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# 8

1935 4E @ Stein & Leventhal i & % & #) ® #i &
A, SRRV BER (PCOS) 1B A% L %o T
VA EVSTHRE TRV, —BIICIE, 2RO
PR EIRE T H N O RLBRBITMA T, AR -
B - ZFBL Vo LBKEREZRYMETIHRBE L
THEOND Z LMLV, RFICBVTIE, RIET
THIMAEEBICRRAINLZENZ VI L, &5
FENBEOBEEEALN, AR M’ YOH
HAWCEBATE2I0THAHILITERENTS
0, BBICURPLZNODOBRMRICEH LTz 5
IR,

COEIITHFIEHROBEEEL LTRIS
NTW2PCOS THHH, ZOHOKRITIHLIZD
h, B7 v rFar YifEd s i BRI BEIED 5
NaZ EPFHLPIZEN 5124 YA Y&tk
LOFHELEEPBHINLITNW2Y, PCOS DI
PERBEAIRLDETAAEEEBROYRA AT
LTEZONBEHIZh-TER Thbh, BHITA
BMRDAKAIEEE LT, 2HNRNGW - RIRBL
LTPCOS 22 2DPLLrBPWLALENS X
ICHoTETWEDTHA.

PCOS DB IS RHIEIC I WV R 2o TL 5%, %
RAFHERZEOR % ICHRDOND LEZ LN, §
BLAEZEIRCEFRRBLEALRTOFRY Lo T
&ETWw5 PCOS TH2%, —H THINERED FELMHK

HTHAHZ LIIMARL LHETHL. AEBRRICE
WTHIRIX ¢5~8mm FREE T TIIRFE T 545, €hll
BROREWELELTLEIWBAHIIOWTIIVE
FHLPIZRoTwh», ZORPEZERICL TS
e LT, o cRAKOKREZRET, 20
72O MCBOWTHIRZED TV LENDH L L,
ZOWHEIT, WRICBT IBERIMETH L7201
WEOCERNBENAHEETH LI LEBBITONS.
W X, HHRMLREEE DR S PCOS T
LIRRAEREORE ORI, BECBOTHLE
POBROHLIETHEEELONS,
XTHRREFR, IFFrur2EHhE 505
WEMHEOTIZ, SHRBINICBT 284 ORI F
BEA—=F22542 - R"52548 PHERLTKRL
FFohbEELZORTWS. ZOHT, TGF-f 2 —
N—=T73IV—DO—HTHASL4 ¥ (Inh) - 72
FEY(Act), BIXUT27FEVREY VN2 THAD
T3V AZF V(FS) &\ o 72—EOYE A, Yol
CHEETAHIEBMLNTWS. Thbid, SHEBR
MBS BV IZ KRR A S AWM EN DL Z L
BHoMzahTBY, /2, invitro BT BH3ET
Act PR BREMEEZEF L, S5 Inh BIUFS
B Act OEHZ MR T2 CTHEICHELD -
TEY, WREEFORMHEMET L LTHIBMET
b ZHLZ LS, BEFITInh/Act/FS
VAFADNG Y APRND L IEE R IREE S E
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# 1 SUMMARY OF HISTOLOGICAL STUDY

{ovarian granulosa cells)

a BA /B
Yamoto et al - + .+ ®
(JCE&M 1993)
Roberts et al + + + @
(JCE&M 1994) ! + +
Jaatinen et al + + +

(JEndoc 1994)

@ immunohistochemistry
®) in situ hybridization

E3xhspHEEh, Thill PCOS DRBEZHHTE
AU EEMEANH T 5. EBIZ, PCOSRER Tl
Inh, Act, FSIBEICEIH L LT HHMENAD
2~ G RLER 1L 42 B BF 98 R in situ hybridization
WX B 613, IEHAREHZ b oK DIIEH
MR 12 BT BL L T\ 5 Inhasubunit 75,
PCOSKCBWVWTHANBREBL TV E LT H2HENA
bhb (R

39— PCOS DEERICBWTEELHIHIZ, “un-

opposed estrogen” IRREITEH T 2 15 PR R
(DI EYETLLZRETDH 2 FERER O
PEYH 5. Z OEIRIEDS Stein & Leventhal O #is
KBV THERPALNE Z LIFBICAERRZEY T
HBHN, CNODEBRFABUTOEEZICDAD
N2 (FEPBERD 2~14% 12 40 R T ORIETDH
)k, LA PCOSHRIENPRERELZZ L L
AR T, BHFMRAREDG KD 5N B REHA T
5. IRV T 5 F SICEOBFICBWTAHELLE

PRETHHP0 212, T OEBIHT 5B

LTI, FRBEOEHDRL, BEFROMRFL VS

BNEDORE»Swm L OoNbBENHY, ZOEMHKE

BISPIZTAHI LML KDOLNS.

U LEoRRICEIE, SHOFEICBVTE, UT

D2 IO EMH T 72,

(1) PCOS BEHEDMiED 5 VXTI R GRILH B &
CER BN BB, ey -7 FEY
VAFLADREER Y V7 LRVE X" mRNA
LRVTERL, TORREREZOZNE B
THIEIZEY, KYAF LD PCOS DIFEAD
HEOHEEOBHERAS.

(2) PCOS #HERIIFHO T LB WEEN (40 DA
T)F 5 P S AN B gl (AEME) /F 5 N B A

H EREES8%10%

(EC) (stage Ta, GI) CRRALAD B % pIc

L T, medroxyprogesterone acetate (MPA) K&

W X B RFRRE AT T 5. RBFREICK

L EBE, BLUZORIHRR AR > 2B

HERF LR L, RGREOFHREZRET 5.
MRFHE

(1) PCOS ICH T 2 MBEBTREOA HZXAIC
¥ 315t

Actix BA B X U BB @ 2 F¥H® subunit BHEA L
72 homo-¥ 72 X hetero-dimer T &% v, ActA, Act
B, Act ABXFET 5. —F, Inh ik Act DT hpy
® B subunit & « subunit 2% # & L 72 hetero-dimer
THY,Inh A, InhB D 2HEEPHFETS. 72, Act
WEY NI THAHFSICITFS288 BLUFFS315 D
2 #IH O splicing variant 2FE$ 5. S0, DITFITR
FT2ODWMEIZBWT, & MR F @ Inh A, Inh
B, ActA, free FS(Act iZHAL TR WES) D%
¥ 37 8% ELIZA ¥:C, 7, REENEMRh O
Inh-o, Inh/Act-BA, Inh/Act-BB, FS 288, FS 315
D% mRNA &%, LTIORT &L DHETHZEL 2.
B, IhoOMRIIMGHEEICHICREL, BEDd
LBVWEERT Y TFATOTHEREEZRL) A TH-
7z,

(BFge D AN BEORBERINFICHONS,
A DOIRRLA H IR L 7= 50 e B X VR M e % AF
BELT, BiECHBIT 5 Inh/Act/FS ¥ v 82 BL U
AFUA FRVEYOERE, $%EFICHITS Inb/Act
subunit, FSBX W Act Lt 7% — D% mRNA D}
% & (semi-quantitative) RT-PCR 247> 72. T =450
RpSBONIWOZRELONHAO 7 L — F %
BNCEBRL, WEMEE OBEL A7z, ZOMAETI,
HOBRWIR - MR A HR S 200ICBIF25 14 v &
Y -72FEVIATFLAORBERRLLICE
D, RIYRAFADIBREEF BT 2EROMITEZIT-
7z,

(Wrge 2) EHAREMEZEL PCOSTHELITBW
T, HIATIIEREANOR: 5N, BB TIIMER
ORI RIS IR ZEH 2 17V, PR X ORI
M2 PRI L 72, BF9E 1 & FARIC, BRRRICDW Tk
Inh/Act/FS # Y87 BEUVAFUAL FAVEVDE
BEITv, FNIEMEIC D W TIE total mRNA %
W L 7z # 2, Inb-o, Inh/Act-BA, Inh/Act-BB,
FS315, FS288 D& mRNA IZDoWT, £7—4 v b
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1 INHIBIN ¢-SUBUNIT AND OOCYTE/EMBRYO STATUSY

W29 5 55 R competitor 2 V72 E BB RT-PCR
%47 o 7z (B-actin % internal control & UL CTfEH). A&
BETid, ITIEFARAMICET L ey -7
7FEVIRATADEALZHER L, WIZPCOS BEHT
OEME BT A2 LI2X Y, PCOS DIKREIC
BboWEDH 5 ERERINT I & 2ilAT.

Diove Mrkz Ao Rcma<, 41 ey
DIRFEF 5 X 2 HBEEHEZBETT2HWT, UTF
DB EBRZIT - 7.

(W72 3) C57BL/6] M= 2 & SJLHER ™ A & DK
BICX DB ONAFLME~Y 2 (14 Big) 27z 59
EEMMBICL15 A7 4 7 AR T 256 82 VTR
100~130um @ 2 KMz BEL 72, 6cm ED T T A
Fv 7574 v ¥ all, 5% fetal bovine serum B L ¥
10mIU/ml @ recombinant human FSH(% w —
VXN )ERMLUZaMEM20ul D~ 4 7 1 F
Oy 7% 20EERL, HeoBRliEZo Fay 7
THERERLAY. F72, loss of function B & LT mon-
oclonal anti-inhibin A (Sigma) % 1, 5, 25ug/ml ®
BBEICRBEHITHRML, & 5IC gain of function
%Ek L LC, monoclonal anti-inhibin A 5y g/ml IZ re-
combinant human inhibin A (Genzyme/Techne) %
20,200ng/mliEM L 7= & FCoOEEZZLZH
fTo7z. BERIDZ-TIE, BHHBEIHILICHEINR

FEFIL22) 2C, EERBEZRTIRIIOVWTH
Fay 720 0ul A7 47 A Z2ERL, HEKD
FEL AT 45 10ul #@WAL L. Th2EEBG
#3, 6,9, 12HHIXAT o7 LA F 4 7 A
X, BB - FREEOODDE T L DT, estradiol iz
miniVIDAS(HAE F 2 ) 2 =) TR L. &B,
EEIZ1DODOT Y= X0 TRITRCTEA—DEIY
PoflonZREH, £V —-XE24F 3ETO
f1o72.

(2) FERNEREMIELE (AEMH) % 2 W ISFER
&% (EC) (stage Ia, G1)ICXd 3T MBREEED
FRMICEEY 245

1987~2005 4E 12 %4 # 12 5 W T AEMH % 7212 EC
(stageTa, GITx L CHZMRAEREEZ T - 7229
SERI 2R E Lz, FRBICHT HHHE LTI,
MPA (& 2 & ~)600mg/H x 26 £ 5-# |2 EP %] #
w6 7 A%S L7z, MPAHE5HhiE2 AT LICF
HHEETERZIT, MRACHEESR2HE L
7o, FREOWRBITIRR . % M5 H R CAEH#
ZHATL, UTOEBZ®RE L7z, OBRE, QFER
BOERER, QOIERICE L-REE#E, OFESR
VICHEETALEZONLHET

MERIE
(1) PCOSICHITHMBREBTEEND A HZX LI
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Inhibin A (IU/ml)

Inhibin B (ng/ml)

YYRID A

200

H IR E58%10%

40

LH (Iu/L)
150,

FSH (Iu/L)
304

20§

10§

0] - 0. 1 | ! L !
Estradiol Progesterone (ng/mL) }
304 /
400] (pg/mL)
20]
200}
10
Q Q l iy

] L L
Flnhibin A (IU/mL)
20} '

20

offnhibin B (pg )

Cycle Day

Cycle Day

2 SERUM HORMONAL LEVELS ACROSS THE MENSRUAL CYCLEW

16
® Dominant Follicles = ® @ Dominant Follicles
10,000 @ Non-Dominant Follicles E 14 @ Non-Dominant Follicles
Dominant; r=0.73, p<0.0001 PY <
w7
c ®
10
.‘
1,000 < 8-
c [}
S . .
e} [ ]
D o . .3 ogte
< ° e
100 - 24 [ 3 Qﬁ L4
0 2 4 65 8 10 12 14 16 18 20 22 24 26 2 4 6 8 10 12 14 16 18 20 22 2 2
800 = 100
700 . \E 0
o g0 ®
600 c
g 70 4
50 £ w0 ®
400 4(-6 50 -1 )
¢ Y B w L4 d
300 4 - % . 2 04 ® ) o ®
200 : o ° 0 ¥ °*. s
® L0 d L 204 PY-2 . .
100 4 e@.ﬁ e. 0... [} © 104 s. o6 ge ®
o 89 Q o [
0 2 4 6 B 10 12 14 16 18 20 22 24 26 LLo 0 2 4 6 & 10 12 14 16 18 20 22 24 2
Follicle Diameter (mm) Follicle Diameter (mm)
[ Schneyer, Fujiwara et al, JCE&M, 2001 ]
€3 INHIBIN, ACTIVIN, FOLLISTATIN LEVELS IN FOLLICULAR FLUID®

(BFE D IBRBAPORNVE R Y Y87 LRVT
DO¥ET T, progesterone & FS A%, BEIISERILE
N7ZBRIC BV TRBI S EM S 2RI D b A
RICBETH -7z, —F, FREMES O mRNA LR

(normal cycling)

VO RE T, Inh-o mRNA fE25, B (M I8 % 72
BEMIH) O/ SNIRARBING V) O/ LR
7ePRRCR LT, %72, TERBIIC BT 20 9P (gradel % 72
& 2) D1F SNBSS EAR P (grade3) D S 1
7ZEBICH LT, &51C, ZHINOM SN IRasEK
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1’300 500
1,400
1,200 -
1,000
800 -
m o
m i
200 -

o 4

| 400

L 300

L 200

- 100

AD InhA InhB
(ng/mL) (ng/mL) (ng/mL) (U/mL)

 #:p<0.05

B 4 INHIBIN LEVELS IN FOLLICULAR FLUID

ZHWoB ORI LTwTFhdBlEZRL
7o, LaL, BIRS NN OZESRONBREE I
BRCEDRETho IICBVTE, LLARRE
WICHE2NPEPRENLFE LD D Inha
mRNA I A FIEMEEZ R L7 (F 1),

CBFZE 2) IEH A BRI Z o HIcB1) % R0 €
v (LH, FSH, estradiol, progesterone)¥ 7z i% %
v7327 & (Inh A, InhB) ®»ZA4kiZ, 2108 7T@E) T
Hotz. FRRBHFTE, IRBEF IV estradiol,
progesterone iZ¥ M L7z. —J5C, androstenedione
BB %R LY. Inh/Act RDF Y RZ7 LRV EARD
&, Inh A DAIRERE IS UTHMZ R L7245, Inh
B, ActA, free FSREBLEBIAE RS h o7 (H
3). ThooBki, FEHomEFOLEWEOE
EHFTH -2,

EH AR LML PCOSEMIZBIT 5 #HA L
EBY/F YR O, PRBHOLANERET S L, an-
drostenedione ¥ PCOS IZBWTHMEZ /R L, estra-
diol Z3HEENX LD 272D LT, mhAB IV
InhBi&, PCOSHICBVWTHBICEMEZ R L7=2(F
4)10)11).

EHIC, IEHAREE LY BT 5 ER B
ZYE O mRNA OZEA{L % & 5 &, Inh-a, Inh/Act-
BARIIRREE & & HITHML 20 LT, Inh/
Act-BBIZAEBLREALZ RS ho72(RW5). T2,
FS 288, FS315 3 XU FS288/FS 315 kb, IR ®
A BB o d oz, EE ARk
PCOS EMIZH T 5 mRNA DEHR I/’\“)l/’&ﬂﬁ?)'iLf:
LZ% (PCOSBEDIL L MBEDH £ X (¢5~8
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£ Ly

g}

13}

©

]

°§~ 0.1

c

5

S

clo 0011 @ Normal

3 @ —r=0.56; p<0.01
v ‘ ® PCOS

(YIS —
0 2 4 6 8 10 12 14 16 18 20 22 24 26

c

E= 11

3]

@

I

Q.

E 0.1

c

=

a

3

‘|’J 0014 @ ©Normal

é — 1=0.45; p<0.05

B PCOS

@ Normal
BPCOS

,gj& b
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Follicle Diameter (mm)

0.01

B B=Subunit/ B —actin (X 1073)
(ng/ml)

5 INHIBIN-a, BA, fB mRNA LEVELS IN
GRANULOSA CELLS™?
(normal cycling and PCOS)

mm) Td» % EHEARRMZEORoR 2L %t
i), Inh-o %0 BA mRNA A PCOS IZBWTH
Bl %R L724%, Inh-BB mRNA MHIZWE M CTHF
HEGRD RN -72(6)2.

%72, Inh-a mRNA &, Inh A, Inh B, ¥ 512 Inh
DOHEETDH B Pro-aC DK/ Z ¥ 527 LRV E OB
B LA, InhA LOMICOAEELIEDOH
MARD LK 7)2,

(WF%3) 14 H # ® F1(C57BL/6] M ~ 7 & xS]JL
By )Mo AOWEH» S 5 N7z ¢100~130
pm O 2 RIVKLIZ, RIS ZED %< 2~3 @nH
MBI L, 2O %% 9 besement membrane, &
LIZIZZ DA RBICKREMBE RO b s, ZOIk
ZEADOY 4 7ubFuy 7THCHEETL L, B#EIH
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*:p<0.05

6 INHIBIN mRNA LEVELS IN GRANULOSA
CELLS

HE I TIIENBEMBOMMAR LMD D ODRFE
BEALIZED OB h o700, 6 HBICR % &R
J& 4l § 2% besement membrane % # - T outgrowth
LTwE&, 9~12HHIT% % & E#1Z500~800um
WETELT, 35I3IRBECEMY 2HED 2D
bhs(8).

BR#WOMK %, 1)rhFSH 10mIU/ml, 2) +anti-
Inha Ab lpg/ml, 3) + anti-Inha Ab 5ug/ml,
4) +anti-Inha Ab 25ug/ml, 5) +anti-Inhoc Ab 5ug/
ml + InhA 20ng/ml, 6) + antiInha Ab 5ug/
ml+InhA 200ng/ml ® 6 BEICEREL, ThEhDOHE#E
Btk 3SHH, 6 HH, 9HH, 12 HBO&REHICE
AR EE B L. BESHE I CIREHMICE
BEIZOoheho7a%, 6HHEIHHIIBWT
PiInh LB MBS BB L L THARIKMER
Lol iz, 29 L2HEEA I, InhA O RIEREM
WXy EfEE A (R9). —F, KRBT B8
H1® estradiol fiid, 12 H H OPUERFEMAICBNT, A
BEIZEDOONEPo12b DO THIMAA SN
(= 10).

(2) FEARRRIEIEAEAEMH) % 5V EFERN
B/ (EC) (stage la, G1)(Ixd 2 EFMBEEED
FRAMICEY 545

MEIEBIE, T PIBR AR AESE (AEMH) 2% 12 61
(P34 32.1 1) T, FH &8 (EC) (stage Ia, G1)
17 BICEYERE 299 %) TH o7z, D95 H, PCOS
(Rotterdam criteria {Z# U72] 2 RICH DEHMDOH
H13, ZhEnIB(750%), 1161(647%) & HHRT
Hoi.

H ERaE58%105
7000
r=0.71; p<0.001
6000 -
-
€ 5000 -
~
2 4,000 °
< 3,000 - © e
£
Ee] i [
T 2,000 R °
E L]
1,000 - o ®
e 8
0 : . y
0.001 001 0.1 1
1,000
%\ % oo o 0 ©
N
2 ° ’ °
E 100 o
c @ ® e e
e}
L
R
10 y T T
0.001 0.01 0.1 1
10,000
~ 0®
= -]
[:]
§D 1,000 1
£ e
P e & o &°
3
]
L 100 o ©
S
o
10 : . e
0.001 0.01 01 1

o —Subunit/ B —actin mRNA (fM)

7 INHIBIN-¢ mRNA LEVELS (granulosa cells)
AND INHIBIN PROTEIN LEVELS (follicular
fluid) 1 IN NORMAL CYCLING WOMEN

AEMHI2Z FHIZBWT, FEHRBICHTHHEBEICID
EHIHGONI2DR 1B (91.7%) Th o7z, BHL7:
11D H ABNCBTEREIA LN (364%). ¥
BEEH & AbeTH B 3FICHE W T T E MM
bz, BENICREEREZIT) SR TELDR
10 #1(83.3%)TH Y, & 8 BIIB W THIRANR L L 72
(AN L) 80.0%). FD 95 H IBINWEL 2
D RIC N2 o 72 DX 5 BT - 72 (1 500%).

—7J, EC(stage Ia, G1)17 BHiZBWT, FHEBIIH
THHBICLVEREIBONLDIE 14 51(824%) T
Holz, BRLEZUPOS L IPIENTHRENA
b7z (214%). FERP L EHLETEHIFSHIICE
WTFEERMATbN 7z, RIS RR T E
ol-DiX 1361(765%) TH 575, 9 H 2 HITREE
DRDOFH TRITEHREZZITTBE ST, HRNICRE
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8 PROCESS OF FOLLICULAR GROWTH IN VITRO

FSH 10 miU/m!

wnﬁwmmx Ab 1 pgimi

nti-inhar Ab 5 g/t

10t Ab 25 fig/ml

9 EFFECT OF INHIBIN A ON FOLLICULAR GROWTH

BT o720 11 FThHo72. 209 Bit6HlIC
B THIRDE AL L 7z CE AR 545%). %
DHIH2BDTEL 2 ) ISV 20 72D F4HT
Ho72(F 364%) (3% 2).

SRIOMEIZB VT, HIRFE L e d o 2B T
BFENBEESHENDGD 5 L OHRER72. £
ZT, AENH B X O ECHERIT, MR B & kiR
B & @ [ < PE P M (estrogen patch 12 & % ERT #
17 o 72 9E B T X progesterone Bt F B 1) D F & B
FelhBL b, SEMNTLICTXTORBEMY

BT BHURTCONBEE O E, ZEME
FARFEMEE L, M1alRTEBY, BRI
B (14 B1) TIZIREIRAE R (7 B1) ICHART, EHFEN
BERAEBICEMEEL & o7, 3612, HERLAER (14
PDIZBWT, MRS (% &) & KL
POV CTHRORBZIT o728 25, HIRAFEIM L
ZRABICBOTCFENEFERIEVWEOREREZE
72 (B 11Db).,
2 =
(1) PCOS BT 2MAEBTEED A H =X ALIC
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Lo ESHAO miUMmt

+anti-tnhoc Ab 1 pg/rml

anti-Inhet Ab 5 ug/mi

santi-Inhoc Ab 25 no/mi

H 2 i aE58 %10

santidinha Ab 5 pa/mlsinhA 20 no/iml

+m~.ii-m?ic< Ab 5 pg/mlsinhA 200 ng/mi

X 10 EFFECT OF INHIBIN A ON ESTRADIOL PRODUCTION

# 2 SUMMARY OF RELAPSE AND PREGNANCY

AEMH EC
BRI 12 17
TEEIBREHEAT VT i BV 3% 10 (833%) 13 (765%)
T IR B ST 3K 8 (800%) 6 (545%)*
TIRAE IR 5 (50%) 4 (364%)*
AR 375% 33.3%
FRBRSAR + BRIESE 5 (41.7%) 6 (35.3%)

(* : EBRCAEELZAT -7 11 EA & B S LTHE)

B¥ 245

PR U 2RE 3120 S, e SR BRI 12 B v
< Inh/Act subunit ZSEAEENTWVW5E Z L HTHHER S
hiz, B X R MR B 128617 %5 Act receptor
ORBETRTHREYSHHZ L LD L, JIRMN
BEIIBWT, [ Ye¥ Y - 7I7FEV VAT AME
BLTWwaZ LARgEh.

ZLT, BENCLRIFTHRALTEBY, SHIIE
FIRZ ) poZEORBELIMEFIETT S &
) R RERIE L OIRORE DD, BRI
Jai23B1F % Inh-a mRNA ORBIPBPTH->THMA
HTHoTHARBYTHY, BELRIARIELET S
boLYIs i, B33 L, #BIELR Inh & V87
DRBHPIEFE RIRREE, LVDITRELRWEZEI I

BMREBILETHILEZZON SOHEFEARE
B¢k, IAEF I2fEV Inh subunit mRNA #3
B, 0T Inh # YR ZEWMLTEBY, 2O
EPHEEINRAEBTICESTRETHAZ LIRS N
B EBIC L 2MROKNERI AT LBV
BT, SEEIMPICH Inh A HUREBINT A2 212
X VINRBEEOMHAIAD SN, X512 Inh A DM
X o T OMBIAMEBEENZZ &5, Inh HHFAE
RECEVEELBREUEZHORTTHLIEPRS
nr. : \
—% T, PCOS BEDIWETIIREADOFY A X
DOFFfL L W_TInh A, BICEMZRLY, 72
HIEA S O mRNA BOBEFIZBWTH, PCOSE
# TiX Inh-o, Inh/Act-BA subunit 233 2K 4E 2 /R
L7z SilHh o 2 h & oW EiRE O PCOS FEMICH
FAERIINTFTOHELDILBLTE ™,
Inh DT 2SER BRSOV TR AR T IR
5 EEERENT. Inh 2%, SIREEICL > TEE
GREZRLTVLZ L LR TEZ S L, PCOS
WCBWTIRIIICEBIT S Inh OBAREMKTL, 20O
DI EEZIRREEVEE SN TS JREIR
Ih7e.

(2) FERBREEIEEAEMH) H 5 W EFER
7% (EC) (stage Ia, G1) (WY DR MEBRFEED
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1la  ENDOMETRIAL THICKNESS AND PREG-
NANCY I

FHMICET 345

EC OREHERML, FAREZITVIREDOILAID I
B OB R R AL ERIE AT ) OF— BRI TH
5. 72, AEMH 3% ® 20~30% 25745 12 #A4T
5L, BRALOECEE T T BN AT
bhas., DX BPT, HERBETHPOBRAELEN
& HIEBNH U CHFERFRE 21T - 254812, K
BN T HHBHRE FRBERBEOIEZME L »
I, RE2BEPSHHEER U T LEXD 5.
4| AEMHI2 # & EC17 BI D& FF 29 s B IC kLT
HERMRARE 2 T L7245 oRFICEwTIiE, #
NEN 1061, 13 BIDSAERBMAT R REB L 22 o
7o, T UTEBICREEE L 1T - 72 21 H)(AEMH : 10
#, EC : 11 #) ¥, 14 #I(AEMH : 8 i, EC : 6 ) 4%
IR LIC W2 o 72, S ORRIZ, fEROEBEFENC
Po THIM LB IZBEPRRAD R h o 72 ER
WCHLT, 22T HRFFETEL L) HICE
WCIRBT LRI LEZONS., —HT, EHBMIC
BB 2R 8 R WIEBI R, BIFEICHRE 723D
Ao, MEHFDOEFHINGEF DK 40% 1I2d Ks. X
HDITHERAEL LT, 208 35% ZHREICKD o
TWa. AROMEICHT 2HMEIZTELLVI, 2
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Abstract

PCOS has several clinical features, of which is the ovulatory disorder. The pathophysiology of the folli-
cular growth arrest has not been well elucidated. We focused on inhibin-activin-follistatin system, which
are members of TGF-B growth and differentiation superfamily. Those substances were known to be syn-
thesized and secreted in the ovarian follicle, being local regulators of the follicular growth. We found
that there was optimal range in the amount of inhibin & mRNA to accomplish normal oocyte maturation
and embryogenesis after fertilization. It was also shown that the amount of both inhibin A in the follicu-
lar fluid and inhibin @ mRNA in the granulose cells increased in accordance with the follicle size. In ad-
dition the amount of inhibin A and B as well as inhibin & and B A mRNA significantly decreased in the
PCOS follicles compared to those in normal cycling women of the same size. Furthermore it was sug-
gested inhibin A had stimulatory effects on follicular development using mouse single follicle culture
system. Taken together it can be concluded that inhibin plays an important role in the pathophysiology
of the follicular growth arrest in PCOS.

Another clinical issue is atypical endometrial hyperplasia (AEMH) or endometrial cancer (EC), which
were caused by ‘unopposed estrogen’ condition of PCOS. We conducted conservative therapy to these
diseases of the patients under forty years old who were eager to have children. In total 12 cases of
AEMH and 17 cases of EC (stage Ia, G1) were recruited in the study. In AEMH cases 11 responded to
the treatment and eight had conceived, of which five patients delivered. In EC cases 14 responded to the
treatment and six had conceived, of which four patients delivered. Four case in AMEH and three cases
in EC had relapsed. The precise analysis revealed that the mean of the endometrial thickness was larger
in the pregnant group than in non-pregnant group. In addition it was also larger in pregnant cycle than
in non-pregnant cycle within the pregnant group. This treatment seems to have clinical significance,
though there is room to be improved in terms of the methods of both primary therapy and infertility
treatment.




