A RKRAVETHBEDN, BIEHEEDAL S FHER
BRERICBWTHEERBREEZRKLTWS, FuFlX7o 4k, SR
(S o TIERIZERD b, HERTOIEIC e S AT a0 g
HEORBANER N TVWS[41], KM S, OHSS €717 v hMZ
TaFRTa oZBELSLVOEGHITH S RU4BE 2 /555
CICEVINEOERE MEFZRBEOTLELMNF TEBH L, ZL T
ZOMBERIZ e S AT v % RU486 LHicmz sz Lick»
TRBIEDZIENTEDLZ L ERELI2], OHSS OREIZT vy
AT UBEE LTSI L aEmLT,

SEIOFRDORKEEFTTCIX, OHSS 5 /T v bz RU486 # %545 &
OHSS DHEAENME I, ZDOLEHEEREMICINEICIRBITS
VEGF EABMET Lz, 20 ZEMnb7Ful 27043 OHSS o8
7% VEGF EAZTTESELEHEZA LTS Z ERRRIn5,
Tl RATFa Nl kY VEGF e DEAENTTET S L%, 7y bF
=I[35). vMEEAE EERR42], v hFEARKM3B IV M
EEAE T47-D44ici VW THE SN TW3B, I HIZBARBHI45]H 5
VI IVF-ET FE#il46liciREE iz, & bIPaE T 0 VEGF D E
GBI S AT e ARELECHBEERLTREY ., JEI%
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DIPR & WS FHRLBEICE N T, BREOTRF AT lLD
JBETHY 72 VEGF A DORIEAThilTnwd LHERIEh 5,

—% . A EORKRFTiE RU486 {3 VEGF mRNA DR HL & #ifil L 72
Mhot-, VEGF @7 o€ —4& —fEliZid progesterone responsive
element (PRE) BRI THE LT, Fuf A7 0 i VEGF &
FOEELZEZRML TV D LEFEBZE, FuFfATu il
VEGF EAFE X post-transcriptional 7218 TH D DM, Fa R
7 v U BMOREF 2T LR REAIZ L - T VEGF © mRNA
HBEEERLZVDPE NI RIZONWTIL, 5B IDRDHFEEITH
VERHDIELINB, TaFATar 23 Lhe LicRATaf R
RIVE T nongenomic ZR{EFRH B Z RN BNTWA([47], 7o
FATa U ET Z OBERBEMBICBN T S AT o U EEREN
52 L72< CaOPAZRIBT D48 Z L AMOENTEY, &Kik
22~ TT vy FAEBICHLFEROMRE LD 1 7 27 v 81K,
VW1 B progestin membrane receptors(PMRs) 23TFE7ET 5 "IREME
NEE XN 7-[49], Z D X H 72 nongenomic ZZERIZ L - T, ¥
270 B VEGF DEERTFE LTERT 5 Z L7422 VEGF DEA
ZRIB L. OHSS ORIICEE L TWA AR L EZ bivd,

OHSS TR DIERMNFEAITH 553, VEGF i3k~ 2@28 T
FHE L TH V., OHSS DINEICKIT 5 MEFEMES, MOlEs: s 2
ROAEHEERZITTVD Z e RREND, SEOKRFT, OHSS £
TNT v ORRHIZE T 5 VEGF OEAIZ hCG H 5\ X RU486
DEBEZ T ool Z Linh, JIRO VEGF (2395 hCG X7
Ry AT arOERSIEGEHRNTSH D Z LARRINT,

217



B L ERR A

OHSS DFEIEIZIEL B> T 5 VEGF OfEH 2+ 5 Z LI
L-oTOHSS %z bu—AT 5 LIXFAHETHA I H, VEGF %
BE Flit-1 OEE@EH D EZO C A2 RESEERBZHE
sFlt-1 (3, MaEIZFHEESETHERIzZELZBZ SRV, VEGF &
BRERH B0, HWEh7- VEGF Z2580ICkE LT, nEH
AT B[50]1 2 L BSEIFEEN D, Ferrara Hix7 v MZ sFlt-1
ERETHILICE T, BEREREZBRET S Z LTI L7501,
¥/, 7u77F 0N fil 16kDa O¥i (16K PRL) (%, VEGF (Z
L aMpan ) CBLEIGERET S Z L T, FlEHEER 2 RE
Tz enEan52], 2D kD FEITEITEER DI
Y. b MICHT DITIIHMESE~DBEHEH 2 & O - Ko 2R
VETHD, LML, OHSS (TAEMmICfals KIETHREL b &
250 . BEMHE IR EZET HIHEITIE, IIRICBIT 5 VEGF
PEAZ BRI E T DIRREICHFET 220 TE a2 0b Lk
VY,
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1 RT-PCRIZAU \f=primers D& K EL 5|

Target Sequence(5'3) Product size (nt) Reference
rat VEGF up: CTGCTCTCTTGGGTGCACTGG VEGF120:431 [24]
VEGF164:563

dn: TCCTTCCTCGGAGGAGT VEGF188:635

KDR/flk-1 up: GAGAATACACCTGCACAGC 530 [34]
dn;: CCTTCACGTGTCTCCATTC

Fit-1 up: CAGCACCTTGACCTTGAAC 513 (34]
dn: TGTATTGAGGTCCGTGGTG

DNA up: 372

competitor CTGCTCTCTTGGGTGCACTGGGTA

forrat VEGF CGGTCATCATCTGACAC
dn:

TCCTTCCTCGGAGGAGTCGCCATC
CTGGGAAGACTCC




%2 RT-PCROEHRE
PCR mixture
10 X PCR buffer Sul
25mM MgCl, 5ul
10mM dNTPmix Sul
Primer sence Tul
Primer antisence 1ul
Taqg DNA polymerase 0.5ul
cDNA 2u]
Deionized distilled water 36.5ul
total 50ul
PCR &
denaturation 94°C 153l
annealing 58°C 293[4
extension 72°C 253 fHl
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X2 EFEGFEEGFEEEVMDOEE

exon 1+5
VEGF121

exon 1+~5 Ba
VEGF145

exon 1+5 7
VEGF 165

exon 1+5 6a 7
VEGF1s9

exon 1+5 6a 6b 7

VEGF206
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X5 OHSSETFIILSVrDIERR A &

eCG 101U

hCG 30 IU

RU486
(5mgl/kg, 20mg/kg)

o - —

B E OHERRIBET L

| \

22 23 24 25 26 27 28

OHSSETIL

A

22 23 24 25 26 27 28

OHSS E7T/L+ RU486

!
I T N I
N N I R B
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B6 OHSS EFIILSYMIHITIMEEE
DEALE. RU4SE DEE

(mg) [ 1 oHss + RU486 (5)
[ ] oOHSsSs + RU486 (20)
350 7 I .
[ =
T
300 T T
T
250 - T
T
200 - 1
150 7
100 T
50 7
26 28 B &5

* = significantly different (P < 0.05)
Values are the mean x=SE.
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X8 OHSSETILSVRIEIZEITS
VEGFE{zF D H#IR -RT-PCR
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9 OHSSETILZYFIREIZHITH
VEGF:E{zFHE D EE/IRET -
Competitive RT-PCR

day 26
VEGF ¢, : 10%° copies
Competitor

day 28
Competitor

day 28;

+REASREN VEGF ., : 10°! copies

Competitor

Competitor 104 105 106 (copies)



E10 OHSSET LS YRBIEIZH 15
VEGFE & M #& T -Western blotting

Day 26 28 28

+— origin

| == |- +|*—45 kDa

— front

(+) (+) hCG(30IU)
(=) (+) RU486(20mg/kg)



11 OHSS ETIILSVYrDHIEIZHITSHhCG,
RU486 MVEGF EXIC5EZ 55 &

T
1

VEGF
(pg/mg-protein)

—

|

350 T

300 T

250 7

T
il
200 T

150 7 -

100 T L

50 7

0
hCG (301V) -) () () (+)

RU486 (mg/kg) 0 0 5 20

* = significantly different (P < 0.05)
Values are the mean +=SE.
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hCG, RU486 NVEGF 45z 222

VEGF VEGF
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AT firf
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T I
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