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z =
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Establishment of Novel Criteria for Selection of Viable Embryos Via So-Called
“Pronucleus Assessment” in ART

Kanako ITO

First Department of Obstetrics and Gynecology, Toho University School of Medicine,
6-11-1 Ohmorinishi, Ohta-ku, Tokyo 143-8541, Japan

To establish new criteria to select embryos to transfer, scoring at pronuclear stage was evaluated to

distinguish viable embryos.

In the present study, we examined a total of 491 embryos obtained from 75 patients (78 cycles). The

criteria for selection of embryos via “pronucleus assessment” are as follows. The size of pronuclei are
[same (A) :,different (B) ], pronuclei distance [closely attached (a), attached only at the margin (b)
and is apart (c)]. The size, distribution and number of nucleoli are [synchronized (5), in the proceed
of synchronization (3), or not synchronized (1)].

Pregnancy rates per ET was significantly high in case of containing (a) or (5) in transferred embryo.
[Cases containing (a) : 83.3% vs. those without (a) : 25.9%, p<0.05, case containing (5) : 81.5% vs.
those without (5) : 19.6%, p<0.05].

The scoring at pronucler stage could be high specific tool to distinguish the viable embryos.

Key words : pronucleus assessment, nucleolus (pl. nucleoli), pregnancy rate, IVF, ICSI
(Jpn ] Fertil Steril 48 : 1-9 2003)
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After In Vitro Maturation and Fertilization by Intracytoplasmic Sperm Injection
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WICTHILE 280 F D%  IZH IR T (metaphase 11,
MIL) TH 225, —HISREEAIE T I (ger-
minal vesicle, GV 1)  7z1% metaphase I} (MI }11))
AEFENRTVD, BBV T, IR ZT - T
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Embryo Formation from Immature Oocytes Retrieved in Superovulation Cycle after
In Vitro Maturation and Fertilization by Intracytoplasmic Sperm Injection

Misa NISHI, Miho TOYOKITA, Naonori HARA", Hiroyuki YAMASAKI
Makio SYOZU" and Yasuhito MICHIKURA

Towako Ladies’ Clinic, Rul30 Kojimamachi, Komatu, Ishikawa 923-0002, Japan
"Towako Ladies’ Clinic, Kanazawa 10 Ibaragicho, Kanazawa city, Ishikawa 920-0994, Japan
“Department of Obstetrics/Gynecology, Kanazawa University,

13-1 Takaramachi, Kanazawa Ishikawa 920-8640, Japan

Developmental competency of immature oocytes, coincidentally retrieved in controlled superovula-
tion cycles, were examined for possible future use. 151 immature oocytes (GV stage : 86, MI stage : 65),
were taken from 57 consenting women. Oocytes were cultured in vitro in TCM199 medium containing
10% follicular fluid for 24~48h. Maturation was confirmed 69% and 86% of GV and MI oocytes. From
these GV 54 and MI 51 oocytes were inseminated by intracytoplasmic sperm injection (ICSI). Blasto-
cyst formation ratio (8%) of these oocytes were significantly lower than mature oocytes (30%). Blas-
tocyst formation of cumulus enclosed GV and MI oocytes was the same, but higher than denuded GV
oocytes (p<<0.08). Apparently, cumulus cells play a role on the oocytes’ maturation process.

Key words : immature oocytes, in vitro maturation, cumulus cells, blastocyst, ICSI

(Jpn J Fertil Steril 48 : 11-15 2003)
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Clinical Application of A new Medium Product of “HFF99” to
Human In Vitro Fertilization

Kaori Hirai, Takafumi Utsunomiya and Yasuhisa Araki"

St. Luke Clinic, Oita 870-0947, Japan
"The Institute for ARMT, Gunma 371-0105, Japan

It is important to use high quality medium for successful pregnancy by in vitro fertilization (IVF).

To improve in vitro culture condition, we have tried to use HFF99 medium instead of conventional

HTF medium. So we compared clinical results between HFF99 (55 cycle) and conventional HTF (56
cycle) in a prospective randomized study. The fertilization rate (HFF99 and HTF) was 73.6% (220/299)
and 67.6% (221/327), and the pregnancy rate were 34.5% (19/55) and 28.6% (16/56), respectively.
Thus, both fertilization rate and pregnancy rate were higher in HFF99 medium group than in HTF me-
dium group. These results suggest that amino acids in the HFF99 medium act by regulating osmotic

pressure and processes of fertilization. We conclude that the HFF99 medium is clinically useful in hu-

man IVF program.

Key words : HFF99, HTF, IVF, pregnancy, fertilization

(Jpn J Fertil Steril 48 : 17-22 2003)
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2 RIS B BE ORREEERER

P RN
A IR~ B IR (GE 4 38 A1) 84.2%
B 41 [ (99 1) 87.8%

#3 DL PR

D  Pik
A A2 At 391 (1) 144 138
HEAR)A ) (1) 37 36

of T 8 b ) AT e 5 (%) 257 26.1

BUEIZ  BUE & t BUE TITV, P<005 2H B E L7z,
B R

P& BN L 72 B OBRIPIREH] 102£5.2 4 (2~35
4r), DEBRINER ORIPREMHIZ 12659 7 (2~17
57) T, PETHET, RINEERAEEIIC S - 72 A%
A RIS EE R E, -7 (R D).

PHEIZBIFE 7 aR 7 + — L HIER S & I 107+ 15
mg, BMES RIZ46+12mg, Bik5 HI12 15844
mg Tdh - 7.

A WIS D B CRIMIEERASH 0, B MM TR E
17 - 7= 38 FEFITH 32 B (84.2%) 1%, FEEEFRINAMT DBRIC
W PEERINLZ. B TP EZBIRL-BBEOH
A&, 99 JEHIH 87 #1 (87.8%) -7 (F2).

SRS R B AT R H 1%, P ik TId 26.1% (36 AF4=MH
/138 IR, D 13 257% (37 4E4R0E 101/ 144
WEFERE ) T BRI E R =R Hh
Hrots (323).
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ART BHHIRBROBIE AR S TR W70, il
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WX EHMBCMT 2T v r— b2k 5L, 864
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b, BEREL V) SEIHLALEROAD VD X
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I BICH EAEITE L PEICBY TR 254
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Zz2oN5, HRIKHIEELEVEET2S, B0
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HHRY Z OFPHITBEIS L7 FREEZE 14 5 W 5 REkE O
Y EETLLEDND,

FIMIE HIR D MBSO E R > TWD, High
B3 % MR B R L2 B LA O IR & 135 O3
FONRON LD, R L ToHmEEZI L,
Hw O LB 2RI 7 a R 7 + — v o
FRIRIN BB 502, R, SUREE V-2 g e )8
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BLTWREOWMENRH Y, FEDIbHNI DRI
e LC7uR7+—VEMEHLE. 7O0R7 4 —
Wi, PHEEASER T, EEEHFR L, BURRIER,
SUEH, #ICER 235 0 Y, FERYEREE O R
M OELEH D B4 0, Bwigal ik
REFZWHFTES, T2, CRSHRBELZFHT SIS
Hzo TP T~OREE T HCEETILENDH S,
FFRY =V ETuRT = VFERICBITS ART
IR A R 5 72 E OWE "D S, £
72, ADQINCIEHE TR T + — V2 BE LB,
KREDOTORT + —VTEZIROHRHIZEIHFET
Holzt DWETR TR T + —VEMHH L KEET
WCHSNAIFICBWT, ZH, 2o cik
WHOTORT7 + — VIBEICHEL A IE» LD
WEYDHL, BHEOEIATORT + —VREEIZL
BHINAOEE, B 2R IRR A~ O SR T &
Z2HNTWD7"H, MEFPLRORNNTFHEZED
TEHii L, S5#ZOMAELEIC W TN T 5
VERHLEEDNS,

Subhbhid, BEICXD2EHHIORNO A
% 6 NIRRT & 0 $ROVI DRRER O L EEIT D W T
Weaf L7452, ART SRIIMICEE L, BEOEHEIZL S
MBI ULETH D LEZONT.
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The Necessity of General Anesthesia for Oocytes Recovery

Michiyoshi Morita, Yumi Nagata, Yoshimi Ikegami, Hirotsugu Koga,
Kumi Watanabe, Kanako Okuno and Hiromi Ishida

IVF Nagata Clinic, Tennjin 3-10-11 Chuo-ku Fukuoka 810-0001 Japan

The purpose of this study is to clarify the necessity of general anesthesia with propofol (P method) for
oocytes recovery in gynecological field. One hundred and thirty-nine patients underwent 199 ART
treatments between June 1999 and March 2001. For the 144 cycles performed between June 1999 and
October 2000 (Period A), we used diazepam with pentazocine for anesthesia (D method). For the 148
cycles in the following period, from November 2000 to March 2001 (Period B), we let the patients choose
between P and D methods. Thirty-second out of 38 patients (84.2%) who underwent ART treatment in
both periods selected P method on the second oocytes recovery. Eighty-seven out of 99 patients (87.8%)
in Period B selected P method. The pregnancy rates for P method and D method, 26.1% and 25.7%, re-
spectively, show no significant difference. In conclusion, we think that for oocytes recovery general an-

esthesia is needed at patients’ request.

Key words : general anesthesia, propofol, oocytes recovery, ART

(Jpn J Fetil Steril 48 : 23-26 2003)
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The Efficiency of Hatching Stage Embryo Transfer in Multiple

Failures in In-vitro Fertilization and Embryo Transfer
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IVF-ET IZBWT R 2R Z 75 720
2FEEL
LA W R e
ﬂ%ﬂﬁ,ﬁﬁ%%ﬁ 5 H HIEFHH) O W% kA 7257,

IR BIFROBINAARAT R TH L. BRIFIKERBALTT 572012

i*i’%di & o 7o ARG R R IR m}ti“f‘l]f?z*ﬁ’i‘éf‘if. FA%HA C BLATHEL
% DD D B, LU, k4 13, prospective randomized study 2

ZOIHRFRIZEIR B o 7.

20 ARAEHE LR
\2& - T3 HHERAH L I
Z 2 THME, RN % fEk

EBOEEL, 2HE»S 3 HHICHEMN 2 & 0BV 2 HILT 5% assisted hatching (AHA) %17\,
WE A% R % 5112 5% 3€ | hatching stage (23 L7222 & iR L TIERHIZ 3 A 72, 0512 20004 11 H21 HE D

2001 29 H 27 HE T

hatching stage TORHI (ET) (3 54 A TH - 7-.
NOBE) T o O IRFE % K3 5 &, hatching stage

TIZIVFET fifrml$ 5 MLl (2>~ hbo—
EREAIRE I 29.6% (16/54) ,
Hi#ET 162% (17/105) ,
50.0% (8/16) ,
% (8/54), ¥ hu—
N & R AL 35 0T 2 ] & 2 DA FLAERTLC
EHTHLI EDREEINT:.

*—7— K . ART, hatching stage WAEHH,

o bu— VORI 101% (29/287) TH -7z,
a2 ba—VOFET 49% (34/694) TH - 7.
a ¥ ba— VORI 414% (12/29) THh -7z,
VOB 52% (15/287) TdH - 7=,
X DR ) L SETw S

ZIVF-ET if7 %% 5 Wl L E oMt W #EF) & L7z,

a2 bhE—LELT, 1998FE9H LD 2001 E8 A
#K#1%, hatching stage B
Wi (L hatching stage WEFREHEEE X
ke AT B 14 hatching stage WERBHERE (X 14.8
hatching stage WML, &BIFEOREE, 75
L#ZHh, IVF-ET REER B

SO ERRE B, IEAR

(HAMiEsxRE  48:27-322003)
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AR, ERMBIHRIEE L kL, S ESEAM
OB ZHOCTRIFEZBHIT 2 L v o /0N R

WA F T 2 R S & CHE ISR TRk #
RUZDWTOHEN R EN TV D, R,
I BAFR O R A FE e 720 2 DFRF L L, Bl
MR HI 2 MK E D BN TH L Lnbh
Twa. Lo LU, F4 i3, prospective randomized

il

study 12X - T3 HHKERM L RERYEERNG HH
EREHE) OIlgE A7 DE DUERRAS R EE 2o
72V, 22T, IVF-ET #Efr B EA% 5 ol DL b o 4 4 P e

WL, B A3 X 0 BT HIIE oEBIRT 2 AL L,
JW A% g A ¥ 12 3% 28 L T hatching blastocysts stage {2
ELAFEMHRELZEBHICOWTRE L7220 Tl
35,
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HRBLVHE

W BELZ T 2000 4F 11 H 21 H A5 2001 49 A 27 H
$ T IVF-ET Wiyl $eAs5 M LA L & 7 2 1 # 85
W& x4 L L7z, hatching stage BBHB ORI, 3
HH % TiX HFF99 (B ML, 3 HHLBE
i3 Blastocyst medium (Cook ) ZMiL7-. 2HH
BB\ 3 HBE TEWAN A RILT 280k %
assisted hatching (AHA) #47\, 5 H H BAF% hatch-
ing stage [Z3E L TW A AR 5725 TR B2
fTofe. BHMEEIE3IMECL LA 5L LT, 1998
F9ATHEY 2001481 1HZE TIZIVF-ET #ifr
S5EUET3HADZWIZS HHICKEBH 2475 72
298 W (=~ ra—n@), IVF-ET fif7 5 ML LT
5 HHUBEORBMZIT -7 179 (v br—1L
@), IVF-ET Mif7 5 Il h ECHMIEIC AHA % faff L
7243 (2~ br—n@®) & hatching stage BEFEHi
FEISOWTAEIRSE, I, MES, Witz
KR I, B L7z, 3 v ba—VHORES,
3 HH F ToOR#IZoWTIE, HFF XX HTF(IRVIN
SCIENTIFIC #: & 721d GIBCO %) Z Hl\W /=28, 9 TIZ
FHOHE L2 K ) 1SRRI B W TIE HFF &
DOMIZEE o L 2R LTS, 3 HHUMK
i&, Blastocyst medium (Cook ) ZiJH L 7=,

B R

hatching stage BB L 02 bo— VDY
REERILIIRT.

FIA %1% hatching stage R RIBEAT 85 I, 2 >
b a— )V OREAS 298 JI, 2 ¥ bu— LV @BEA 179 JH
B, 2 ra— VO 43 I TH - 72, FIERZ
hatching stage B HIEEAT 360 %, 2> Fo— VO
A5, T PE—VRWA354iE, T hr—N
®MEH 363 i TH - 72, IVF-ET Hti47 M %LiZ hatching
stage WBMB T 1130, I > bo—LOFET 9.3 M,
arba—n@TISH, 2 br—LOTIL]
mEaryra—nr®, QECTEVANICH25 2
v ko —)V# & hatching stage IR HiEE L D213 7%
o 72 E R B hatching stage BB RIEE T 8.1
B, 2o —VOBTSOM, a> o —LO#KT
88 M, A bu—VOBTLTMHE Y Fu— VOB
TV S - 72, BHIEEIZ hatching stage B
T LM, 2> bo—LOBT24M, 2> a—
VBT 240, 3 ¥ b o — VBT 22 & hatch-

HAMERRE 48%1- 2%

ing stage IBHIRE CIKLWHITTH - 72,

ZHi¥ 1L hatching stage IEBHEHE T 74.0%, 2>~ b
O— VOB T750%, 27 b O —V@OBET 742%, 3 >
PO — VBT 687% L HEEITIRD SN h 572,
5 HHICBIT %R FERFERIE, hatching stage B #
MIFET 366%, T~ ba— VOB T4H3I% Ea b
O—VOETEY 572, ZHIE IVE-ET Rif7 B
I b= LVOBETEL BoTWAETH-7. 5H
HIZB ) 28 $)# %12, hatching stage IR FEHEEE
T124%, 2> b O — V@O T 144% L 23 %D >
7

hatching stage BBt B L 0'a v bo— VDO
IRHGHE 2 2% 2 12787, #TiR¥6 12, hatching stage WAl
MEA3296% (16/54) , > b o — VOB 10.1% (29/
287), a2 v bu— V@I T77%(13/168), 2 ¥ ba—
VBN T1% (3/42) LI b hatching stage %
RRECH ISR WHRTH - 72 (P<0.01). HEREE,
hatching stage M # Hi # 5 162% (17/105), 2 » b
O —V(OREDS4.9% (34/694), 3 ¥ ba— L @#A37
% (15/407), 2 ¥ b a—V@REA 3.3% (3/92) & 3
®» 3 ¥ kb a—)VEEIZ X hatching stage W B 4l ©
BV T o 72, BiEPESRIL, hatching stage MR
A350.0%(8/16), 2 ¥ bu—NOBH 41.4%(12/29),
32 bE— VOB 615%(8/13), T bu— L@
73333% (1/3) THEEZ RN -7, MEBERRIZ,
hatching stage I HIHEAY 148% (8/54), T~ hu—
VORED52% (15/287), a2 ¥ b a— V@D 3.0%
(5/168), I ba—NOBEA48% (2/42) & hatch-
ing stage WBMBETHEICEVWERTH - 72 (P<
0.01). RBERLF + >~V # (L, hatching stage IR HIEE
T, 365% (31/85), 2 ¥ bu— VO T55% 11/
208), 2 bE—LVOBET61%(11/179), 2 ¥ b u—
VBT 2.3% (1/43) & hatching stage BB CTH
BICHOHRE 2572 (P<001).

z =

Milki & (W BRI HlC D T3 68% &, Z0
A2 B LCwAY, Gardner 513, RS
WLOBRFENL 70%, HIRFEIZ 80% & FEH T B 453
ZWELTWSY, LA L Milki, Gardner Ot
Xok, CORETHBELZ I EBAE, EH#iD45
WU FTIEFRTEZAL, 10 MU L0 EZZD 5
BEZHREL TS, F UMD Marek 513, K
NI M DI 313 57% T, HH O selection 2 L
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# 1 BUBEBREEOBRNREDKKE R
Hatching stage ET 2y bo—1d 2 ¥ P E—=ID 2 ¥ o
(ARTS B Elatri) (ARTS W Lhefr)  (ARTSESLE (ARTSpIALE,
W 2000/11/21~2001/9/27 1998/9/1~2001/8/1  1998/9/1~2001/8/1 1998/9/1~2001/8/1
TH IR 1 EL 85 298 179 43
o i ) 301 % 54 287 168 42
VI AE i (%) 36.0 = 39 355+ 45 354 * 46 363 = 4.6
(26 ~ 44) (25 ~ 49) (25 ~ 49) (26 ~ 49)
) IVE-ET A7l £ () 113 = 64 93 =51 95 + 5.1 111 = 66
‘ (5~ 34) (5~ 33)** (5~ 29)* (5~27)
FIEREN 1B () 81 = 47 80 = 54 88 £ 58 47 =29
(1~22) (1~33) (1~ 33) (1~ 13)**
BERTIR-1- B (1]) 6.7 = 4.1 6.0 = 39 64 = 4.1 39.£23
(1~ 20) (1~21) (1~21) (1~10)**
R B (1R) 19 = 07 24 =08 24 07 22+ 08
(1~3) (1~3)*= (1 ~3)** (1~3)
ZHFE (%) 74.0% 75.0% 74.2% 68.7%
(E# 2RI /M I BR800 (424/573) (1343/1790) (856/1154) (114/166)
Day5 FZ EZMFES (%) 36.6 45.3%
(159/435) (358/791) * *
Day5 Wi Fa 215 55 (%) 124 — 14.4% e
(54/435) (114/791)

Tuway ba—VHEOMEREIZ46% THb L
BLTWA(1999)°. Zohay ba—) VD 46% DU
RHETHLHEEAIFEFICHENEE L, 2HhiE ART
AT RIS HICHE 2 BE BN TOhREREEZ L
5.

F% 4 7% prospective randomized study {Z TAT - 72k
BRERME 3 H HEBHM OB T, #HEMcE
B3 H 5 i o 72", prospective randomized
study THRNZHG % jifT L 7 o i (Coskun et al,
2000 ©) (Huisman et al, 20007) 4 & AL con-
ventional 7 3 H H IRl & I # o JU) e FE 4l © 22 13
Dol DRERZHREL TV ART BV THVH
R, MIREZE 251013, KBIFKEO RIS A WK
THhb., REHFEDORERGIEZBN2%  ORED %
ENTVDLY, A O AHA #, SRS ILBIS %,
hatching stage TEBH L -8E 3 R Y72 55w, A
RTIE, BRRFEBIRO—D2L LT, BERELED
B %353 L C, hatching stage T TELAKICHE - T
BhHiZRAIL A, ARTS ML EORKEERAEFIC
BOTREFZERE, MEER, #EEREZHLIL

*P <005 **P<001

NTE& L2LKBMF v ¥+ v #E J hatching
stage BBHBETHREICHVERTH 72, Thid, 3
HH, 5 HHIZIX B TH - T hatching stage 2
FHETE LI LR VDEELLNS, SHAKE
ML 5 HHEBMO AR Z B L 7= L o4 O
FIZBWT, BBINGELZZERD D B ohid,

ZOH23 HE#EHRTTH, BMERRICEEF L%
Mo 72. %72, hatching stage BEBHIEE O ITHREFIX, K
#5536 H H T hatching stage IZFELTHEY, 7H
H 2 hatching stage (ZF3E L -2 B L 725 T
DMRFNZ 1 BIL D e o7z, SO E2HKOHim
L FE PR ® implantation window & O EHED HET
HhHLEZONS, £72 Gardner (2 & 2 BNLLIK O
SEIZBWT, PIMIRLIR R OV SRR SRR E o fl e
A, MBHEEPBTD - 7R DOEESIE 1
FHHLNTEST, BOBEEMBRBRFLED BET
HDHIENFMBEND, 72 IVF IZBWTHEOHKRE
EROLTEFREINTWAED, Z0 122 Cohen
50 AHA #:C, EWHHE 15um LEO 7V —T D%
REE, a3 ba— V=TI HHNEHRELT
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2 BB NIE ORI & B IR WRT

Hatching stage ET
(ARTS LA 47 451)

ay b=
(ARTS L4 & ftif740)

aryira—n@
(ART5 2L |,

b IV s B 126))
(ARTS 2L |-,

MR  AHA REAT60)
T35 (%) 29.6% 10.1% 7.7% 7.1%
(hEAR% / R ) (16/54) (29/287) ** (13/168) * * (3/42) **
HIRE (%) 16.2% 4.9% 3.7% 3.3%
(MEE / BRI ED (17/105) (34/694) * * (15/407) * * (3/92) **
L PE 3 (%) 50.0% 414% 61.5% 33.3%
(FERERL / W aR R ) (8/16) (12/29) (8/13) (1/3)
kBT IR (%) 14.8% 5.2% 3.0% 4.8%
(RkBedT i B4/ R A2 RS J00) (8/54) (15/287) ** (5/168) * * (2/42)
MM Cancel % (%) 36.5% 5.5% 6.1% 2.3%
(BB H cancel 1 / $RIVIE 1) (31/85) (11/298) * * (11/179) ** (1r43) % *

**P <001

WY, FRIZH L, Lanzendorf 5 @ prospective ran-
domized double-blind study Tix, AHA (Z IVF ([ZH%)
@O, L HmE LTS, 7 Hurst
S ERMDSEWIEMICBWTIE, AHA IAZITIER
WEHRELTWDEY, A DHEKDIVFIZB VT
AHA BARTHRVWEWI KR EZR TS, L L, &
[0 Z ORFFETIE, hatching # & D HEHIZHFLET S
%, AHA % fif7#%, B3 % %ilF T, hatching stage
TORBHZIT 7. 72, 7or—¥id, KoLt
T — BT LEMNLHEEFTITFAL 2L HD
(P.Quinn #AMf3), SMIZ L VEICE 5 THRELEEZS
N5 O ORI BERY 1512 X 234 O FEATwIC
B 94 L 7z zona opening {5 ® AHA % ftiff L7z, 7o
F—ERY 4 u— FOLFRBIZ X 5F, P B
MRS X 5 AHA TR AL A S 312 hatch-
ing lIEL72C & ZEEL TH2 5 ORBRIIATIZEA
MNHTEEZOLND,

REFREZ BT 2504 oMEICL 2L, Hif%
e srEe ], AR O SRS B TR O RN
BIFERZ L b Tnwd, L LA O E2 S
BRI % BINS 2 00k, 48Kk, KERYKE X V)
hatching Hl DB RA X 0 fEH 72 H ik TH - 72, hatch-
ing stage WM BT IREZF L2 O TX 58N
F2mdbbEELZLNS, 5113, hatching stage T T
R 2R T 2HICE Y, BN RO R
WHE% % Td S, Khorram S35 HAMKBH L 6 HH
MBMOEREO LB L 285, Kllicos HH
R A % 3R 72 28 i AP OB INAHEET D - 72 Lt

HLTWR", Zhid, RAOMIEEHBEICSHEHD
IE @ % < 1x morula % early blastocyst T 3 4R i i ©
BHotelylbhd, €2 THSIE, 6 HHERBMZ A
Al THHERENREL 2D, 5 HHTHRBERE, 6
H H T hatching J1Z3& L 726 2 IR L 72 1011,
IVF KA R TH 72 LTWwWhB, 212, hateh-
ing stage DLEZBHMT HHIZL D, FEEE K
D HPDOMESERAMRENT VLD TIEE RV E W
IRMTH D, RIEMBA LRI BT, TEN
BRI, A vy —aaxy, AvFrYL, %
Fi DY 4 A4 >, pinopods 7 & % W#3 2 A
HbrEvbhTwad, IhHOWHI, HRICWETS
L FENBEOMEERICEb,TWAEEZLRT
W5 (Bentin-Ley 5'). Fong 5 (Z:&W 47 O£ ML %
v, WKL % 17 - 72 BB O RE, Tk
BABICHOHRTH 7L HMELTWDY, O
BHUZOWT, i & TR oML L o HAE
MEMICT AR EMEL TS

IVFE-ET IZBWTRIFRITREEZH 5720128 FE
F RS LINTEY, 4, FLOfii%TIT-7:
W AHA # @ hatching stage W4 I3 8% 2 &
T A LI W IREBRISERS W S KRR KE®
AR AT b D 2 & A EAE SN LA
MHEREEZ N, ko 3 H HEBMR
R IR BRI LR TR RREF v 2V SR LD
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The efficiency of hatching stage embryo transfer in multiple failures
in in-vitro fertilization and embryo transfer.

Miyuki Nagaki, Takafumi Utsunomiya and Yasuhisa Araki”

St. Luke Clinic, Oita 870-0947, Japan
"The Institute for ARMT, Gunma 371-0105, Japan

To obtain a good result with ¢n-vitro fertilization (IVF) and embryo transfer (ET), the most impor-
tant point is the selection method of the best embryo. Using the prospective randomized study, we ob-
tained no advantage in the blastocyst stage ET compared to the day-3 ET. Then, we tried the further
culture of embryos and when the embryo was recognized at the hatching stage, the ET was performed.
The patients who were selected had 5 or more failures. The total number of cycles of the hatching stage
ET group (Hat-ET) was 85 compared with 298cycles in the control group (C) who were selected had
5 or more failures with IVF-ET. A pregnancy rate of 29.6% (16/54) was obtained in Hat-ET, compared
with 10.1% (29/287) in C. Implantation rate of 162% (17/105) was obtained in Hat-ET, compared with
49% (34/694) in C. The abortion rate and the ongoing pregnancy rate were 50.0% (8/16) /14.8% (8
/54) in Hat-ET and 414% (12/29) /52% (15/287) in C. We suggest the further blastocyst culture into
the hatching stage may aid the final selection the best embryo, help embryos that was difficult to
hatched and some unknown effects on endometrium-blastocyst interactions may be induced by Hat-ET.
Key words : ART, hatching stage ET, multiple failure, pregnancy

(Jpn ] Fertil Steril 48 : 27-32 2003)
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The Rate of Blastocyst Formation and The Chromosomal Karyotype of Abnormal

Fertilized Embryos with The Bigger Single Pronucleus in vitro Fertilization
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Akiko SATO Eiko OTSU Miyuki NAGAKI
FHE B 2 oK B A
Takafumi UTSUNOMIY A Yasuhisa ARAKI
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HOVEAE-ERRIC BV T, SoREMERRRE, EHS2H Qs LM, airgat 1@ (OPN) 7213318 (3
PNBEEINLZEAHD. DL HBREZHINTH S IPN IRIZOWTHNT L8R, fiEoBEEOKRE
X2 29um Kiifi (AR & 20um BLE BH) o 2fHIH5T 6N 5 EAHBE L. 1PN o HBUHE
conventional-IVF (c-IVF) T 6% (53/950), ICSI T 3% (32/1094) TH - 7>. ZOEREDFHHTHETH -
72 IPNJED 9 5, A #id ¢ IVF T 19% (10/53), ICSI T 25% (8/32), B #iX c-IVF T 49% (26/53) , 1CSI
T56% (18/32) TH -7z,

Wal+ s &, AMOBIE21% (18/85), Biﬂ@tﬂﬂﬁ? 52% (44/85) TdH -7z BEEOFERIZ A
BT 0% (0/18) , BRIT 14% (6/44) TH -7z, BW#IELZDEVWTNE BEO IVFIZE 50T,
D)L 6 OO YtikE FISH TR TE 72, 3BEREES 1MEs5 b 3 il 4 5hz aELEH A
7 TCTHhotz. TNHEFA 7 2E5L5MEITNT2HEREZEZ LN

Db, JEFITY Feahz il L7,

IS DOREN S, 29um LLEo 1PN IR CHMIH £ TRE L 22I0IE, BRI G2 B 2 ) IEW
2 R E BRI ZRE L T AR W T EAVRIBE N7,

F¥—7—F I IPN, #%H, FISH, B, s
(HAERGE 48:33-39 2003)

p He LTl ZeHEshTnsg”,
' UL, —#0IZ 2R 1PN b L < (3 3PN L
HINZAREC BT, IEEZAFIT A% 16~20 [T FoZEgREE, BRI, ZMERodi Rk s A

T

2 DI (PN) DB L s TkES N A, LHL, LENERBHIEEBIZbhTniwn,

B2 PN A3 1750 (IPN) , 7213 318 (3PN) LLk 1PN i3, HLAFHAD, MEHERBEOMEREE O —
BISRISNLREZHMLALONG, SO X ) 2k X2 OPAM L HmAE W, LT A, IPNR
() TdH - THIEHZHR L7z 2PN HRME & [k 7% 5 W2 & BT EFI O H3H 5. & 51T, Grasand
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Trounson D TIE, 1PN IEZ2 B8N $ THRbE:
S, Mg, WEIRALLEHBY. Zhud, 1PN KEH
FEBHIER 22 % L CIERICRAE Lo —~oT
HBY, ZOZE LY, KAEEICET S IPN ko
REWSPIZLTBL LR IPNRERIEZELD
LCTEERZHMTHS.

TxiZ, 1PN EoMEEZNEL, oot E
EOBIZBIRS 2 Jrdi Bl L7z, IPN KO o
HehrbE 28um U EIZE AL T0E T E, BT
IPN DR A WL & ZEWH SRR E TRES
SO 29um LA THD T EAHWILz, 2o
XD, EEN 29um PLEO KMo E, Eh U T o
2HRRCI) LTI R R B X Otk o e b
ERE LA 20T, @R (e IVE, ICSD 12k » T
L% IPN KO OE W E BT 5 2 L TIEH
THEXNTE D0 ENEE58 L1,

& ERE

B, 2002451 H2H 8 HETOH WA YT
HHZRIZE DB SR 62O IPNKET, Shoo
Balicidf4 v 74 —2 Farvtey FafTHL7.

PRIV A~6 G CTHERE L, &9 16 BRI O
BEBI o7, TOB, 1PN SRS Kz 4
IRF ) 1 V2 PR EERE RR & 47 70 o 72, PRARGEIGIZ L 2 i Y
PN OKE S #78kL72. PN O A X S 3 AIE e
BT (SEL) OmifgaHiic X - Tk - 72,

IPN & {5 L7 S 2 R0, Zhiff o 1 % Day
1 & L human follicular fulid (HFF99) £ #&i ($hkFx4
m LEMA &) TR 48 L, Day3 T Blastocyst Me-
dium (COOK #) IZ# L Day5  THi &bt 72, &
7z, IPN R OMANFE =58 %, 29um A OZFERE (A
B & 29um PALo#ERE (BR) & IER 2R o 2PN
LT L7,

WMo 7 L — Fi&, Bourn Hall Clinic (£ ¥1) Z)
DBBUI L7208 THT R - 727,

F 72, WBIIZ2WTIE Gardner @287 % 154 L
7 MBEO IR - 72, IREZ MR LGD b o
Z 4 cavi, 50% £ TILD > D& fHcavik Lz, &
no, FEREALZLTWS, 72, BKENKZ
SR D D L HICh D E early, EWIKD PR G
% expanding, X SR LB AWML 4 2 IRE R
expanded & L7z, SIS 2y & B L 7. Hillegg
HORED S, PHINESL (inner cell mass) 1, % THl
fEr% w0z A, BTl HTchr b0

B, Ml IZL B b 0% C L Lz, T, 4%
A 5 (trophectoderm) 3% < OHIMLASEIAEAEL T
WwWbb0% RO BIAFAEL T2 D%
B, %ﬂﬂ’@ﬁﬁ“éﬂf‘%’b:ﬂ"fﬁb‘ bk CELI

Dayb ¥ TE-7-WIK, ¥y I7s2F 2zl
Blastocyst Medium (2T 4 B35 %% A 54 V75 &
FACHE L7z, RIZ 2% saline-sodium-citrate (SSC)
T60C, 60 7H L 72, ZD# Milli-Q BHiK T,
10% 3 5 HHT 16 sl de i, [OMAOKIE L, Mk &
W7z, EP ORISR M TBIgt L .

FISH &, UM FIORLANETEBI B/ Tu—
7, 1 ERA RIS 2 CEPL & X, Y Sefafkicsy
W74 CEP Mixture (Vysis f1) & w7z,

WHIZTa—T7 %, 70C, 10 pMHAER S R
HOBELIZATA FFT7RAET70% RSV AT I F%
HE8 2xSSCIZ75C TH MR T 2 2 & THAEK
g, ZomKETy - VThik, EERSE, %
WWAEE S e Thw T —72RROBEL- R T
£ F7FRAETNATY ¥4 XS8B7IRET, 37C i@
W& FT—4 v F 2= kL7 KIZ50% ‘i‘ll/l\
TIRNTHEL, WK% whitas LTa, 6
diamino-2-phenyliodol (DAPIIT) (Vysis L) % v it
WG TBIZEL /2.

w R

1PN @ i B3 I 1 conventional-IVE (¢c-IVF) T6
% (53/950), ICSI T3% (32/1094) T & - 72, 62
o IPNMKD 5 5, ARZ c-IVF T 19% (10/53),
ICSI T 25% (8/32) , BE”iLHT ~ 49% (26/53) ,
ICSI T 2% (18/32) Th 7. #ilT5L, AR
BIE 21% (18/85), B MBI 52% (44/85) TdH -
7z, BoMEDFHIETH - 72 23 @ 1PN EIZo
WTHOBFEE INBBIEOMREZK 1T RLAE 22
26, 28um LY KEWEIEOMBIEIED S iR T
7z, oW, FEKRDS L O BERA~OF AT 29um
VLo 414 % IPN B TRHOWMINICH 5 2 &2
WL 72 (1), 1PN I o BE 2 Ko 5 3% % 2, 29um
AW O[T (A K & 29um UL EORH (BM) & TH
gL 7oA 0, B MO RBENFESRAH 14% (6/44) T
O L IIC A R IPN koWl sg 45813 0% (0/
18) Th o7z, #HE LT 2PN EOMBNIHES % 53
Lz (3%2).

LLEo#s i % o IVF fifii & 1CST ik i 51 %
&, cIVF Jitif7 M oM Al £ E 513 B 8T 23% (6/26)
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Td - 7. ICSI M1 DI ERLERK %13, PN O K& &
IR < 0%|A (0/8) - B(0/18) | TdH - 7225, HRE
WOER L, BRIAYA R X ) BBl dh - 72122%
(4/18)}. MR E L 22 id 97X T - IVF iifThR T
o7z (#3,#4). 72, Days iZBWTBHMOKT
OAMEBMIZEL Tz (£5)., £2RIZHLT, A

[ 3
(@)

23 24 25 26 27 28

29 30 31 32 33 34 35
WEE (g m)

B 1 1PN MO ITE & B o HE

ekt
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%> 1PN IR Day5 (2B W T - IVFE, ICSI itifiik & b
ZERBU EC@EE L RH» -7z (R6)., $72, B
PN BT - T ICSI Mif T EFREM Y £ To%
Th Y, BRBMOAEIZRD SNk -72(KT),

6 DML A FISH TN L7=# R &2 LTITRL
7o 1 HRta R ICHE N 22 CEPL THiafko Bz, X,
Y 70— 7 TR RO 2 L.

JEB 1, ROYER] 5 @B SN2 XToMIL T2
R AR s 7z, fER 1 Tid XX MR o etk p Rl
FEFI5) TR Y dtafk 2 9 2 BB R E EZ SN,
HEB] 34,6 TR AKESF A 7 2B L 0D, FEIED
IF—LABRLINGE 25K THDEE L. JEH
2%, 115k, 3B EZELEFA 7 Thot.

z =

1PN o7 LB MIZE A2 & D R4 5% 1.6~59
% TYH) 45% THH7Y, TA DR TIE, ¢IVF T
6% (53/950), ICSI T 3% (32/1094) DFAHIETH -
e,
WL, TR L SR RIS EED B, BB
AL TR ), BRI AET S

%1 1PN KOBOEED S A7 Days TORBEIEAD AR
KO (um) n BT (%) I A 7 7 % (%)
W= <24 1 0 (0/1) 0 (0/1)
4= <25 ) 0 (0/2) 0 (0/2)
25 < ¢ <26 2 50 (1/2) 0 (0/2)
26 < ¢ <27 0 0 0
2= ¢ <28 0 0 0
28=¢ <29 5 0 (0/5) 0 (0/5)
29 < ¢ <30 8 50 (4/8) 25 (2/8)
30=<¢ <31 2 0 (0/2) 0 (0/2)
31 <¢ <32 1 0 (0/1) 0 (0/1)
32=<¢ <33 1 100 (1/1) 0 (/1)
33=<¢ <34 0 0 0
M=¢ 1 100 (1/1) 0 (0/1)
262 1PN O 31 5 =%
o A n G35 s FHEK 1830
A % 1PN B 18 18 (100%) 2 (11%) 0 ( 0%)
B %! 1PN # 44 44 (100%) 33 (75%) 6 (14%)
2PN B (W40 200 200 (100%) 115 (58%) 67 (34%)
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KA IPN W M A 253 5 & Yot ARAE R AT

#3 1PN OR8N F)53E % (conventional-IVF)

HAMEZGE 48%1 2%

AR n el FERE (i)
A %Y 1PN B 10 10 (100%) 1 (10%) 0 ( 0%)
B 1PN £ 26 25 ( 96%) 15 (58%) 6 (23%)
2PN B (X 5BF) 59 59 (100%) 37 (62%) 22 (37%)

#4 1PN O3 5E 5% (ICSD)

FoERiid n Sl FIW i e
A %Y 1PN B 8 8 (100%) 1 (125%) 0 ( 0%)
B & 1PN £ 18 18 (100%) 4 (22%) 0 ( 0%)
2PN # (i S8) 141 141 (100%) 78 (55%) 45 (45%)

5 Day 5 (2B 5 IEHHF)E % (421K)

— ZERIEL L i !
A %I 1PN F¥ 18 16 (89%) 2 (11%) 0 ( 0%)
B #Y 1PN £ 44 11 (25%) 27 (61%) 6 (14%)
2PN B (hf S 8%) 200 85 (42.5%) 48 (24%) 67 (34%)

# 6 Day 528 58K H %K (conventional-IVF)

= FERIEL & ST -

Jﬁﬁﬁ n L‘Q}%’J’H‘, <+ %)‘i;ﬁ! M:ﬁ%ﬁ'ﬁl
A %Y 1PN £ 10 9 (90%) 1 (10%) 0 ( 0%)
B %! 1PN # 26 10 (38%) 9 (35%) 6 (23%)
2PN i (nf Ge ) 59 22 (37.3%) 15 (25.4%) 22 (59%)

#7 Day 528 % IREHEES (ICS)

- ZEEIE L% Sl ;
A %I 1PN f¥ 8 7 (87.5%) 1 (125%) 0 ( 0%)
B # 1PN £t 18 14 (78%) 4 (22%) 0 ( 0%)

2PN B (4 8) 141 63 (44.7%) 33 (234%)

45 (31.9%)

EEZLNTVD, Mo T LRI LAGFELRNZ E
BRETH D, 582 BEIHM LTl O
RETIPN AL TWEIEREZONBY, Xu
Grave HIZ X UL, 7 YBITIE LI LIS HERERT#% o Rl
AR IDIPNIZAZHEEZRLTWSY, b FTI,

IPN IZ B R/ETZEMOREOMBEL L EE R
S, RALZHITRM S 7 IPN IBIZBHICH W SR T
WRWOARBIRTH 5.

1PN O Feta ffBM % #-X 7= Plachot 512 X 1L, 46
%3 1K, 29% 21k TH Y, 25% XEFA 7
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78 FISH D&

JEBI (K& &) D IRTE B FISH ¥ 7+

1 (29.7um) #) cavi G3 2N x 18 XX x 18

2 (34.7um) ¥ cavi G3 2N x 1, IN x 6, 3N x 1 XY %2 X%x5 XYY x]
3 (29.6um) #) cavi G2 2N x 17, 4N x 2 XY x 17, XXXY % 2

4 (29.0pm) # cavi G3 2N x 60, 4N x 10 XY x 60, XXYY x 10
5 (29.3um) Early G2 BA 2N x 73 XX =73

6 (29.7um) Early G3 CC 2N x 10, 4N x 2 XX x 10, XXXX x 2

¥ CEP LIZX hafa L Bd o (Brridfiiag).

RBolzb#HELTWBEY, F72, Staessen b i, 1 1k
X 2% T, 2 f5k25805% bH D, 7.3% 1k 3 k2o
EHELTBY, T0L5%, IPNIZL2hboT
2 R AR, R AT AL O BRI A AT IS AL s
HEL7ZEEZT0DEY, BA, MIBORRRE, 51
4RGPS B E L CRIEOREL IPN LR L
TWwWabI L, MHEMBEORMHHEOEIFET
XBHEEZTVD., oT, MOORMOMAL R
WIS OGS Y, /2, TOREER
AR DRGNS fi 12k U722 IPN g s hiz & &
ATW5h, SN, ik, HIET 51PN OBEEIL 28
pm B EAZ W &, A 29um UL E TR o 5k
AW EHIE LY 29um BHEIZ AR, BREXYIL
7=,

BOHEED 29um L EO BRI & L7z 1PN EH 5D
MR A RIE, 14% (6/44) EBMmEA» -7z (£
2,5). TOZLERPDL, RIIBXRZIHITINODIEH
IPNETH o> ThH, MG D lFOZTHEOR
ABAR L AR 2 R TRAE L 2Rt 2 R T b ok
Bbhs, LHL, 29um L L@ IPNETYH ICSI 5
Bonb0xhBRETRELE2 72 (K4,T).
MR EII A v b OO O Yt ki FISH T
2D LA 2T L 7 THAHZ LAMREL
7o, Y Bfu ko fAfED RSN, 2 ik Th ok X
DIPN THoTHIEEZHL TS I &R RIE
&hb (£8) . Wik, disomy DT (XY) DRAD
kR &S HETE 2V, BFICZRTE T anue-
ploidy DB EAE A L oHEL RSN Y, L
LEZOBHEI»L LT, RERTFICL-oTHOABM IPN
BAHELTHWELIEEZDIH W, —7F, 29um LT 1
PN WE i3 ¢-IVF, ICSI & b ICHESBIBICIZRAE L 2dh o
72 (F£2~7). 29um LLF @ A & 1PN JETH &80

1 MR o v e e 2 SRR ARG 3 hud B B & o0
WHAHTE RN D252 T hatlbhs,
¥, cIVF ®dAh 51357z 1PN KW Ml E 3
LD L, ICSI Hisk 1PN AR IZ R4 L 22w
DODHAIEARWTH 5. c-IVF 124 L ICSI DF5 1551
BANLBH RS DITHELTWHEDD, 5\ ICSI
HROWT-TDHOWREANTHh B EREZRFELT
WBHDD, AW ERDH L DH, 5%, %
Bl% TR THET 2 L2 5,

SCHRIC L, 1PN B&%8F S4272 ¢ IVF @ 50%,
ICSI @ 70% (2 1 f54k, 3 5k, ZDMWEF A 7 OYeta
RREIIFAEL T B, 1PN RO TRIRE G &
D|EDH DY,

ZhW A, SR L7z 1PN IR0 getafkhds XY
Fefofhkh b oTVThH, EFLZHEONGH», £
X 23R &5 SHR L ONE, HROTue—-TI1285
deft i (FISH) # EATHEICKRFT L Tu S48
Vb5,

L[ 5E T & 72 1PN RO OB E & HBIEE IR
LWCRL7ZZEL 28um BLET% <, 2 29um DLk
TEZOHORBEICKERERZ N T ESTE
ZLEFL L7 IPN ROBOBEENKEO b DT
g crEL, Lard, ROEFEEZRHEEZDS
NDZMBIEWHL L TBLLELXEH L. TS, IPN
BronllLi-omEddHsY. ik, Gras &
Trounson 5 1PN W% ighs £ TR & LB, 1E
WRESG L EHE LTV A,

PoT, ZhFETHEEL TV IPN KBTS KA ORH
K2 ob o TR E TRAE LRI BTEER T
HOLMHEEEHHZ L XD, 1PN OBOBEZEZHEL
THL L RH - LRFFEEOVEDII RN I B LE
Abh5,
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The rate of blastocyst formation and the chromosomal karyotype of abnormal
fertilized embryos with the bigger single pronucleus in vitro fertilization

Akiko Sato, Eiko Otsu, Miyuki Nagaki, Takafumi Utsunomiya and Yasuhisa Araki”

St. Luke Clinic, 5 Tsumori-Tomioka, Oita City, Oita 870-0947, Japan
"The Institute for ARMT, Gunma 371-0105, Japan

The aim of this study was to evaluate the fertilization with regard to embryos with bigger size single
pronucleus of human zygotes in vitro fertilization.

When embryos were recognized 1PN 18h after conventional-IVF (c-IVF) /intracytoplasmic sperm in-
jection (ICSI), the size of single pronucleus was measured. 1PN formation rate was 6% (53/950) by c-
IVF and 3% (32/1094) by ICSI The embryos were cultured until development at blastocyst stage and
analyzed chromosome karyotype.

Embryos with 1PN were separated into two groups ; the bigger size of more than 29um and the
smaller size of less than it. Embryos with 1PN which had measured the pronuclear diameter, smaller
size 1PN type were 19% (10/53) by c-IVF or 25% (8/32) by ICSI and Bigger type were 49% (26/53)
by ¢-IVF or 56% (18/32) by ICSL The total percentage of bigger size 1PN embryos produced were 52
% (44/85),and 21% (18/85) were smaller size 1PN embryos. Only embryos with bigger size 1PN de-
veloped to blastocyst, the rate of formation of blastocysts was 14% (6/44). These blastocysts were
evaluated by FISH and showed a diploid and/or diploid mosaic. Especially 3 out of 6 observed a Y chro-
mosome on the metaphase karyotype in specimens.

Although this is preliminary study, it suggests that developed blastocysts from embryos with bigger
size 1PN might be fertilized as well as normal 2PN.

Key words : Single pronucleus, abnormal fertilization FISH, chromosome, karyogamy
(Jpn ] Fertil Steril 48 : 33-39 2003)
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Influence of the Fallopian Epithelial Cells Growing
In Vitro Culture by Infertile Aspects

Yoko Kumasako, Takafumi Utsunomiya, Hiroyuki Abe", Yasuhisa Araki”

St. Luke Clinic, Oita 870-0947, Japan
"Research Institute for the Peptides, Yamagata 990-0823, Japan
“The Institute for ARMT, Gunma 371-0105, Japan

The aim of this study was to evaluate the relationship between the cell growth and clinical aspects.
Epithelial cells were collected from the fallopian tube of 137 infertile women by a lapaloscopy. The ex-
tracted tissues were seeded in alpha-MEM media containing 10% human serum.. We classified three
groups from morphological aspects of fallopian tube. The groups were divided “good”, “fair” and “poor”
formation, and their frequency of patients was 38.0%, 42.3%, and 19.0%, respectively. Successful devel-
opment of cells were shown 43.8% (60,/137) of all patients from primary culture. The diagnosis included
containing having antibody of Chlamydia trachomatis in 30.7% (42/137), the endometriosis in 69.3%
(95/137) of the 137 patients. The having antibody of C. trachomatis patients were 24.7% (9/42) cell
growing rate, whereas, it was 53.7% (51/95) from no having patients. Patients who suffered endometri-
osis showed rather poor cell growth than others, 285% (39/95) and 50.0% (21/42), respectively. It was
obtained cell growing rate of “good”, “fair” and “poor”,53.8% (28/52) ,43.1% (25/58) and 26.9% (7/
26), respectively from three classification of fallopian tube. C. trachomatis may act bad influence for fal-
lopian epithelial function not only in vitro culture but also in vivo.

Key words : fallopian tube, epithelial cells, cell growth, endometriosis, Chlamydia trachomatis
(Jpn J Fertil Steril 48 : 41-47, 2003)
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Mm% FSHAED A ETHIEST 2 T L2 X DKL, HRALEOEREI B A -2 L ITENT 2 EE2 5
Nz, F72, KEH2) ORI G RALIEETIZIZF U TH Y, HS5EIMEINHM IR T, I
FOPRIIBIIITHREORBIMIES AL 0EEZSND. B, HEEE R Lo §h 58 R e
fBERE (OHSS) OFEBISE HAN & Y ABRE T THM L T 7z (20% vs.34%). LLE, Org 3428012 % %
ART WEfTEHARANIIBWT O R0 2R 2 TH Y, Org 32489 (2§ 2 FHEFRR R ER O B %2 H A A8
MHEE EZAHND. AANL, (EROREI%O FSH #ANLH Y, ART 2B A COHIZHHTEA2H LW

FSH#RFAE LD EEZLNE.

F—T— K :0rg32489, 74 ) bR ¥ X—%, EMEHBERE, RILZH,

s B 1 0

(HAAIEZRE 48 :49-60 2003)

#

PHRE 0 s A DK HHOR 0 FSH BEAE, PEIN AT e Rk 2
Fi-FhE (IVE-ET) IfE S5 ART D720 DI KL
A E LT30EM LD THIHEATED, Z
DAMES & ORI STz, ULk
W0, MEXAZ)ELSINTELILh b ST,
K& 2 EIRBCROFMM 2 54T 5 2 LR RA DY
—PEICRIRE LT H . S 512, ZORIED M
FRINEE S N B 720 WA O L S 258 %
22T, BaF LM TEEH, € P FSH#a—F
FTOBRET#F v 4 ==X A A% =B (CHO) M
RIBRICE A2 2 L12& b, FSH ®#) (Org 32489) #%
BMEshbZ e 7", 20 Org 32489 DML L
w5 < (>99%), HVEERY FSH i6PE (10,000 IU/mg
Y8 y) BATT DY, KRR FSH & g L TRl O
AUEAS -HR b D0, ZoEEHbTITHY, &
WA —VEDRLRE, SEH ARG B, invitro BX O
invivo BT 5 EWIEEIEB L v 2 L 2sIEIR
ABRIZ X DR SN2 IR RO B &3k L2,
Org 32489 130 v b T DYV <, HMIbR L
EY (LH) Mk Z2 R &9, & MREROAHY % &
e, 72, Org 32489 (3B AEWIEME &, B A%
P (BRI E, IR ZR3 & L I G AR
CELGEPLHEHTHE I LB SNIZER
725,

Org 32489 O HAEHZM AN (1.0 ml MR &) 1,

il

PR D e I B B HEREE R B X O, TVFIZKL
T COH ORHET, BAEF TITHR 80 /7 E L L THR
REINTWD, BHETIE, "M T7TAHFIZH L LoE
fRL 7= E LTATRETH D, EFHEIER L
72(05mD) SEXYETFHRSIWEE R 20
NA T VEANE, T —u oy SRR E O A [E T
PR ENT WS, RBEBTIEIZION, TILADD
WA AT 528 & L.

AREEO HWIE, IVE F 72300800 2 PR 18 A i
(ICSD) @712 COH 23 ib N % H AN &tk % 1t 4
12, #fE TR 2 FSH (Org 32489) O A Rk & 44tk
AT A2 L IIH D, HIEOEMEREIZ LA,
BEERA IR B V| 2 A V€ ~ (GnRH) 7
TR &G LT FRABEGEZIR L, Chic
Lo TR HRIbZDIET 228 Lz, KRBO L
IO HMIE, SHoHAANLHRICBITS
Org 32489 OATRE & Ao Ht L, BNCHE (3 —
0oy %) TS AR ALY B0 B i E O
PEZHOENITLIETHDL, LT, AR
OFE Rt SHE T b S 2 R R ST X B
WD —FS, Wik F B A EE & 4
PEDOIREE 2 iR % & & b ISHERH IS - M L
7=,

MR LVFHE

1. REBOFHL ~

ARG —7 » S RABTH Y, TR



ERE 154 H1H AR b 51(51)
#e 1  ARRERD It R HR R R
FEHPEHERE I BB T DR R TR FH PR Rl
BOR R TR R KA B 5 o It AN FL A il LEE i
i
ik A
B R 1
55T
B EER KPR EER L ¥ — il AT i £ Ak A
HIi3. 4. 1~ ® E
AT B2 R
(~ H13. 3. 31) g gk
RN EBOE NI v & — e AFE AU PR ZL
PR NER SR >~ 7 — AN SER g A
P M
EHENZESIVE KRV =y 2 WA &y ﬁﬂ s
W H b1k
A R
b e

REZ MR S HARANLEIZBWT, Org32439 12 &
% COH 12 ART % JtifT L7z, akBid, 2000 4 5 H
52001 FE2HET, HADSEHBMEY (£1) 12BW0
TEME N, 150 £ DOBEE OG5 S vz, I8
R ORBFAZE S0 B KGR L, SBRITH A
ANDHI i A~ DBEEEN S Y74+ —LF-art
YR AFLR BB, AV UoFESICHD, H
AR RIS ORI GRER I B3 5 JEHE T RE IR & L 5 B
VIOEHEIZ L =V TEBS N7z, £72, IVF-ET
DFMUIHRERBARFZZONA FF 4 2 1H5
12,

2. HERE OBRIR

BB E O RINIEHE L, 2 7)) —= ¥ ZHEIC 20 meBA L
39 A » IVF 7213 ICSI I & » THEARDO W RetE D
B DA RO FE 5 24~35 HOEH 7 AR5
D, ZE)E 24~35 HOFEPANT =3 H 5 KREHEHE
BED 80~130% (Metropolitan Life Insurance Com-
pany Tables IZL7:22%9) s LHIZLB AL 7+ —4
F-arverrofEohd RiEkEodEs L —7,
BT YT 7T VSE, % BRPEEN B RS SR
ERBERE L2 EONFEE 2 KN & T 2 N EDH
BELIZBEEERSH LD 0 BEIC6 ML EO IVE-
ET A%, BETINENBA (GIFT) F 7235410
HHNEBHM (ZIFT) 253787250 ;GnRH T T = A
FEZFEITF NI Y RHANFEHESRTHLDHD
FEEEEEREOWT L 2 200 8d 5 WIZIEREN O 5
o mIE (AT o dEBIME >90 mm Hg % % W
U B ILE >150 mm Hg) 5 18P0 MmE, I, B %7

EMEE S HE ol E BE 124 0) o7 va—
WARTEHE £ 72\ 3EWIRAFIE + A2 ) —= > Zi 6 7 )]
DINICHEBEOE5 220723 0 5 {BHEEM 72
(BRI )7 B R ORI CARGRER O #e % & L TAS#L)
ez oBRAL .

ARERTIE, SHERRRE L 820, BN
DOHHrATORED FEN, TR E LTICSI bv
Sz, SHERGR RS (1993 55 1994 FI12FE M) T
(&, I ICSI 25 E N7 Tld A S B OF
TREIZL D AR S Twi,

3. ARBREA B & OB T

THEAEELXKTSIEL57-DGnRE7T I =R b &
LT LY V(AT VLF TR, TRYTFLAT 77—
<B4 1 150ug & 1 H 4 s 5 U7z, AR
BT, miEMowgl (21~24 HHOM) 27+ L
V) Y OF A A L72AY, SRR SR T IR @
BMICHas Nz, Shid, ikiCh T, GnRH 73 =
A b & i O S ARENC R AG S 5 L IR o R B
ZA7HBEL BB EFHLPIZENALTLICE
W T L) YRS HO 14~18 HBINIC F K
RO SR S N o2 8h, 7Ly v 1
300ug % 1 H 4 \#%5 L 7.

Org32489 NVA LA ¥, 52 %) d54 TN
AV oFgHEA & LCTREt S, 05 ml OFRHIC 75
IU(a >y b3FS CU048) T/21x 150 1U(w » + K5 CU
042) o FSHiEMZ&H T 5. SHEBRRBETIE, 4
W, EGHEAIAHRBE SR TO R o/, 751U @
FSH itk % & 47§ 2 sfifdiz e Al ot S h, Thic




52(52) R LR 2 BRI V€ 2 & Hu 72 30 90 S0 3%

12 1.0ml OB T T VAR LT

AR IR B D 72 121F, 5000 U @ hCG (7L
Fo—=t HARF VT &) v sk,
T L) VIZE B TEREEEOHHI MRS S
(T A b7 ¥ % — IV (E) %550 pg/ml Aii§), Org
32489 % 1~4 H 2 150 % 7213 225 1U/ H o [ & F 4
T, BR%E A5E LA R LA F~NE PS5 L
7. 5HH» S, HEBEFEAF v ¥ H 50 E.
ECHRRE D % aPAl L, 1850 o0 H] M50 & B da L 72,
EXE 17 mm BL Lo 3 ML Lk X A,
hCG(10,0001U) % 5- L7z, 7272 L, S04,
15mm L O IEAs 13 ML Lid 5 b 86, H5
VIR A O VR PR B EASD B &I S e
#, hCG OF i3k L7z, hCG o575 5 30~36
RE LS ERIN L, IVF %7213 ICSI 2 MifT L2k S &
7o, RIS 2~5 HRIWC S U FToOKEZ THIZKE L
7o WA BLII R CEEmER S hTw b ke
w7z,

4. G

A7) ==y FWHEAEAH, MR - &0HE H
FERE, HIIRIOE B X O BE O L, kAR
AR, N4 FL - B A v, BIRRADB X O
Beds, RRBEHEE DT AR 2 S L 7o, R I T R
5 L O ARAIE, Org 32489 o 4) Il ¢ - if &
B2 A2 308X, hCGHEH %7
EERNH, ET Rifro H & Rifr2: S 1 8% (N5 wsm
), ET iif74 5 6~8 % (B Wi 142 X 2 iR
HIROMER) B X OET Mifra S 12~18 Mt (B
W R BAC & 2 IR lke O R R2) (2 FE i L 7=, Org 32489
Pl & PGB ICHRIR L 22 NV A VA 223k
ff L, $iFSH 3 X 04 CHO Hifk 2 MsE L2Y. Tk
BRI 2 TR 5720, T LY S HRGER &
5-PAlf 14~18 HRICILTE E. iEZWE L2, 7k L
D BB S U~18 HEEICEK T F F o v KR
BIZW2 Lo ot vl & &HEIC 1 i E.
LA 5 L7z,

5. RBEOHGEH

T BEAFAG 3 H PRI B R B E AR O B & L 7=,
B GEAI 3 H (3 Org 32489 D 8% 5. [ & 4% 54,
hCG D E - HIZB T 25O E & % 4 X554, hCG
P55 WO E, LH, FSHB X7 us 2570 v olil
TR, RO, HKE (=BRBMEICHT 2
B (%)), ET HfT5 5 12~18 Mk O iERRk e &
WERTDH 5.

HAMERE 48%1-2%5

TRV, B LA EFHRE, OHSS ORERE X
Pt FSH difk, $t CHO Ptk F 3% CREl L 7-.

6. FATEHT

AR E RN T = IC oW T EHKIREEZ R L
7o, ARGRERD B & A E R SRER R & o T,
Org 32489 25K T 5 S B E O ROARZ H W
7. oo EKIIEWHRBOMEZ R L.
3T O3 Intent-To-Treat (ITT) F— % -
oy FEREAEL, LR ED 1N, Org 32489 23% 5
SNl XToHE#E (AST; All-Subjects-Trea-
ted) & ITT & L 7=, SHEEERRER L ORI B W T
ITT =% - v bz, ARk mEE 2w
THEAFIIT B U7z, B R ARER O S 3 & AR R
DEERDOAE, HT—FIZOonWTIE 2 ODOEEMD
PO, FATFTVAINF—FIZOoWTREYED
ADENTN 95% HHEIXH (CD) L ZopfEzEH L
THHT L7z,

FTRTOH L SAS 8N — T 3 ¥ 612 ZHVTEN
Lz,

B R

1. JEBIOPER &
JEBIOWNIRZE R 2 1R L7z, RRBRTIE, 153 B O
ER#IC Org 32489 A3 FHeG- S vz, AHEIERR RER D
BEREIZ 118 HTH o7 TNHDOITT F—4% - kv
b & BEHRAT IR 72, AGRERIC B B B - AR O
R FRHNE, SRERBOUSEA A T8 (n=2), WOEARR
(n=1), KOHEALR (n=7), #BEHHOENR n=7)
F7:1Z OHSS B TH - 7= (n=2). ARBEOH LT
124%, SHEBRRRERIC BV TIE 102% Th - 7.
KR OFEE R L7z, HARNOHERE & 4HH
N OBEIFA T TR %2 H AR ED L Tz,
L Lads, hkiEE BMIIZHAABEBETHY, &
IR SR g BB S A%ERd H 7z, AEEE O
A, ARBCRAMLO BN T % &D7-2%, FHEER
KRB CIBRA s /-2 L1tk 5.

2. PGB X OB R

hCG H 5 12H S e o 724 B % BR & 149 £ O BBk
BTSN, 20955 115 44 A% Org 32489 % 22510/
H-CHA, 34 42%150 U/ H THIBETH - 72, FHkICH
[F R RER T, 112509 5 225 TU/H CThila L 72 #%
#1358 4 Td - 72, Org 32489 DL H-RITH AN
BERH DI S A - 7225, F1 1 H¥EG R s EE
RREBRDZ N EFHPL L Tz (F4) . SHEERRER &



FH 1541 H

VN

#2 JEBIOWR

) AR BR CANE Y SN
HERMR
n % n %
HH A A FUEE B 158 — 132 —
T L) SRR 156 — 123 —
Org 32489 ¢ 5-EH1 153 100 118 100
hCG ¢ 5-4iE Bl 149 974 112 94.9
FRIY I Jtih B 149 974 112 949
2 5 FE e B 148 96.7 112 949
JHS 8 A 92 it 450 134 876 106 89.8
#£3 JEG O
ARER (n = 153) HHEBERRER (n = 118)
i %) 320 = 35 325 = 36
HE (cm) 158.3 % 5.0 1644 *= 6.7
HE (kg) 514 = 56 620 + 82
BMI (kg/m?) 205 = 2.0 230 + 28
HEERM (1) 29.1 = 20 282 + 15
A (5F) 39 £ 29 6.3 * 32
BERMAIE OB (%) 575 414
BRI DOBEERE (%) 425 585
PEDKEHE (%)
PHERE 248 69.5
B NI 78 85
PHAE SRR R O T-E P RAE 20 42
WA T 432 0
D1t 1.3 25
B4 209 15.3

53(53)

W U CARRBRO 5 S MM A EIcl» - 72 (F
4).

3. WROREHLFLVE M

YRR (10 mm DL L) ofE, ARBX Y LAE
BRRBTHE TS o728 (F4), WROF 4 X0k
AR TEM L Twz (X 1),

Org 32489 5 THEDE, LHB X -7/ u ¥ 2 5
O v OMFERE ML Tuvizas, FSH M IEAhE A8
BEICH L CTHARABBRE CH TR -2 (R4, &
ECHIET 2 &M FSHEIC A RO Sk h o7z
(4 2).

4. BRIRAER

AR & AL R R B TS S - AR AR S H
BERANRL, FEFEE TH 2 RIVBIEARER

ENEBRRBRTRBETH D, WTFhoRBRTHF
SN 85% ML T 7z, RO EF O
= (RRBCEBUERIIEL G275, S EERRER
TR L) 2RO RISEEEZ RIZL v
BEUATETE RV, FIPICHL T, B8R
BB % A L 7= oW L7 (K 3) . &
OEAER (n=81) T, HIPEA 122MTH Y, =
NP EAES % &L E R TORIME (127 1) & 13
BRETH Y, SERRREBETHE O -REEE FL
LTw7z (95%CI= -2732~1.712 ; P=0.6512).
AREIBUT BRIV, BAFEEE X O IRAR b
&, SHEERRGRERAE R L AT ENICE B R I o
72 (F4). ARBTIE, Y21 BokrgMshz—
Ji T, HHEEGRRER T 25 OB B S iz, AR



54(54)

FEARF-HL38 2 SRR R 0V 2 % JH oo 72 3 S0 0 BE o H A

ik 48%B1-2%

4 AGRER & SEERRERTO Org 32489 ORI FLig

AR ER PANEl AP RN D 95% )
mean * SD mean = SD 3 B IX R * p fil
1 H P45 (10) 212.0 2104 na.
Org 32489 O #FL 58 (IU) 1,781 * 562 2,063 = 668 1314 to 4318 < 0.001
E5-HE (H) 84 =16 98 = 1.7 1.04 to 1.87 < 0.001
# 10 mm LL Lo R g () 105 = 54 128 £ 7.3 0.80 to 3.90 0.003
hCG &5 H i O & )V E il
E> (pmol/L) 7,651 £ 5,396 7109 £ 5,143 — 1,845 to 760.1 NS
LH (IU/L) 1.7 & 1.0 15 =11 - 0439 to 0.075 NS
FSH (IU/L) 145 = 5.0 123 £ 51 - 351 to — 097 < 0.001
P (nmol/L) 42 £ 20 36 =74 - 1.84 to 0.66 NS
PRIPE (1R) 12.7 = 96 117 £ 6.7 =3 teld NS
IR AT EC () 108 = 84 100 = 6.8 na.
R () 7.7 £59 73 £ 48 n.a.
B () 38 £ 39 45 % 38 - 021 to 1.71 NS
BB 5B 3 72 ) DFER (%) 85 34 - 0.106 to 0.004 NS
KA 2 72 D) DFEHE (%) 16.7 114 na.
B 5B 3 72 ) ORI (%) 229 26.3 - 0.070 to 0.138 NS
BRI IE P 2 72 ) OIEIREREE (%) 26.1 292 n.a.

95% A WX IR 13 A AR GBS S S ACGRBRAG R 2 51T L 72,

n.a. : not available

i m A
ERANEIH N G

(F¥+SD)

G g (f|)

>17 mm

>12mm  >15 mm
] R Y

1 AREE (n=149) L HHEIEEKRE (n=112) T®
hCG 5 H OB E 44 X

>10 mm

B RERIZ, 198% (71~242%) Th -7z, HHEIE
PREABRIC I U Coi SR 35 T < IR IRMke 38 1345 K
M odehy, TROHOEIMEAFMICHETEI R 7
(#£4).

5. EMEHT

FSH #5233 2 00 B BOst: (BRI ED) 12Kz §
il & O B OB W TR PIRHT 2 4T B L 7=,

ZOFERZK AR L7z, WRIVBUTE R ANIEL L
TEY, WIFhbMEIENET Lz, ked EROI
W (20~24 ) TREBEEDD % HLERAHEET
o 7z (KRB n=4, SHEERRB n=1). k3L BRI
BE o BISIEARE & AHEBRR RO VWFhIZB VT
LHMEEEEDONT, £/, T0kg 22 A TIEHA
ANEBRZE2H LB THBIEHL 2> 72, Org
32489 M F-¥y 1 H¥% 580 X 2 N Tk, 1 Hixh
BN CIE B CERIN S A O & ASAIRER & AL E R
KRBOWTIIBWTbRE Nz 1 HiE5EDK,
hB X OREICEN LG, EBERoRE (%) &
HARNZYETENZEN 36%, 48%, 15%, AHEIAN L
TENZN 39%, 46%, 15% L NFRITIZ L A &%
PRV EAREN, BEGRICOWTIE, 1
H R & oM A A S, FRIPEDOD 72 WiER &
%\ HEFI O T B O 53 A (X AGRER & A BRI GRBR O Vg
MCBWTHHKTHEZ LB E R 72,
M5I12RaEN5 LI, BEEHD ORIPBE D5
fib HARNESAFEABEBRER TAEYZ L, KECBV
T5~14 xR E 7z, .
KIBIDAIWIRENS E91Z, HARAZEOKE
A3 MLiE FSH IRFEDS S 7 o 72, W BB S X 0% )



P54 )] 1 H

A ke

A 55(55)

o A B R AR

357 o Atk 35 1 o Atk
3 FSH=0.07 % $% 5% +1.03 :1 . FSH=0.06 X ¢ 'j- 7 + 053  »
30 1 - = 30
3 25 g B . ’
= i
S 20 5 = 20 5
=15 i 415
2 2 o
2 & =5
. 10 1 < = 10 1
§ 8 g °
_ ° 3l e Vgl
8 ° ) - 5 1 ® ) i
FSH=0.06 x 3¢ 'j- 1 — 0.36 s FSH=0.06 % 4% 5- 1 +0.24
0 ; " ; ‘ ' 0 ; ; ' ;
0 100 200 300 400 500 0 100 200 300 400 500
hCGHe - H OFSH% - (TU) hCGH#% 5-H OFSH¢ -5 (IU)
2 AR SHEERRERTO hCG # 5 0 0 IiLil FSH i
A. lnil FSH B (KEARIE % L)
B. RHEANIE L 72 1fi% FSH #1E
B AGtER TR L 727%, $NTHBE L. SHERRABRTIE6
" B SHEIEG R % (51%) OWBRECHE LA ERGIED SN,
" 127 . CEH#) ARBAT, Org32189 (2 W+ 5 HEFLD S LD
108 100 % WE SN0 OHSS Th Y, EEM=1), h
2 107 = B (n=2) F7EEIE (h=6) LAEEhi Shb
= 8 O OHSSHEF DS L APINEE L HERRE LTH
g 9] #E4L7e, OHSS (RELL W) 0 2 B1i3, 5k
41 Lot ZOMOEEHSKDS b, EAIHET 2
2 1 bOE LT (n=6), BMHM (h=4), KA &
- . - | =) HEPBDLN, WTRLBECIEShE, A
I v RERIZ 51T 5 OHSS SEPIRBEIED b OF% <, g
(ICSHE IR Bz <)

X3 ARE (n=149 £ 7213 ICSI Z B 728 n=
81) AR AER (n=112) TOIRIPIE e
720 ORIV

FIR RIS BETIREOREY, Mo M &R EC
LoT MEENZ2 0l el T 5720, 2 004
BB WTHRED 72 ) Ol G & & k5 8% g
L7, REH7) 05 EIZAAATEL, FE
H72H OG- RIGAERANEHNEANLEDOOTHIZEY
THIFTMMEL o7z (K6). 72, OHSS OFRPHK
LG s O ED SN G h o7z (X6).

6. et

ARERTIE 10 BOWERH (65%) SEE AT HR

R HPEE OHSS OB D4 - 7225, T ORBIARIEIIE
R CORBELMEETH -7 (17).

Pt FSH difk B & 08t CHO itk id w3 h o Bk #
ThiMsSh a7z, F72, BRBREMS L0 A
WA v OEIEE CTRRKRMICHEE 25405
72

z =

ARBIEHAN G A2 WM RIC L 28R TR
FSH (Org 32489) % W2 & H D IVF TORKREET
HY, AHAART IZBWTHM THOLE LR IHRE
ThobDOAE LT, RIVEC MR RE, Org 32489
% o 7l o B R GRER 0 BGRE <2 2 o Ath P i) ok
VE AP CEICHE SN TV S DO LITIZFR%T
HEILHPWHENE RS, REMOFELRBETDH



56(56)

% OHSS I, 1973 12 WHO 12 & » TR LI Wi
Wiskig (CHe U CH @ S hds, 2oRBEIE COH I
BUsIhEToMmEL KT S LY, HEE,D
HVIMEWAEBIETH 5 72,

LS
e B SHEBRRG
a (P34
.
&
&=
#
20~24 25~29 30~34 35~39
3
fhil
15

10

I (18)

5
<50 50~59 60~69 70~79 80~89
kg
ERCH T
20
= 15
5 10
=
® , b
< 200 200~250 > 250
1U/H

B4 AERE, REES X1 HPSRG R ORI

35
1
30 1
25 1
20 1

15 1

WERE DOEE (%)

o

10~14

Wz TR 2 SRR BOR V€ & B 72 R RN B

15~19

HAMEZEE 48 %1275

F 72, ARBRIE, Org 32489 B2 F 5 DK Lo A %)
e HAANGZHES L OSE AL TR L
R NOREBTHH L. HEALMEDH[{ SNz Org
32489 DA & AV 5 A & H A NICHHE
TEANEINZERFATHIELSHOHHOVED
THbH. KRB THEBNRE &> T2 ERKR A
1 1993~1994 4EICFE RIS L, 1 BEIC Org 32489 A
Behah, WORIIIHANICEGE SN0 TH->
720, WEREBRO LA W F I RS IR T ERD,
GnRH 7 T = X b O 5-FMaR M, A EEE, 1CSI
DORE, BHEHMEROFEFIBTVWL 5POFR—
HizHad, LrLiedn, LFICRT EB0ERKER
WCHEE RIFS ot EZON T, WA
tbuorrsrabra—VEEH LAY, GnRH 7 3=
A b G HBRNOENE, gy 7a ba—niZ
BOTIERIIMISEEL2 RIZS 20 eGSR T
WA, MREE BTy L F L —Y g ok
A3E— (Mg E, i3 50 pg/mL ki) THH, D
LR LODL FSH #AO& S BHB S h- 2
Lo, FEFEEE THARIPBUITHE L LITL
TwhwnekZEz ohiz, Tz, RIPRITEEAEE R
HLMTEZhEEO M E TEIERETH -
7o, 5T, ARBRCIIERE B 2 w5 IVF 22
TEZRO N L LTICSI o7y, #EEFEIE ICSI
EIVEFTRIFERHLLTHE I EBHESNTE
09 FRINBUTARERIC B VT ICSI B &2 sk L T H
FILABATHIIZNUTHY, ICSI 2 EDH I LD
FEFMEHICEE2 LT3 o (K3)
L, TOMOBEHICH BB e -7 £/, #HEW

B AR
0 HHEE A AR

(P31

25~29 30

|

20~24

PROVEL (i)
M5 RIVER OB OHIG



ER 154 H1H

REDH ) oM G (P £SD)

Atk i

57(57)

KEH) OREGE (P £SD)

90
a 80 1 g o
%o 70 A 2
S 60 ¢
= 50
o]
I 40
o 8
g 301 § 0
20 M 8
1o | OHSS 3342130 30£1155 OHSS
SHED] gz
CANE N AABR

M6 AREENEHERKBETORED ) O oS & EORE S o054 E

8
<
7 <
— <o
26 o
Ss| e :
= <o (o)
4 e}
%
3 & { 8
= g
2 8
|| OHSS 33105 41007 OHSS
0 k) 2
A1 I R SR B AAER
OHSS F& B Bl
45
g B8 W AR5
35 m S R Sk

CFH )
=

OHSSHEHE (%)

e

B ik

X7 ARER (n=153) LAEEARRER (n=118) TO
OHSS FE B

WHON B RWBOFMICEE L2V EEZ O
b, 50, MAEEH 1 H 15010 F 7213 22510 TH
H52BMG L, 5 HH LRI H &R 217 - 7225,
AT 225 IU/H TH G & MG L 8BS OBl &2
%o T HERA RSB TS e o 7. Z D1,
2 HABROERR W OAR S X M L 7o st L
BAERNHDHELTY, ARBREGH & S E R R

WMEDOHBWMERMEICE ) LAARIEETLLOTIE
TWEEZ LN

—7, KRBT, SRR ARE & ®7 0, Org32489
DR GBI 2 L G5B <, F-10i FSH
HAFED 572, ThH0ER, HERAZRO Pk
PEP o722 EICRRATZIDEEZ SN 208
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&2 IR B B A D B 72 T 4H 22— 1 il
BERTLZIETY BWEHE Q0H70 150~
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7u7 4 —VIRRENENOBEZZFIIwEn)
ZEFEZOLNL, E5IT, AR, HAAL

PEZB VT Org 32489 2459 2B LT, WHHlH
I B¥RGHEOBREIEEPORENTHLEVH) I L
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An Open Prospective Multicentre Study in Pituitary-Suppressed Japanese Women
Undergoing Controlled Ovarian Hyperstimulation with Recombinant
Follicle-stimulating Hormone (Org 32489) to Compare
Japanese and European IVF Results

Harumi Kubo, Satoru Takeda”, Katsuyuki Kinoshita”, Hiroaki Motoyama?,
Shinichiro Kobayashi”, Yoshiharu Morimoto”

First Department of Obstetrics and Gynecology, Toho University School of Medicine,
6-11-1 Ohmorinishi, Ohta-ku, Tokyo 143-8541, Japan
"Department of Obstetrics and Gynecology, Saitama Medical Center,
Saitama Medical School, 1981 Tsujido-machi Kamoda Kawagoe-shi, Saitama 350-8550, Japan
“Department of Obstetrics and Gynecology, Juntendo University School of Medicine,
3-1-3 Hongo Bunkyo-ku, Tokyo 113-8431, Japan
“Department of Obstetrics and Gynecology, Kurashiki Medical Center,
250 Bakurou-cho Kurashiki-shi, Okayama 710-8522, Japan
" Advanced Fertility Center, Seichokai Fuchu Hospital, Fuchu Hospital,
10-17 1-chome Higo-cho Izumi-shi, Osaka 594-0076, Japan
?The Center for Reproductive Medicine and Infertility, IVF Osaka Clinic,
2-30 2-chome Nagata-naka Higashi-osaka-shi, Osaka 577-0013, Japan

Objectives : The efficacy and safety of recombinant FSH (Org 32489, follitropin-B) was assessed in
pituitary-suppressed Japanese women undergoing assisted reproductive technology (ART), to compare
the efficacy and safety of Org 32489 in Japanese women with those of Caucasian women.

Design : Open, multicentre, prospeéctive trial similar to a previous European trial of Org 32489.

Subjects : 153 Japanese women to be compared with 118 Caucasian women undergoing Controlled
Ovarian Hyperstimulation (COH) for ART.

Treatment : Daily subcutaneous administration of 150 IU or 225 IU Org 32489 for the first 4 days, af-
ter which the daily dose was adjusted individually. For pituitary downregulation subjects were pre-
treated with daily intranasal buserelin (long protocol).

Results and discussion : Statistical analysis of the main efficacy parameter, the total mean (= SD)
number of oocytes retrieved, showed similar effects in both races: 12.7 (£9.6) oocytes in Japanese sub-
jects versus 11.7 (£6.7) oocytes in Caucasian subjects. Other clinical outcome variables were also com-
parable : e. g. mean number of good quality embryos per subject (3.8 versus 4.5) and ongoing pregnancy
rate per attempt (229 versus 26.3% ). Main differences observed in this study versus the European
study were : a shorter treatment duration (8.4 versus 9.8 days), lower total Org 32489 dose (1781 versus
2063 1U) and higher serum FSH levels at the day of hCG (14.5 versus 12.3 IU/L). However, the total dose
per kg body was similar in both populations. And also the difference in serum FSH levels completely
disappeared after normalization for body weight. Therefore, these differences could be attributed to the
lower body weight in Japanese subjects. The influence of body-weight on clinical outcome such as num-
ber of oocytes retrieved appeared to be completely corrected by individual dose-titration. The inci-
dence of moderate or severe OHSS indicated similarity between Japanese and Caucasian subjects (2.0
versus 3.4%).

Conclusion : Since recombinant FSH (Org 32489) was equally efficacious and safe in Japanese as in
Caucasian IVF patients, the outcome of foreign clinical data on Org 32489 to the Japanese population is
applicable. Recombinant FSH (Org 32489 solution) is a new treatment option for Japanese women un-
dergoing COH for ART with several advantages over conventional urinary gonadotrophin prepara-
tions.

Key words : Org 32489, follitropin-beta, assisted reproductive technology, in-vitro fertilization, con-
trolled ovarian hyperstimulation

(Jpn J Fertil Steril 48 : 49-60 2003)
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IR - H TR GAP1(H L ij o X & o> fiif) G2P2 GOPO

Az Severe Dysplasia Severe Dysplasia atypical endocervical
glandular cell

=% B Qo 4P ¢ W MPW NCF

R CIS SCC hyperplasmic columnar
epithelial cell

FTY S L B 0 93 B W AlIS"+Dysplasia SCC (microinvasive) +AIS microinvasive adenoca.
(CC Ia)

T3 B1E ) B3 W i fak (g Fatk

R ARV IR (+) 4 Il [ SR AT (—) (+)Clomphene+hMG+
hCG Tl

W9 PE - HPE 3,632g W, Ttk 1 mlHE, (=) 2,506g L.

34268 DLW, 202 IHO

ViLRE.

* adenocarcinoma in situ

W DA ORETIIZIFIFED LR TVDEA, T
SHERI NG OS5, AT O] M id F 7255
WMDENEZHTHD., HITBHMOLEIL, Wil Lk
AL AT R D AT R A 72 O PRAEI 2 R AT
BB &) 2T OV TR BUE b EBA %,

G, A - SR #0190 42 T HE DI ER ) A
T follow up L 7z 34 1 @ P 8 80 b #% (CKC: cold
knife conization) D2t & M L7z O THE 4 4. 8
WML DR, PESERE K PE I AR CHISELIRR - 5
HAE L 72 40 LA F OSEFNZ D W T2 D H O IE IR
ARES L, SURIRAE WU 4 T & IS V) BR SR AL 4R A5 TT
FENE D T DTS E G L 720 TH DO THE
HT5.

ERIERE

FIAE MR H RN CREEER GEF 1,2) B &
OVEEFII I R doe N (RE) 3) % 275 L 11 S el
Ha# T atypical cell 2B &4, F#ELIER (CKC) 12 &
0 Lz G A adenocarcinoma YRR S N7z A1
Zindr L7z 3FER 2R 7.

JER 1 MK. : 36 i . M2 G4, P-1

| BEEERELL: Q=TT RET AN
EERERARZZZL, SIER) -7 2Hshr.
AR Y — F ISR IR S e o P

TS o 5 38 M B2 75 T PAP Class IV (4 1] i3 14 % %t
W) TH o772, 12 24 HIZEEEE R A FE 2 /3
s Lz, HHAL TS PAP Class [TIb (se-
vere dysplasia), Colposcopy & M Tid CIS DB Wi T
Hotz.

B2 1 25 1 Sl By ik AR ABE, 3
H 3 HIFESERMEED M (CKC) 2Mrbhiz. 14
SEIL MY B R O #7,10,11 2% AIS, #6 2%
Dysplasia T margin & negative % @ T #EUJ B 23
HEEZONZ, WA HBEOTH 1 HICEE,
BB Td > 72D BETIER L Tw72, 1998 4 2 1] 17
HIZ3632g Y A e, HIZ 248, 1999 2 H
14 HIZi&, PISEUIBRS: 2 M H O 4E4k 7~8 3T H Ak
BE. D% T 2 A5 #ZR#EIZ, 3 B H O
#L [ 2 nicsaze g oxim gL
HIZZDOHMHEW RS 5 FEHD 2002 4 2 H 14 HIZ
R4E 0 BERE 7 BT HARRE L 7=,

JEP) 2 R.T. 35 1% © M2 G-2, P-1
| ERREEEYE TR R O TN 13
%, Candida BE% & BMW S NADRIRITAT - 72 75
SR E M AMNE RS T PAP IIIb. 9 H 30 H PE 3 16 K0 It A
FraE#ianzs L, #iEZ PAPII, Colposcopy £ & O
TR L B SNz 11 H 1 H e S0
$ELIFE (CKC) LT SCC (microinvasive) + AIS & 3§
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L -

€1 dEH 3 o - SiFMIIZ  (Papanicolaou %4ff,
% 200)

A L% /MA@ H 7D atypical endocervical
cell 235 &M, glandular dysplasia 7> 15 S8 I
2 NI 23BE D AL S I S WL

B W X M7z, margin (& negative 72 O TH#ELI B3
B E 2 SNz, LB, BNATIEDH 5553 R
IRICIEE > T,

#iEf) 3 YK ¢ 30 1% © #IBHE G0, PO

B 0 7 sk AR S
bi& 22, HESREEE O B W T Clomiphene W Jj S 1
T\ 7z, BB o -5 SHEkE M M2 T atypical endo-
cervical glandular cell 2338 & LR (B #i ki) & #140
K7z, MBLESHT I, SR LB/ MEO H AL atypi-
cal endocervical cell 285 & 15 SHE IR 23 5E 2 S
7z (K1),

INKRATE 4 PFRIE T NSRS eHE R
LA EAD L IEFILEHEShiz, iz &
& 3 BT ® Punch Biopsy Ti3% B o I 1 Fz oM
NatE 2 OO RV L B S iz, 20, #5
n iz nokbie s, 3 7 22 veoreio i
B T8 2 @ 1 B A T 1 glandular dysplasia or ade-
nocarcinoma in situ (AIS) 235D 1727205 SHEH
HEUIBRMT AT S e AP L7z, o~ —» —
¥ CEA<05ng/ml, CA125<6 U/ml, SCC<0.8 ng/ml
LETEETH -7,

5 H 18 H cervical cold knife conization & ECC ($f
HPRRRE) % fifr, WEREEA X D Carcinoma collila
Lahrshz (M2) . FEafibing (TAH) 27
AURHE R IR EE LTI S B RA AR, 1%
OV 2AZ R TIROE, TOF EREERLELL TH
MBS I LT,

14 2
FE S S OB AR OIS, BrhRENRE, R
ZED FEETIRO AT 2 o T
L. EEESME (G2) REMDbILS,

JE] 3 O AL HHERE

9 H 18 MICEANG AL & 2 WA T
ZH L HEHKO2m NMTAbaT v - R
4 K" (FEM) IS BRPETA P52 i3 20 ng/
mlBF, Y27—A7v7LH" (HHME)IZ L BIR
LH @tekeidiatt, 9 A 25 HOBETHHNEIL 13
mm, ASRYEIC 124 %68 mm O EAEMD b DD 5
2% My 7raes 259 »904ng/ml THEY L T
WAooz EMRBHAM L, 10 J] 2 H Duphas-
ton* (5mg) 2%E% 5 H M PREHER L5 S Ty
LZOTHEIEDEAKRTH 722 d3bhb.

10 J] 14 H Clomiphene (50 mg) 3 $£% 5 H Bk X
7 (FEOGEHYEE I8 L T hMG ofE% FUf, Clo-
miphene ZMih L FAL)) . 10 J1 16 H (Day8) @i
A 10 mm, YPBEE 11 mm, 95 mm, 9mm,
11 mm, 10mmx2® 6, KONf A baT v -
AT 4 FYiid 20£E<40ng/'ml Td - 72. HMG H
fF“% 100 U #5 W kS i 47 (1l H). 10 )] 18 H :
HMG H#F* 100 TU # A4S (2 I H). 10 J] 20 H (Day
12) OFFT T RAL T E B 15 mm, JRRLIE/E 0 20,
18,18 mm, 45 : 21,19, 15 mm. R A b s i 80
ng/ml L t, Y27—AF v 7LH"TiZ LH ZBRHET
- 72. hCG 5,000 TU fHATEG, 1194 & b 36 RO
Coitus % {538 L7z, 10 H 23 H OB F ¥ T E M 16
mm, BB R Y 75 ZFICEE, LT 44 em %
38 cm, AEPRE 1 35x3.0 cm THEEEE OB B8 ) S
foefE (OHSS) FiARTE & KIF L7z, Duphaston” (5 mg)
Z1H10mg7 HEMIREE7. 10 H30 H (Day22)




64(64) TEFRRAE R E CHBWROART follow up L7z 35EH HAMEAZE 48%1 2%

DHMEFEWTIHHEOKE S134 1 67cm, £ :813cm,
MK B R LT/, R84 5 10 H H T OHSS 133
ot L T B 233880 5 117228 Proge-Depot® ($#H) %
125 mg i AES L 72, 2000 4E 11 H 6 H R hCG
SEMEAITE CIER E B0 Sz PRk 16 HH T
BRBIEAE 45 cm, £ 65x45cm. 11 H 13 HiZI3H%
(GS) ZFHMICHER, 445 M2 HOBK. 11 H 20
HiZi3 ke Re04m (FHB) 252 T & 72, 12 H 4 H, CRL
i3 16 cm. #4838 2 H. 12 J] 19 H, 454 10 38, CRL :
34em.6 H 15 H2 5 30 HE CTIRULERETAREL 72
VARt M Ic B e <, 7TH4 H TR 38 M 1 H)
2504 g DLW E W5 53k, APGAR 22713148
Fo 0B IMTho7 H2 FHELD Y FEfli
LT, (200341 H 4 H £ To follow up THIE
EAw,)

z =

1952 4F: 1 Helper © %% 1~ % & @ preinvasive 7z i
DB E % ALl L7z,

AIS ZBUE FESTIRE ORI R HE L EZ2 Hh
TWwaH, FEHEBORT LENGEE-T, FH%H
D AIS 32 DFER, BW, ZOBOEMEIIRMEE
THEMDVDHPNT VD, BHIB O T R
AT NKZAIE 4 TREAGEZRELVI ENSRER
PHEETH A%, AIS O LA F LR LN
W52 &ML TW2DOT, FHEMWRTF LEROKLED
OMBMIZHAINTVS, FHZEELTH, FEH
RO AIS FERIICIE T H M8l ciibh
T&R LALAaYS, 2o LERNOKBEIZIFEDIT
PVEORKER BT D EERORNIRET B &
BE VO TFEHEMIZT ARSI S option Tl
WHPL W, OO, BRFISEFEZRET S
R (MSEYIRR) 2, AIS ORAHRSE (5 2HHH)
POV VL I LIELIENS, 1997 4ELIBED R TIZ
FISELDERIC & 2 PRAFIO 20 T TR 2 1L 2 7817
M%) DO0H LA (2), TNEXIHFTLMEIS
EETOEIALR, TLTTHIBERORENEIC
DVT, BHINAZTHIE, WERCHENIREES
I LSV OBERETH B,

R AIZIE, FE SRR AR ZE (LR PO &
/N TH, 40 UL FCREMREIR, M5k
LI Bk @ Margin 2B PE THMELIBRASHEHN E E X S
n, BEVPEEOGKRMEZ ML, %2 follow up
ZZIONLHEEIE, TEERREL, E8ME2 00

THIEPWRELEDNS, UTICZORBIZONT
XHRMICEHET 5.

R o1 5 SRR P B © 1313 BLAE £ C Radical
LR D BB OATH - 7228, BETIRS
D& RO TEFIRMIIE L D RBEDO S0
EREBEETE I -2, Ch3FESEEO
iV LS COEAEREFRORBYOEE TS
%, &EZAHT 1947 T FEHERD microinvasive 29
DB % AR L 72D 1F Mestwerdt® Th b, &
DHE L% DIERFKIE, THFHMOMNZMR T LE
A2 DA microinvasion &) SHEEBML, MK
BERETEHINRWEEZ T, LR FE%
AR X, &\ F W T controversial 7 b D & LA iR
SNT L7 DTH 5.

1997 4E @ FIGO £ 3% Tld, Stage IA1 I3 FaHLE AR
V- EERTH S ) BN TH A 9 2%, KBS S D in-
vasion 2°3 mm BLN'T, SMUMEDILA Y 537 mm LA
La&N, CoOERLK, FEHO AIS RM/NEHBO
% RIS T 5 PO F— s 2P L2 TL %
£ 9127% 5 72(3 3). Stage IA1 TV ¥ 7R~ DEH
R T H PR AR DRI 2 O T, Schorge 5I3H
EOERT, 5 AOFEHFEHMM  Stage IA1 THSEY)
BROATHMBE A7 HEOTHEZBIE L T2 955
HAHIRBIE v, L LIS b & OB ME
Z T 24RI3 L1 McHale 5 O DA T 725 0w,
McHale 5 32 B H L 054 A CF 2 4F #h 30.75
%) OFE MR Stage [A1 % [ 8 Y g 0 & T fol-
lowup LT3 AR - HEL 2L 59, $/220A
CFIJ4E#G 31.65 i) D AIS DBHETHHHEWEROAT
HBEBIREL, TOBROILRFEICIOVTORRKIZ R VA
P S GO BRI DAFLE DKL 72 THEBI D BRI 3 2e A o
2B, K2,3ICHEOTEHEO AIS B X U Mi-
croinvasive adenocarcinoma O P g ) B o G # 7 5t
CDOWTOMmX%E 1I8/IZET LD, 1996 EFTD
WX TIEAIS THIMLR L 22 BOBRTETEICKE
B D HER DO TFHIRAI I B EN R L%
W, LA L 1997 fEDBE 2002 4E F TOF L TIE, M
Ik Margin 25ME7% &, ¥ follow up T HEF
FRAE L TP R R REE WIS s T
WHZEDGDH, LHLFE3 D Lee, KR EDGHLIZ
INEYE  OFTEHHIMBA L AIS 5 54T LR
LTHhHHRELEINTWEIDT, KD AIS LD
Data I MBBIZHM AT AR LTVE EBE R D,
DAETY, FEHFERT LR S &0 T HEHED
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T-E G AIS B X U microinvasive adenocarcinoma T 1% & SRAFMIZILY P - 722G o L o Huly

#*2 AIS
WEomE WAE IERE 5

Lea, JS i 2002 123 S BRI O ECC 1Z5EAE AIS @ FRNCA R CRIR A EL D 2 Wy

Kennedy, AW i1 20022 52 CKC - F i AE O {5 1E Better. LA L Margin 7% Negative T 10% (2 AIS
DEFE.

McHale, MT 1t 2001 42 AI%’C*l‘]ﬁEUJI‘fI? Margin %% Negative 7 5 & OO ETF L S # o ihdr
.

Ostor, AG fit 200020 100 CKC ® & T Margin 7% Negative 7 5% AIS I3 7= {F % Follow-up k.

Schorge, JO 1t 20001 5 XA AR UL B E O E o Lo e e,

Shin, CH 1t 200022 132 - AIS T Negative Margin T#i W It A7 © Cone Biopsy Alone Tt
I

Denehy, TR i 199729 42 ECC & Cone Margin T AIS %% Negative % 5 T-F{ I TRAF 0T HE.

Kaku, T it 19972V 30 ik Early Adenocarcinoma & Stromal Invasion ®{E S 2315 Y) ¥ /3 f{ifnf
L BFRA.

Widrich, T 19962 46 CKC )0) JHASLLETZ X 9 b B, (Large Loop Excising of the Transformation
Zone

Muntz, HG i 19962 78 Negative Margin T TAH L 7261® 17%(8%) 2 AIS OFkAE. (12 M D X D
Review)

Wolf, JK i1 1996> 61 Cone Margin 23k - BBYEICH b S, FEPICERITRENS W,

Poynor, EA it 199527 238 3% H - Tl Negative Margin T 40% (2 AIS 5% {f, Positive Margin T 50%
1 AIS 5%AF.

Im, DD 1t 19957 18 Negative Margin b %47 AIS OffEFAE .

Muntz, HG it 199228 40 M4BT AIS @ Margin B2 S el ik CRIBA MV 5).

# 3 microinvasive
POENOk: WiE EPIR 5

McHale, MT fi 2001 20 Stage A1 TH AIS & Nk if#E Jigt <], (FIGO Stage 1A1)

Ostor, AG. 20002 436 436 B P EEY B A TREM 2 A 72013 21 PIOAT, MRS LD - 7.

Lee, KR it 20005 40 %L O IR IZAISH S 5 EIEERBLTARLD0NL L llbh s,

Schorge, JO itz 1999% 21 Stage IA1 3 ¥ SRR 72 © TH VIR A TAH 25#02 % 5. (FIGO

Stage IA1)

BHFTRBHFENHINI TEEZELT 2 H 3R
i, VL2265 ERbLNBY, L L—HIiZid
TEHFEHRAR I ERT EEEICERTPHRIZE
WO HAETY, TE AT O MURE O 8 1340 T
P, o THE, HAc D 3B OB FEERIRA (AIS
2 5, SHERHRAGE Ta 1 1) TIISEUIBRTEC 2 BIAYELR - 1
FEL, ¥BBISMETOMIED v & v ) Wik Al
PRV EEbNh s, MEEYREOIERIC OV TIE,
AR 5 A 38 FI O FI T SRR T LB R & T SE V) B
M- E G D & T follow up L 72 DT zIZ D
WTHE LTV, 38 Fl 20 BB BA XD D 8
B (40%) #EUR L 4 B1A50e, 1 Bl 29 38 TH:LRRkSE

h, ZHELTS,

LS OFREFBERFCHEICE Lok, EEEX - R
BB OISV B O A TEIS LR R ALY D - 12
LEbLND 41 B CEAFER 317 5%, s 40 6%, fefik
23 1) T 27.5% HYENR L Ty 72, 1985~1986 D 1
AR ] ) pE E IR KO It AFEAS RSV R 2 B0 B NI
DIFRHFED 22% £ 0 (30 - 2 0E A B AL 7R
Motz THiE A FIASHUCPSEMIBR & L7272 T, T
WHEOFEFR TIEIIC LT, FRTI A ORI A
Lholzl RN EMbNS, LA Lad o ik 11
B, FARVERE 2 B, N TUWPE 1, WrE 1 #2dh
) Schirodkar T#i & Z\F 7281254 Bl - 7= 4R 11
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PN T E A LR (ATH) 12X 202081 il
L, AIH % 3 [l F Thiifr L7z hE A% 41 Bl i 2
Bld 2 NREN HITIIRICIE R > TR, JEFIEA L
T, PISECIBR T TR DAL O AT N T- R 4T ik b o 3
HREOREN 2k Tulh ) pidRidTal
Mol ds, TRHIOVTIEE R LBV LETHS
9. MHEBIER 0 & T follow up Hr @ JE AL MR (2 2 Bl
@ % (1 Bl Dysplasia, 3 9 1 #i& PAP Class ITIb)
DRRD LN EBNL R h - 72,

TE&H

1 FESEBIRRE w2 (AIS2 1, SHFEBHRHE Ia
1%0) 248k (CKC) @A T follow up L7z 3
IZDWTHl L7z, 3 B, SR IER PRI 7225 72 2 f1
1 B P SE DD BT R L RICHT R L 72, B D 1 B
HESP - #E H X TdH - 7243, Clomiphene + hMG + hCG
HEW A et ab iz - MipE L7z, 31 & SRR 5 4,
3AE, 2AEOFGETPII IR IERED S Tuin,

2 1985 4E7 5 2000 4E F TO 16 M MEEER K
SPRE I AFE 3 X OB B T ST I 28 & P S
LIBR S M7 124 f0rp, 2R IEA A3 0 M HELIBR O
AT follow up 47241 Bl 11 ) (27%) 2340 L
7o PISECIBR B2 O A4 11 B RN A 2R &
b O d - 7225, RO 27% 1%, PR
DI TOREMBEETIUARE 145 (1985~1986 42) %
PEFL RO RAIIE R E DI 22% X O b5
7z,

3 REEMITIE, SR W00 4 (L PR
LN TH, 40 UL TERAE L, 1Y
HELIER D Margin A3BEPE CH W BRASHEHEN E E 2 5
n, BAPIHROGEYEZ AL, %I follow up
ZZTONDYAITE, FEERAAL, TR E R
FTHIEREL b G, SHBEMNZ ER TR
HUEND 5,
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Follow up Study in 3 Patients with Early Cervical Adenocarcinoma After Conization Alone
—Can They Become Pregnant After Conization ? —

Kohji Yoshida, Atsuya Kurahashi, Yusuke Matsuura, Meikan Seki, Masamichi Kashimura,
Kenji Uehira", Yunosuke Koyama' and Hidenori Yoshitake"

Department of Obstetrics and Gynecology, University of Occupational and
Environmental Health, School of Medicine, Kitakyushu 807-8555, Japan
"Department of Obstetrics and Gynecology, ATWA Maternity Hospital and
KOGA Central Hospital, Koga-City, Fukuoka 811-3101, Japan

Three patients with early stage cervical adenocarcinoma (2 AIS and one Stage Ia cervical adenocar-
cinoma) were observed after conization (CKC).

Of the three patients, two had normal menstrual cycles, while the other was anovulatory and amenor-
rheic.

One of the patients with normal menstrual cycles became pregnant spontaneously after conization.
The anovulatory patient also became pregnant after induction of ovulation with Clomiphene + hMG +
hCG.

She delivered a healthy baby. No recurrence was observed after 5, 3, and 2 years from their times of
conizations, respectively.

At our Department and at our affiliated hospital, forty-one of the 124 cases with conization, still had a
desire to have a baby after conization. Of these 41 patients, including the previous 3 patients, 11 (27
%) became pregnant. Amongst the 11 pregnancies, 2 resulted in early miscarriages, another resulted in
a D & C procedure and one resulted in a premature delivery at 35 weeks. Four patients had cervical
cerclage operations during pregnancy.

In non-pregnant patients, 2 had recurrences of dysplasia and PAP Class IIIb, however, none of the pa-
tients died. One case became pregnant by intra-uterine insemination.

The pregnancy rate of 27% was slightly higher than that observed among infertile patients in the
year of 1985 (22%), but there was no statistical significance (y-square test) between them. In conclu-
sion, although statistically there would be a risk, the patients with early stage cervical adenocarcinoma
could become pregnant and deliver a baby after therapeutic cervical conization.

Key words : cervical adenocarcinoma, conization, fertility sparing, induction of ovulation
(Jpn J Fertil Steril 48 : 61-67 2003)
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FERIGAE

70— EROFEFIA

—KBORR S FHVE, BEEDORE, EzFT
FHOSEEET—

OAF B GERKAEWAT)
RHRBEERC & 2 KRIABMICB T 2 70—
AEREFARE, R DN XD BRRM LA
DOWEEREZRDTVEA, ~FDOR v 71E, WELEAE
ENEOENCETHD. FLOIC, COHMNORE
DEFHERICOVTHEZR R, 2 X IAMTE
O — VB OEENEN P Y UHFEIND & 2 &Mt
CLTAHBMHAOTRELZEB IOV TR, (1) 7
U— EMEREOBERMER 22 450, Willadsen
X, by Vo2 MK OEIERSEEC X )B4 E,
DBIRAE S~ 2Ty IR YOEREIZKRIIL
TWwh, DWT 1986 4EITiE, L W EAMZ BN TES
LOMRET, vy ORBRAKOMIERENICLS
20BIC X DR TAREICKRIIL, REBERIEL Efish
7z, DWW 1989 4EiZi%, Smith & Wilmut 12X ) &
Y0 16 M HIE OB RO L 58T O 4RI
XD, SR O — L ORBESTET. D, 1t
REEDH H, & ICHEIPETHERICZ OEMOEH
fbAsHE A, BIE £ TITH 600 A PE X iz, 1996
4 Wilmut HICE A7 o—reyd, FI)—0
HEREITHNTT A A, HATHR TR 7 v —
Y YOEE, E5IIYYA, Y¥, 7y, RETIE
ra—rFxaera—ryHXOLELIREIATH
5. (2) MR Y v — Y ER ORI 1) KHEDY
BEHAORE 72V A7 TRFCHAROERL
(20,000Kg/4E) 40 D Db W b X — 13— F 7 Hdi o
U—=7ICE e h, FHAENBEAHIELT
W5, F7:, BRBETIRFOZ0— Y 4HIZOW
T, WHOHDESHE I RELR EORFE R ENT
W3, RGBT, BEBEOED CELMETO
EELIZPE > T2 OB EFESH, 3T
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W Bk

I, ZOWWTATERBSM, HIREEL TV,
) AV EHYOMBRHBEOENE BlEA ) AET
YA IO LS ICTHBDEMR L TR TORM 7
O—rHm R LB s hG, 72, BN
THOZU—= Y FHFUEICERE, Yy < vs 450
- RZIENTELY. LaL, PEOEAD
MHh SR 5 EB/IETCEMES R, BRITEL
THZOHOHREMINFTE L, /2, vV E
AD KA HHEIEOBIKICONWTIE, TR ORI
% DNA OR{FIREDSE#IZ 2 S, T DNAEL
RSN T2 LT, BIEDBBRH#N Tz %
FTANZINME DL ETH 5. EHBREOIHNE %2
fis7=E LT, BESETILVOMBBEERSE Y VO
SRRIIC BRI L C T2 4 L dh 5. 3) |, K
BB CTOBIGETHABZ ~DIBH 7 V%50 KME
@ THRITOREAE TRIZE AR B2 /ES 5
ETHE1HEETLIOIETHMG 25, il
ru—rEWMEESsGEGoBTIE, HWEET %
<= — & IR R AR RS IR L T, s
FOMAAENMBPOAZ RA THBHTE, #
TRIRTHARZABWIC R >TEY, 70—=v7
DEFEHEROES ZE LT, RBIHEROFH
EAEICL BRT50% bBRTE 5. 4) FAEERHEN
DILH =7 2T - T, BEFERL oM
fa (ES M) #hofiastER L, ZoaiktkzfHL
oHliA ORI, HEES SITIEMIE, BEETHLE
L, BHIEHF~OAHIBEShTwE, S 5ICES
BHGRE LOBETH IS ERTFEE LT,
B E G OB ML kO ES Ml 5 A& A oMl
R Z BAET 22 EOMMHAIREN TV S,

SURIIL
S1. BESLUVEEMAEPOYA A 70
714 —IVERIERR

ORINIEE, WALES, hEXT

wiE & (P85 K PEIat)

E A (Rt R Dt B s 17 9 o e ft)
[HY] ¥3Es L OSSR O34 A4
UHEHELTEY, ZOEHE - HKRKERVBE S
NTWBD, A2 DEROFAL v H4 v 7a74—)
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WALV, AR TIIERERZ 7 A5 —+F
(elastase) % RIEDIFEEE LT, Hi¥Ed 2 0IXFE
W4 b AL v Te T 4 =iz TREZ A
7o (R ER BT A v L0 5B 90 49
5OREHIE, —BRRAR, a7z F AP
WO 35 A SR L 7= TR V) > R i i1
TIOfEICH R L2 3> 7 uhdll-1a, 1L-2, 114,
IL-6, IL-8, TNF-o, IFN-y, G-CSF, M-CSF 1 X ¢
elastase {& ELISA i THIE L7z, [ht] QORI 2 Rk
A T8 % &, IERTOERE (elastase=1,000ng/ml)
® 1L-8, TNF-0, IL-lo 3 & O G-CSF (3 1EF #E 12 b
NTENRZENATZITHINL TV 7225, elastase & ik b
i 1150)4‘Hf%l5€lf-? mj': LEDIRIL8TH -7 (r=
0.614, p<()00()l FisgErh o IL-8 & Tl-lo B & O° G-
CSF & oz fh%h IEOAB 2D Hhizhs, 2
NIRRT A=y — U8B 5 2 hholz. O
B @ elastase (& M-CSF (r=0.752, p<0.0001) %
Bt b R IE O K AR Bed 7255, IL-8 13 MM %R %
AT, G-CSF & 3foMBMMRE R0z, (K] K
BB LOSEN P THRIBSN A, AL D5 b
R Tl TL-8 7%, SRS Tl M-CSF 23 RAEHT WL
REEE LTHHTH 7.
S2. FEMNBEMIIICH (TS TNFo D IL-8 E4E
AR
OWAN T, WILSR T, JIEHET
HOSCR, -, AilE kR
JH 4, s (RS IO P i)

CHM) e NIEE A K I iR 2O TNFo &
msﬁ(ﬂr¢7‘& Twﬂximsﬁﬂ rFELTT
rklﬂﬁalﬁﬁuﬂammﬂ e e WG L
TNFo ORI, fi5% J’NI*B@!P]U{E’S: T5H
ERALNTWS, &m BT, FEMEEM IS

¥ % TNFo 2 & % [L-8 PE/EEE~D NF-xB OB 412
DWTHGT L7z, OB EE U AORED S &, Tl
PRI U 700 B 2 2 L — b 2ERBE A & IS M
e % 45 #ERy 28 L7z, TNFo (0.1ng/ml) OAFfE FiZ
L8 @ it fz 1 & 4k 11 % Bl % Northern blotting &
ELISA CTHiay L7z, U Yk IxB (p-IxkB) ZHB L
NF-kB itk % Z 11 Z 1 Western blotting & EMSA T
Fi#i L 72. NF-B inhibitor T3 % TPCK o IL-8 3¢ 8!
R TRBEIIOWTORE L7z, UIGHD TNFo i
3, IL-8BIZT-HH L HNEAZFEL 72, TNFo
WINZ XY pIkB A%FE S, NF«B APk S h

HAM ek 48%1- 2%

7z. TPCK {& TNFo {2 & % IL-8 #in¥ 4 L O EEH 5
Bl i L7z, Ghim) F e IBHE RTEATILC 5 v T,
TNFo (& NF-kB Z it b L TIL8 BE/EZ T 2 & 2%

W HhEzo.
S3. TERBEEDRELZHICEADL 3 RFIEY
mmi&m&w%m
OB MM, ki H R, ik
EOFER N )

(H ] B bk A oD ARSI - JEIFE PN 0 G093 11 0 i
OFMPTEFEBLA WE L, INBSEZ #2953 5 5 H
AT U7z, [5ik] s ¥ Al & b7 L 2z B 70
B, JENRE 80 & x4t & L7z, Db &7k
Mo & Mok 2w, THIN (CD3,CD4,CD8), B
Mg (CD19), NKAMlg (CD16,CD57), #il % NK
receptor (KIR2DL1, KIR2DL2, CD94), macrophage
BEHE7 - (HLA-DR, ICAM-1,CDI14,CD69) O3H %
flow cytometry Tl L7z, LEO#RIZOoWT,
(O PMa5Hr, @@ K (data mining) % H v TP
HESWT A3 B H 2T L7z, DSht] o luld o5 bt
Tid, KM olKIR2DL1 +NK ] (p=.03) &, [HLA-
DR %& 81 e | (B I 9 macrophage @ HLA-DR %€ 3 &
& KM Z AL TER L 724f) (p=.0003) 2SI & Wr
WA Lz, EARTDH I CHTH A3l S 1, KIR2
DL1+NK 2%83% L. F.O Y45 85.2%, KIR2DL1+NK
23 83% A DY 121%, HLA-DR JE8LLEAY 0.8 LLF
& & 723% THNBYE L BWIRETH - 72, [Kiak] P
HiE DIFHEIC KIR2DL1 + NK O8Il (NK A ks 48 )
&, HLA-DR 3B L DAL F (macrophage O Puli 7Rk
BT) PELWboTWDE I RSN, ZOFHHIZ
& % IBE SRS A & & 2 H e,

S4. E NFEREICHS TR TARETI D>
ERFRICH T BRILE S B KU type Lin-
terferon NEE

ORMFRSE,  FAGHOCHEE, ST
b €577 PNT )
BB Tl interferon (IFN)-tau 25 & 9 pEAE S
L, ENIBIC BT 5 prostaglandin (PG) pEA: % i 4%
L, ZHIROFKZRET L L ENTWD, b M FH
WEEZ B % PG %R, A7 04 FhRIVE Y, IFN
EDOMEIZOWTE AW 2 A%, S, b M
PIBLZ 31T % IFN receptor ®EhE, PG 5RO A
T4 FARVE T 24165 L O IFN ORE#IC
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DWTHE 21T 572, <HE> D) T8 MERZE DA
DIFAFHBEIS I L) et R T S h/, B
A2 AT 2FMREFE 7T HLDRL 72 7#
Mg Z xR & L, type IIFN receptor IFNAR) m-RNA
FH 2 E RN RT-PCR #:02 T, MR TE 13 S0 MLk AL
RIS X DA L7z, 72, oxytocin (Oxy) Hll JiE
Witk S L5 MAP kinase OBjE% 7 VN ALk
WKWTHRE L 2) e P FEABERMROEF L E LT,
Ishikawa cell # vy, IFNAR, PGF synthase (PGFS)
B L U cyclooxygenase-2 (COX2) @ m-RNA R % &
Y RT-PCR 12T, &A% B % Western blot 12T
MET L7z, <#HE> 1) IFNAR BB LMk~
AT ECIR B TR S, WA
, HWETHASHYICHTHEERLTW, 72, F
H B MAP kinase (3 H 5 5 B2 Z 0
PEAH I L Twv 7z, 2) Ishikawa cell {21 IFNAR,

PGFS, COX2 o3 Bl338% b1, IFNAR i proges-
terone I THMAHM L 72, ¥ 72, PGFS, COX2
DFEBUL Oxy IRINITHWHR L 724%, CORBOMMKIT
[FNo O X Pl Ehrz, <tEa@m>e b rEw
BB WT, Oxy (ZRFFICBITS PG A ZMAEL,

IFN 2 ® Oxy 12 & % PG AR EMEH 2 T %
FIZE D, ARBHICHEG L TO B TEEIVRE N,

—HHE
1 B - EAEERERE RS E L B
SHECBRIFIRERE O 1 R

ORI, FERAKRRE, FRIFE %

FHET, B (BRI K I

SEBIE 31 %, 26 I & D HARBRBEFEAC T HE, 27 i
FRiCEF a oL — N EEO», BERHBATOBEDLZ
AT BERUAMREEE, BT EIED DRI -
BB ZBIT L. MEEo >y 7a ha—LiETH
BI3I~5HHETZ7 V51 /7 —24 P300IU, H# 6~
9HHE T 2 AT 150IU %5 L7, hCG x5 H
Al E. 1 1389pg/ml THIEE 12 mm LLE DIl EIE 9
B<Td -7 8MMDOIF A ML, 5 HOZHIIEFT 3 M
BRI L7, HAMERE 7o 250> 50 mg W H#
BT o728, WEBHIE 4 H HIZIIEEE X (45 65 cm,
760 cm) & IMALHER % R 727280 ABe, Wi, %
WLOARTEME L /2. SO THERICIZES %
oz, 2MHOEFE Oy 7 7a ba— Vi THR
T~9HHET72NM5 4/ —AHP%225IUIZHEL,

71(71)

H#EIOH~I4HHE T2 AT 150IU 245 L
7=. hCG %5 -2 H#i E. 1% 1011pg/ml TYF1#4% 12 mm
VLD 9 TH - 72, 13 I8 2 ML 5 o
SRR AT, SMIMBHI L 22, MM LTy uy
A7 1 ¥ 50 mg b H$5-% 310, hCG 10001U % 1 [i]
1oz, JRHEMA (Fi65cm, £90cm) &I
WeikAn, FHWRBIKE R, KRHE S HH» 5 AR
MFE Lz, TVT I i, KERF—2 3y, 7
AN HREEAT - 72 AWK % 328 WL IR E oD i AR A8
AL L 72720, WBHIEE 14 H B2 MBS A 8 1 5 1 5
WL AT L 72, BEJK 2600 ml, B97K 1300 ml 2 W5 L
800 ml \Z i #i L i & Mifr L 72, 2 O %I iR A5
Bl BRELE K IZhi 7o 02 H RBOYFE RO S hl
Fel, BUfEIEiR 9 » A CRBIERTH 2. AEHIZNE
KEFEBEIERE B 2 RIEBITH 525, W - Bk
TR U A P AR R SR &) L OHSS @ 270 8 3 4%
WHETH - 72,

2. Y)RAZEMOEHIES LUTRERICE (T
% Cde25C DS

O, £ =, Wb #
WY, WEE, WwE &

(Bl 5 K P fih)
¥ ] (F 5 KR A7)
(HW) =7 25805458 # T i M-phase promoting
factor (MPF) & 7 & O°IZ mitogen-activated protein
(MAP) kinase iftE2MX F§ 4. AEEBTIZ, MPF
WEEZ2 Y PE—9 % Cde25C 25~ 7 A DZHE M
S LTw22mrmeat L (05 (1) 6~9 B
DM 7 A SR Z-RBI %, 10 BEOHE~ 7 X
LTOMPMLUBETCHBL, TYHERDTREEL
72, OBEA51,2,3,4,5, B L O 7T BHEICE 4 2RI 10
fil 2 v, MPF &%, MAP kinase &t 2l L 7=,
OBERE 3,5, B X OV 7 RER #1245 % K599 100 1 % 1
VW, Cde2sC DY) YEfbZ Y TR ¥ T uy MITH
Sl (2 (1) &ML THRIZRE 21TV, BEE#

AR RMLUZ TYH hTH 38 L, MPF 514,
MAP kinase i35 & 08 Cde25C »Y Y b2 Kiif L
7o, () (1) =7 AZRIRORIEOER LA A &
DI X A REITHH S h 7= (p<0.001), (2) < A
ZREIN LRG3 BERT T MPF IGYEAS, BEK# 4 e[
T MAP kinase iGPEAME T3 2%, 7+ 7 ¥ BRI 3%
W Tk MPF i, MAP kinase i§ ¥ O F 13 #5 5
2oz, Q)4 A FBOFEMI LY Cde25C DY) ¥
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EIZFHIE Sz, (RS <7 ZADZHR 21 Cde25C A3
M53 5.

3. 1Fi&$IC Gn-RH agonist % /A U /-fEHI D%
&1 (IVF long protocol (ZHAULT)

O/MRIESE, ik ¥, P &

ENL A5, R (RE L g b o b
P D BAE IVF-ET (2 % 5P B il #0#: 1& Gn-RH
agonist % H\» 72 long protocol TiFh M 5 Z & 25 —#%
MTH 5. LA L Gn-RH agonist 1] B 4a I 12 4T 4k D
BEEZTHILIEWETH D, MM LIZ Gn-RH
agonist L TLEH 2 &HH 5. SHEAIZZTD
X9 RIERIZ 3PIRER L 72D T, ZOFHEIZOVTHR
L, HRMESREICOWTER L. ERIL 28 5%,
36 %, 411D 3 NOKEAZHFEDBATH Y, »T
D AP X ) Gn-RH agonist Z i/ L7z, #F4R
AVEIB9 % £ T Gn-RH agonist 2 L, #5455 B
DU 5wad, 5whd, dwdd TH - 7=, AEARH W X
Y Gn-RH agonist H 1. L A& V€ ¥ #i 7, hCG 5 %
T o7z, ZORRT XTOREP THEERFBRTETDH Y,
2PNXIEFRE WL, 1 P3RS THh 5. I
WA EZRO TR, EEIRO LH 3T
Bz, PRIRRZIE T REARAIH S T2 IREL S
EHAEEATZ R LAKRBEEORK E 2D ) 2L
Bhh 2%, iR LRI L D hCG A EAESES
& ZNIT XD SRR R RS S WU IRIIMERF S h B &
# 7z 51 b. long protocol TldH 5 4 #)iZ flare up @
TEM D H 270, Z ORI ORGIHEDHK & 13 7%

LRVOTIE w2 LML 7.

4, HIZMLREEE BV -EBERRE

O A, wEFRE, PiREE
FINE T, BILgE
(BN - VR e o dit)
ZIER, gk 15
(gL =4 A2 )= 7)
(BIY) SEAE, 77 2L & I O sifs A7 5 O B
ARSI T WD, [EEIIB W TDH eryotop (LHE
BT 54) RV MVCIEIZTHROF 5 2L D
RIS Z BB L -0 TEoA M >WTHRE L
7. (J5i) 2001 4E 8 A ~2002 4£ 4 Ho IVF J& (ICSI
Zat) THEREOD EICHEEHROBIUIT, 25
SRS X OB E MVC IS TH 7 ALRAEL,
BUIE 2ROV E DRI TR Z 1T 5 72, IER10~

HAIE ik 48 %1 -2 0

15 5 Pt 7 9 ZAEA~BEA L, cryotop Jedm il e/
WO T 2L L & B ISR RS R AT
H L THHE L2 FRWIZIE, 7T5%EG+75%
DMSO, #7 ALZiE 15%EG + 15%DMSO + 0.5M
v a iRt TCM199 % w7z, g e O B I1x 2
i 1M, 05M ¥ = BRI TCM199 % v, A%
2 MO E AT - 72, WEE OR#E1E Quinn’s Advan-
tage medium % Hl\V 7z, (R4 g o 4173813 98.6
% (68/69), 7EIHIX 935% (58/62) T -7z, Bhl
JAHIBACH$ 2 IR X 45.8% (11/24) TH -7z, (§
i) AT AMEAEE R R v TR, RV
RoEE, RUELREREEZHLIENTEL. 61
RER 77587 —HF - LEORE AN ED
PR L, PERD IR AL TP R A 2
2o b EVEIRN A DR Sk,

5. SERMIDEIEMRIICXT 2ERET S8
GR BEBERI T DARES

ONPFitif, MEIBY, AITHEF
FBE, ERNE, A% i

(S AR AT v o3 o P )
PCOS (% HeRathop Wi fff) OB Wi, [T B
PAEAR - (D, A#ESH (AR, ARARE S
WHEZR &), 2. BHEIL(ZE, (&0, K, R
K), 3. MGG, 4. ANHE, 1L M@ A C @O, LH
DOILREF W FE, FSH (X IE%#PH, 2. LHRH 65 ik
BRCH$ 4, LHIGERE PO, FSH X3 (T E 5 HiPH,
B.TAbBY/Z AT VA=V HOEE, 4. T A
MRFORYFERIET Y FRRATF Y I o, 1L
PREFTRL - O, EE N R R TS B oMo R R
ZALDED BN, 2. NP 723 kb A Tl
HOWEKPEDOONL, 3. HBEEZIZEESTIED
FIRIRE R R R ARD SN b, 4. HEEHA THR
R g MU - BagE, 8 X ORI 084 A3
bha| LirdbhTwad, ZOBKEEIYTIEE
D, 1997 44 A5 2002 4 2 7 F Tl ESHELp
05 2 P Bk NFH LS CIBLIVE SR T % e BH BERBE DA 2 Jad T L
72 PCOSI2 Bl 2 W Jewf Gt & U 7=, EURYEASUTIE 10 B,
WIETEAITAE 2 %, CTdh 5. WEINESE T % Pela il HBe oy
WM OBWTIE, 72 VF 7 — 24 +hCG P, hMG+
hCG #5124 Bl P JomFRIBoE e (Ht>45) %
D7z, WIS T % BRI BRI T, MRS T
E)R=F—OERA A HNWT, #40W ITTRAL
72, FrIBR B DV T 70~80 A ATRE L 7z, RIS T
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WERERNZ PR, MIIMOBZWI EEZERLTH S ~
y—y—FERMEALFHERTE Lz BIENEO T
G 129EFIP 11 BICHEBRL, 50D 1BICTH H—50la
DI HRD Sz, ERERI T3 b BRI
Thh, BN THAER, BEk Lok RICREIZR
D HNTWRV, PCOS (ZERaPEIN HAEBEAE) 120 L
T, MEWESET % Bhash BB i s e eHiE e & )
IBEEZLNT.

6. IVF-ET #%ICFERN4 EIRFITIREZ R/ LIERE

BETFmHIrEHL 161

OFA ®, HmFEE, HILHT

FEEREAK, TR, B 1

FiEE R (% KPES)
(2] FENARBERED ARFEERIE, FE%K 0003
Y% WESN TV, ERHBIHEMOEAL D F
ERPERTZEPRRBENT S, 4, IVF-ET
BISTE N EHINER KIS TS AR R % 5% L
ToA%, MEWESE T I G BRI A2 12 T AR R I RkE L
I 37 A CIEIE WA 2o 2 BB L - o THeE
5. ER] 325, Eia, 2 BELE 1 ERE. IIEH
RO, TR 94 & H IVF-ET Bk, FIK 9 4 12
H 25 H, §E45 8IS CRSME. i 10 4F 12 A 29
H, #3985 H, 2952, P02 k00 ik
ML, NidEitson 72 o sk i 1100 g & ¥, #E
ARILER 2 YA L7z, PR 13451 H 17 H, IREEAE
BITRL, 2 HS H P NICR LA L. 2H6 H
THEERE, PEeRa D MRS, R T
A B IE K & 3R, T EIM MR % v ABE, FEREEE
TR WAT U7z, AR ATAR, ACORAE A MAE & 3,
W HISR AU BRAN & T, TANIER 140 4, BEREA M
®500ml Tho7z Wik, FENERIIMREL, Eik
37382 H, BINWH LM T 2992 g, LKRAEH WL
7z, [53E] IVF-ET BICTFEN L LERAIBICFE
PSR B A0 2 o U 729 ) 2 kB L 72, BESRIZBAIE L
SRETIRATDS —RE  BIETH - 720, IS CHEE
SWith, IVEYIRRA Z MAT, T ARk RE T
EHEREZHB L LA TE L,

7. FRETAREEICSH T 5 EREFHOEERD
ROERKRAVIRET

Omrh #, I &, Z@HD
R, BRI, iNEE
T, BB, R &

73(73)

(FE B K BETR)
[ B ] S HEIN 8 F T % AT - T H MEIRASE AL L 22 i
DA A ASHEAERE BN 53 2 5 17 A LIS 85 - 4 D 4 e T
REMBOBKSEEEBE Lz [hik] 4FcHks
AE BB T THEIR AT AL L 72 W 72 5D B T I I e 8
T4 & BiAT L 72 SR ASBIASGE 50 AE B (4F #6315+ 3.7
i CPH £ B ZE) , TPRHAIENIR 3281202 ) %
o E Lz, TRTOERNIYPeZH, T HINEE
B, WA, ARBDIOELNMRREZ ST
WA 7Y —= v 7S TREOINE EEMERE DN
RS LY FSH BANC X 2 BH9RFRE (112
6.3 ) 4T - 72 b OOHIRAIR L L %\ 72 D B S
KA DMIS & %2 - 72, BEEEFMA I KEBAREE
ZHOTAHEAEKIC X 2 KEEKE 52BN

AT Lz, S iCRENRRD O N 7ERI IR
FiT IS I8 LN Ea 2 R L. b, B

FESEIC TREIRIM SN d o 7IER & & H &I
BB B RAR LTV Z OB OEREE 2 BT L
7o  [REE] BEESICTREZ RO L H o IERIZ 37
FEF] (L% H1 6) T, Wtk 17 B (54.8%) THEEEAS
WAr L7z, i 3 M AP SRR AT S7 L 7= AEFIIE 10
B1(32.3%) Th - 7. #itk 10 M 2 8 2 THIRICE -
TIEMIEED Loz —H, RESRED LN
13 B (AR 1) T, AR omERIE 3 H (18
WH 26, 5MHH 1H) KT U7z, D] #reiicn
HEPN 5 169 TIIALIRAS 7 & 3 ISR 1S TR A5 %
RTELRVERAHAEREICB VTS Bl 10 415
VPSR EBCILIRSIIFCT& 5. F72, Mot
ZBOTHER TIITIRSEIL 25% 21k Y, 20% ik
W F N IR L T /e,

8. ATEABEBRTEZZEL, MTEERABINEAL
% [E18 U 7= Rathke cleft cyst @ 1

O, FAFEE, K SR
mE ¥, KEE=
(I B R R 2 B b vk e 2 48 A P9 B PE dh)
AW, T
(5 B R KRR o 4 A P Fe B R 41
GER) B 24 itk m&m& I&mﬁ(%
) WTER, BARE RO OEEEZBL,
KEBE A2 D 2 © Kaufmann #iE 2 2T Twiz, 12
4 A2 L, S2EMI&T, LH, FSH &
TSH O R IZ45 F L, LH-RH test & IE D 7=
TR REAC T 2 B b L MR & 7 o 72 BEARRE,
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RIRBEICHE % L. (AR R) LH08mIU/ml, FSH
6.6mIU/ml, TSH 0.69mIU/ml, PRL 7.7mIU/ml, E.
16pg/ml, LH-RH test Ti 30 4%, 60 %Ml & 3 LH<5
mlIU/ml, GRF test TH GHEIIARRTH 72, Bt
HIZIEFBERY (46, XX) TH - 7z, (F#H) WA MRI
Mafr L7=& & A T HEARK I EICH 6 mm @ Rathke
cleftcyst (RCC) # i 7z, 124 11 AR BN ERNE
BR2as & BT L, MEAMAEICTRCCTHD I L 2H
AL 7. Mt LH, FSH O HIZER & %Y, LH-
RH test @ s 148 L 72 43 PCO pattern T & -
7o PN, 7oy bTHRERZIT> TV,
MEIFREALAZHLI ) HRPERZEZD D X510 %
D, BIEICE -T2, (¥i) Rathke cleft cyst D728
P TFEABREK TEZ 2 L-BE ICRANERNER
EMEAT L, Witk, BRVICEZ FTHHEL 1E
Bl % B L 7.

9. PCOSEEIZHITH2HOMATRRICES 1>
2 ERMO%ET

OREHIL, MIGFIH, Wi #

S, DR, R
RO, RHEZ, R R
(1) K P )

[HY] % Phatbol BaE kB (PCOS) Ok E LTA
YA YR OMSANEH ShTB Y, okl
MO & I AERERO TR EETH 5.
BRIR DY Cli %1247 2 5 HOMA 8 8o £ 11k % ¥at
L7z, [J78:] 2443 PCOS # (n=12, BMI=228), &
& O Control # (—#& A4 &  n=10, BMI=224)
T, E¥IMEE 2 5 732X B8EAE (GIR) &
HOMA #8TA » AV VEPith 2 300 L 3 % ik
L7-. 72, insulinogenic index 75 4 ¥ A Y ¥ 4 ilhhg
L7 [ ] GIR & HOMA 5 B o #1113
PCOS®H & T &, R=-0.74,p<0.05, Control # T
R=-091, p<001 EwTFhHEmHE%Z#ED. GIR
¥ -3 HOMA E B o BMIL # 3 2 ¥ & L 72 AN-
COVA Z#1 Tid, w3 fud PCOS # Tl Control #1Z
HLTHBICA Y2 Y EBHEAE 2 - 72 (p<0.05).
insulinogenic index (& i # & 3 BMI (M B & ¢,
PCOS #4%1.4+04, Control #2%1.2+0.6 T, Mj#EM I
AEAEE R o K] ARRERCATE BfRrE L
TIARMZZZ T2 PCOS BEFETIEA ¥ 2 ) ¥ 53k
BT a2, HOMASREIZXI D 4 » 2
VPN EHRET A ENTEDLEEZONS.

HAMESRE 8% 1 2%

10. ANEEERIC T 2T IRDEID F = SR M
TIETEE AEICE B Z1E

Ofl % REA-, g, ML
BR R, ANEFES, SkHEE
WP —, TS

(B IR KA B BE o A FZEFLEFL - AR
HEY © FENBRIITROMB ICEETH L EE 2
LN, FEHMBOAERENDOMYS Z B Lz, g -
Jii TR 4~5 IR R A I R o
RAMETE, FEOS LN 83IER (i 2 MLLT
@ control A 55 FEG, 9 - FERE 3 ML EOASFIERE: 28
Bl) ZxGHE L7z, BEREBEWE TIC7 = ShIkim it bt
(Pulsatility Index : PIfifi) % {{ll5€ L, WiflloF3giz 5
WML7. F72, HROMETE 0 ~ IR ik
FEFNZ B BIHET A ) ¥Ry it
DY EEIRMAEEILOLAL A BE Lz, 1wt TEE)
Ik PIfitiix control # Tl 213£0.58 (mean£S.D.), A
HIERETIL 2832076 TH Y, ANEEMHICBOVTHE
ICHEETdH - 72 (p<0.0002). APTT MK, Pitkidiikps
P, LY CIREBURBYE OIERI TR E N E RO
SEBNZ R U CFE 3R PLAEAA ISRt TH - 72,
Bo Y ¥ B EDUAIE o BEAE ) C AT ARl b, e BhIR
MAF DL FEFERE R, I8 F O LAAE S i3,
HET 2 E Y ¥R > O[IC & )& F
Rohzz, #iaw o BEMEWE - AEEER O, M
WHEPAE L FEWROLRTDH L - BHXH D, 0
WP ICEHCREN R MLEREIES L TwbI L
Aohiz, HETAEY YAy YOI ED

FEHBIRIMLGIZ S E T 2 AR Sz,
11. FE A EER A B macrophage O EMAL

ICREY 345

—4%(Z macrophage FEBERDE D F ORI

2WLWT—
Ofli H' 58, JRAH], i H & IE
[ESRESS (R S K PE )

[ 0] P st A DB macrophage (M¢) Ot
WZoWTiE, —EoRBfMShTuiwy, 40, M
PERERAL > TR BLE WE L, PBYERA O Mo DifE
Bz THEGET L7z, [J7ik] MEIESE FIs 0 L 7z Nk
I 45 7, FEPIBAE 42 B & G e Lz, MEo b LI
7= KR & K % W, Flow eytometry & C ARSI
HLER & iR Mo o B RERI % T- T % human leu-
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kocyte antigen (HLA)-DR, intercelluler adhesion
molecule (ICAM)-1, B8 £ U8 CD14 O 438 2 fll & L
7o, E720EKE Mo Lo RBle KMEEROZ T
BrL Mo it E L7z, BHE - Mg G - %571
FEH OB 2 MR clE L, DER] KR ERT
3, 30 FORBIIMBH THAEEZRD LM o7 L
2L, BFEMe Lo 345FoRHEE - Mo M,
WBERTAHBEICK T LTW ., NBEERTIR 3 ST
METICAEDOILHMEEZ RO 7225, FENBIER TIE
ICAM-1 &£ HLA-DR &£ DICOAEME % D 7=,
[ o | POIBSAE BE DIELIE Mo - 3 5 T O Wi, MR
HICBIT 2 RFELEZREL TS, LIL, TOF
B - ISR IS L2 D, JEEE Mo 1216k
AEAME < PUEIRORTE - AT - signal (ZERED A T4
GEERFORBIZH D L EZON, ZOBEIKTH
PBESEDIREBIZH G- L TWD Z EAURM S iz,

12. b FEREMRE B & O FREk AR AE R R A R
¥ (Z$H (T B Interleukin-8 (IL-8) DHIFHE

OBEHHA T, HuigTE, WML

HHE—, HFOXK, AHEE

JEH &, SFINER (RS IBUK B fit)
(HM) IL-8 w e MIIRIZB T 2L 2 O BLHE
AL (HE) BEOREZHT, MIVZHIC
PR & WAL BRI MR (GLC) &, TRz S
Ml & 9P S R R 2RI L, M RZEEZNRE D
fft5- 3 h7z KGNl & IcEBICHt Lz, Il
h o IL-8 & IL-1P i FE % ELISA THlE L7z, &AM
KBS IL-8 & T2/l n %8 % RT-PCR T
B L7:. GLC & KGN MRV E Y RH 4 + A
A v RRIMLUTHE LB OIL-8 % ELISA THIE L
72 IL-8 12 & 2% [ 4 o o> 4l Ha B9 5 8 2 MTT assay
WCTEHMB L7, KGNMIRICB T2 kB Y Y%
Western blot #:°C, NF-xB {4 FH#E#] (APDC) »% IL-8
PEAENZ L F 9 2 % Northern blot i THE L 72, Uk
) I o IL-8 #E & IL-1B IR0 I IE DM
D, WETIIRERE SRBL 2z 118 #if511d
FTRTOMET, 1L-8 ZAMEEFIZMEMBIZE W
THRH L. IL-1p @FMIZ GLC 3 X 0 KGN iz o
IL-8 BEA: % IR EEARAEME LS S ¢ 72, 1L-8 iR i
a2 A EICEE L7z, KGNAICB W T
IL-1B @<V L kB D RHEAFE S h, APDC
OB IL-1B IS X 5 IL-8 BE AR A AT 2 38 45
HIVZRESE L7z, ORaw) BRI B0 % IL-8 DR B

75(75)

1, IL-1B 12 & % NF-kB DWFEHALIC & » THN§ % &
LAVRENTz, PRI OIBEICRHT 5 IL8 i, 7€
A4 AERCMA THEMROMMEZRET L2 & T
PRBEICHES T2 LRI,

13. XEAMBRES AT ALAICH TS IOX%
Jd50F 142 E DIER
—H A M HM U EEICRIFTRE—

Ok, IAEE, HlEES

W fR (8 |5 K B f)
e I IE 1 (1t R BB 9 5 2 A )

CH) YAt o SR o P I ERHE 0 i 26 By )
IBTHY, R FOBRECHES LTS, &ri3s
N E TP ER D BEE - IGPELIER 2 £ 118,
G-CSF DBEEZRRMET L L2 WL LTE . 4,
FaEh oMl E L LTiiabhTwsrax
Y7574 v E (PGEJIZEHL, ¥4 bh A Vi
AR RIZTREBICOVTRE L. (k) ORE
B-EBEsF, K5 F» S0~ VN4
100ul & RPMI 1640 900ul % A1 L 72 (£ HRik) .
ZHIZ PGE. (RARMEE ©0,10°% 107, 10°, 10°, 10™
M) Z 2T 37C T 24 WG 2E L 7o, Q&AL 2
LPS (1 ug/ml) &%\ i PHA (10 pg/ml) THI# L,
SLIZHKIRED PGE2 # A THAE L /2. OF#£ i
hoH A+ H 4y (IL-da, IL-2, IL4, IL-6, IL-8, IL-10,
IFN-y, TNF-0, G-CSF) # ELISA #:Cille L7z, Uk
#) OLPSHI# T TPGE. Z @+ % & IL-8,IL-10
B X O G-CSF AN E SICH BTN 7225, [L-1a,
IL-6, TNF-o JEA VA RACHIHl S 7z, @PHA RIBT
Tid PGE, DM & - T IL-8 I3 FEAEAHIIN L 725,
IL-4, IL-6, IL-10, TNF-o, 42 2345 BAC I S 7z, Gl
i) PGEATIZRFAE T8 S 745 & MBRICIL-10, TL-8,
G-CSF DEEZRMT 2l 2 #7:. ToZehd
PGE. MM D b > GRIEWHIER 7213 T {, R HED
B BRI RIS 24 2 RIZoO VT H b 4 %8 %
RizLTwaEEZOLND,

14. SHBEZRMERD 18]

ORARMWE, MERE, Mt =
OR B KR B bR o JE A8 o B JE R RH IR 2 )
GHREfRIR 2 £FFE L, PREINHERIC S - TR
L7-dEpl 2 85 5. BEBI] 21 B, Fivdstkifk
bR, (BURHE) 16 A AR 2, 3 [ ME P I
MR % K72 LI BRAE 2 2T 7= HE A TH - 7-.
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21 W LT IR % 38, 2001 4 6 A 4% 2 9%
L7z, (BRAARa b)) BB A2 M A W L A R IR 9
Grade 1 % @87z, (WA ) #EE M I8 & A, I8
B CT, HMMMRIOWT IS REI AL, §HH
HOMUR M BLUREZHiAT L 72 IR E RIS TR R o
f B, AHERIE SRR AR O BRMRZE 2 5 O i %
A L7, NEEEIREY TS MBIk
B S FEEMITHNT T pooling % i, MK ZE
DT REVEDRIR S 7z, R BIIRE DI NE & 2
WL, /M RGO RRERE IS T B & AT - 7. O BALER
Medr) BGERAT LR TSI L7z A o M5 % 320,
AR M G & B0 L 7o, () Rk L,

1 7 A OREERSERE TIRAGORMEZ R0 50
HAThotz, Hig12 7 AOKETHELZZD TV
W, [F8] BERECRET 2 MEEIEEbOTEN
LENL, HECBELT, HEFEHEhE -H, B
HYEOBERIC & B RS, WHEEL WA IHES
BRI R S v, AEFNIFFETRE G0HELR <,
BAFRRBTH - 7z, (M35 SRS % 3k L 22 IR 58
MAERED 1>V THE L 7.

15. BEMBEARTFHERICE 5 TESE-ICSI ®
BERE

OF 3 i, BEALE, X

(RS BRLEE K bR 8
RIGH, RS, B -
B ERE (R BRER K PE fit)

<HM>IEHE, B HEBFTICHL, BEIVHT2
FRIL, BAMIRKZ1r) L ICE VITRS 5 2 & A5
REE 2o TETWAD, MU Il (TESE) & L
T, BREEZUIBH % N2 R AL % BRI % /71 (open
W) BERLTWLEA, stz v L )IKE#CT
& B REEMRAIEOA D @ ShTwab, 4H,

FERZ ML ERIL L 7285 B PKG 1 % B v 72 TESE-ICSI @
BRSO VLT T Lo, <HREFE>HRITH
FEPE MRS AR 4 H1°C, BT 9 S © TESE-ICSI % Jiti
frL7z. TESE (38R50 & M HIZAT W, RIFTRREE T2 18
gauge core biopsy needle # %% L 72 1¥ /8 1 &)
A K3 E (Bard Magnum) % H1 VT 1~3 45 HALRE &
BRI 72, <ER>EH0E S RAGHEE N EB R 1A
Aoboh, MEREEREOEMEZ1IFALED %
Moz, ERIIZBLALLZ ERAOHMIEAET
Hote. THEIZT 69.0% T open ik & LI LA &
ZITRBO bNGh o 72 2 PUTEEIRDSEED B, $RIF D

HAME & 48%1-2%5

720 OURSEIE 22.2% T - 72, <#iw >core biopsy
needle #fiJfl L7z TESE i, KRB TTRHILEH TR
HEHATHRETH Y, AL HETHLEEZZ ONT,

16. FXETIERE OERKRAIRE

OJr#M, Ak %, KAl
AXHE
(R LR K 2 e B5 3 2748 A TF 72 B0 PR 2595 T 27
1991 4E 4 H X 9 200243 H £ ToOMIZ, MEeHY%
TN EEZB LZBEDS b, EREE B Sh
72105 0 B % SRR MG 2 17> 72, RS T
SED BN Y BES K TORMBRAEOK R TITV, G
2P, WEZOE LABRNTR, &MiLE >
WA AT - 72, Yhdetafhiedy, & 512 1997 4E LU DAE
BT DAZ BIZ T RO M OMER T - 72, LE
YRR ERZ T 572 105109 B, 67 Flat
BRI e £ AN, ROaKCREEZED-D
DX 16 Bl (47XXY 13 #1, 46XX 161, DM fizH
26 THhHo7:. DAZ BIsTiE22fCHEL, 26T
K, 1 FICTHERE % B 7z, R B~ AID ®i4r
27 B (4T#RFEFR 1 61), TESE-ICSI4 # (JE#RHER 1
B), BB HE D B\ ILTEH TS RIEE D36 PITH - 7.
37T BIHPHEME THEE X HN, BNEARELD %
bOUE 15 B RS EME 6 B, AL =THitk
400, K bR 2 0, e RMRERIELP, Y 25—
WAL 1B, ERMEBMSE 1H) Thor BT 30
BIATY, FEEW A 12 B (1% 8 BIHS T B, JER
R 2 B0), HPEREH AR A 8 0 (i #% 2 BICHS 1
W, ATERAER 2 1), MESA-ICSIS fi (ATH=HEGE 1
), TESE-ICSI 4 #, 454 BB 1 #1CTdh - 72, 105
Bl B AID WA TR A E S 2z D2 &7 6 6l
Tho7.

| %123@ BARHEFSEERSHS |

HIE P 144511 H30 0 (1) 13:30~
ST AT ORAE IR AR [k B (RO

I-1. Klinefelter syndrome £ (C & (T 5 TESE

21T
OMH  5A, ANEKE, W EE
TAEER, BH B, BEIEA
R 3=BS

(FiP R R FRe g T iR - LR &)
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28 #5 ® Klinefelter syndrome & # (2 B L T TESE
DIER %, 1999 4 LUT o multiple testicular biopsy (2
&£ % conventional TESE 8 il & 1999 4 LL K& > F 47
S35 % v 72 microdissection TESE 20 #1244+ T
W#HE L7z, conventional TESE Tid 8 i 1 #lT
K25 S L7z, microdissection TESE T i 20 #
12 BT ASEIX S L7z, microdissection TESE
BN LT, Mafomf FSH, LH, Tfl, HEH
i, AFERFIIROTELRFT 5 L, #5536
AWM THLZ L - THA 12mg/ml ML ETHEZ L
A%, K FBIUEIN T 2 BER T TH - 7z,

2. NAZZ—BREREEANORBRIER DR

ONEA@ Y, I, BARH
fEfafnsh, MIEEE, A W

IR K2 T5)
[BW]NL R Y=o TiE, AR BE Tt oBED
BEICLOVBEIELET L LML TWS, 22
T, REBRTIZ, LT L 2% L Bbitk 2@
L LA (B-mercaptoethanol, (B-ME)) %%, 7/vA X
=BT O ICSIBOMRELZ LET L0 L)1 EMR
L [HE) T — L7 YA A% —12 PMSG 35
IU, hCG35IU # MR8 5 LTl #HEON % 5 i
L, HEIBRF2 4RI L7z, BT EHEN A R & — DR B
FARRE L DR L 72, WEAOR, o Piezo
Pulse THi T L Bz 78 L, HBOAZIEAL
7=, ICSI It i& 24 Wgf & T 5%FBS, 5mM Taurine, 25
UM EDTA % iR L7z TCM199 T 24 KeEIRs# L7 6
%CQ., 5%0., 90%N., 38C). EE 1 TIRELt0H
HWTEBX 25, EREThORERLR 2B,
WEHGIX (RN, ICSI, LI THREGT T % - 72,
F 7928 2 TR L 2 WG oL AR O A #
&0, BEERELR, EBITIE, EXLAESR,
PURRALAI o ICSI BRIZ B 1T 2 B e~ DI O A 1, 35 38
DB ADBRMOA I LD, FBERER2 (8
] EE 1 B L 2d o 2B AOEEIZ 0%, EX
L7236 DIEIRII58% & K& bl bz, J28k 2,
L %h - G EOIERIE, BME ZiRL 22X
T 15%, M L7 72X T 3% LEMIEFR SR
7o, FEER 3, XL 728E O B-ME O AL X 5 BHEIER
i, FEERIX 1T 68%, £ERIX 2 T71%, $BIX 3 T75
%, EBRIX 4 T51% &, 4 DDERX TENR O
Hro e, K] ERIC & D, ICSIHDONL Z & —HJ
ERRKRELYE SN ELE, NAAF—DITIE
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HEZHABNEEZONS, $/, AEBRTHHL
7ohi LA (B-ME) oL@tk I3 28081, 44k
CELE-PE T TIRASh LR 2. 5k, ok
BALA DR RIZOVTRETH L LB IT, F—g0H7~2
TR, ZOHORBERBEIIBI S HEBRILH O
BWHREFLTWE W,

I-3. BRfRA& P inhibin iBE &, TR, SFEEEH
SUMBRAERATFOS RNRILEEEED
B %

O%) H, K&, B &

(AR RFBRRE RS - T RS)
IIBUEEE () 37480 7 3 5 2E )
WFFIA (2 F- PE Jait)
[E#Y]inhibin B ix8PRa i ai I B EI R TR S 1,
inhibin A (ZIRRLHIE I FRIIRCEAE SRS, Ly
L, inhibin PR -COZEIRZHHICHLMIISh
TWwiw, £ TEAIEIIIFAr T inhibin O 1%
PSP TAHIEEHME LT, SEHH inhibin
BREE LI OB, ZHELLORRBP AT A F
RVE VPR L OBRICD B L[] long
protocol #: THR BB % 1T - 729 F AL IVE B 11
Blatg e L, RIIFOINIRKE BHEOREEZH TR
B L 7z, 9¥ M4 7 inhibin A, inhibin B # £ % sand-
wich ELISA #: T, JF §@ #  estradiol, progester-
one, testosterone fitiix RIA #: Tl L 7=, [K#&] #*
L 7250 O e EEAMK IR Hhinhibin ABREE (251 %
6.4ng/ml) (mean=SD) & J§&#ITH - 72K in-

hibin A #REE (278272) OICIFARBOEZREDT,
F 7z, BRINL 729025245 L 729 Ba i inhibin A #2HEE
(278%74) &ZHi L2 - 725 ORI inhibin A
WRIE(25467) OMIZ L EZBDLh 7z —F, R
UL 72 50 o 1 # BE %K« 81 B 3 inhibin B iR BE
(108.0=234ng/ml) 1%, WA TDH - 72 I8 KL b in-
hibin B # B (726+20.1) (ZH XA BICH < (p<
0.001), F7z, =k L%h - 20 OIRREHH inhibin B
BEHE (101.6+295) (X5 kE L 7298 @ S @ #i P inhibin

BRIE (2546.7) ICHRERBICHEH D - 72 (p<0.001) .
SPBE ML inhibin A FREE & BRRLHUR LA B AR MM & R
SR H o 7275, JRRLH R inhibin B I EE 3R E & &
DOMMAER L7z, £72, SIRHH inhibin A #E IIFH
#iH progesterone ¥ & IE ORI 2R L7245, SRR
1 inhibin BIRE LI RHBH A 704 FA L E YV RE
L OMICIZHIBZ B0 %A - 72, [#43] inhibin A 135
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RGO SR L 2 W L, FROFEF OUR I E, ZHhE
B EIR SR h o7z, 7, inhibin B 13K O
VI OB TRIIREICED S, IR Z i)
T oM & 23D B REVEA R Sz,

II-1. HILLWEMBREODS AT AL (A 21—
A—HHMOYv-_2EL—42—FFEITVH+
L—H—) OFERER

OARTEF, & WA

Gz =v 2R Ly 5—)
(9] BUEDBMIZR O Filk L b2 5 ICSI DK
WAL, AT EOBMICKEL AL IS L TH 5.
FITHRAIIT I 70w =¥l — 3 »O¥ERN
DOHMAEMDOT EHRE LK ZINDLZ L2 HM
L, av¥a—%—HlEoaE{t~, 7u~=—¥ta
L—%—, ¥xV, L—¥—2HlA&EHE New Sys-
tem ICSI 2 Bi%¢, WifT L= THET 5. [F:] A
k47032l —¥%—3AFAICXY=—F
v, Plate BEjid~ 7 ABAMETER LA, F/oa >
Ya—%—IlEMNZ 47 E TR S, Dish M
Drop B OB 8 2 Bk I21T % > 72, K 11d 1.48um Ok
YA A+ —FL—+— (05m]) 2L CHE% -
REIgICE I S8, BVWTHIEL —F—2 T i V¥ —
(025m]) THIFREFICHS, bLLRBEIVEHTS
L THTAE LRI -7 WTHEAREIEZ Y Y
AF LB, SRS RNBLS 132 291
1o 7. RV ERH 14 Ao BTHERE 10 2t
L, BEFHHEE 350 &, FHRINE 6 M, 3R 7
D DA 65.6%, TR 2.7 1, IERE 40% (4/
10) &9 & HE 2 I 72, [# %] New System ICSI
HATICEh Lavya—y—fllorx=¥al—
F—EHICE D, BEEIZ=— KV X Drop BloBH T
B EDWEEE &Y, ZOHRA ICSI Fr 2 B o f i 2%
gL otz 2. L—F—ROCZVEFAHTLIL
THM PR 2 E T2 2 L LR TABEZ T4
T ENMREE R STz, LKV VX TFADOMIPIZ L
DI FIEAOIAND ¥ A — VAR S N7, [#R)
INOHDVATFAERMGHT A LI, ICSI Mt
OEMICKELSELAESN D &R, HELERE
WMEWDE I EPNFEEEZONS.

I1I-2. HRHIBTBREBIEICHT HIANDS -7
ZAEY U EEDARERIE
O IET, %Rl %, rHkes—

HAMSGE 48%1-2%

FECHEUHE W, BPHEE—

(BB PR K RE I
BV v IREPUAIE BERE L B S WA EIERE DR
BZIE, fERAT oA FEEARETAEY ¥ &
HEMBfTTbI TV, EEANY VEEHET A Y
VY OPFRFRENEERERE 2> TE 2, YT
2000 4 & D L) MR EHUEIE BEREG OFAE ST
LIRBEE LT, ~28) v - TAYY Uik 8
RELTWa, L) VIREBUBERR OB Tk e L
T, ITNV—FRAT7vyFarrsr e NI+
VB VB2GPL #MIE L, BN S S iCobi) ~
PREHARGLA N I E Y IgM, A, L7+ A7 75
INA T b=hiK, BT A AT FINEY) L
kK, Bi7+ A7 7F TNy ) —LT I VHK) Ol
EXIT). NELTHEZRTL0ZH) Y REHK
FEBEREE LTS, A28 ¥ - TAYY VREE, &
WL D72 ¥ 81 mg/HOMRE BIG L, iEMRD
RS N-REM L ) AR E L, ~/%1) ¥ 5000IU/
Horkt iz B v, BRIBOHSHEETE A/
YHOEERREE o BT RERE LTW
L. MR35 MICT ALY yedk L, ik E TR
VU TFERRITLTWA, UEoldke 11 5ER 12
FWNCHEAT L 9 B ER 2 s hie, ~) v - 7
A YRBEOF YL LN EZ 8% 5 F 2 e Ll
HT 5.

II-3. HRICHEIFBL—HF—FLXFy KNy F

> T DR
OXRBER, KAFdF, KA

(K1 PE Iat)

PRIVZRE DI SZHRGIR & 2 I & o ] O #E
RPN EERE#HEZ R LD Edma s
el SEHPHERCTERVEHREEED L L EZ
Lo w, TOTRTEWMHEICE>TWEDITTIE%R
W, F9 L2 TR © Hatching 2545 R O B A7
WHTH DI LEAWNTH S, ORISR L TRE
HiL 7289045 Hatching L7\ & &1, HEERASE V.0 B R
D—DTH»HH)EEZOHN5H. Cohen B 1992 FITE
AT 2% 15 u B L3 2 Z A5 90 D EWAHT % acid tyrode (2
LIS HLEICL D BRENN ETH L%
WEHLTBY, 2Dk Assisted Hatching & 4
fHir 57z, Assisted Hatching 2479 2 &2k, H
1 Tix Hatching T & 7%\ 5245 90 A% Hatching T X 5%
D% 5723 THRL, ZHMMAE < Hatching § %
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DTFENR L ZHIPOHEME DL I LD HEL 2
L 3, Assisted Hatching (2 & D K RH 0 F4 2 #
TRV EEZONL. JENBEOEMAN. Zh
i implantation window #%FH U A RilZ35 K T & 5 ffE 3
DEL B E#EZ BN 5D, Assisted Hatching @ 512
& Acid tyrode 2 i 5 JiLASHIC D BRAR Y (BB AT &
LIF§ % PZD, ¥V ERREeRE 7at —EiZo
LHE, LW FEeEMWEREIRTE,
Wt T E T2 Acid tyrode iR ¥ V% R A
o, RUFRRSRER L Z LM ERD 572 S,
Db UL ZHREINI — BRI 1337, #hZn,
WEAEDP DL EW N 2 FEMILT 52 LA TE 518
1k Laser 12 & % Assisted Hatching # & A L, IVF/
ICSI DRI B XIZTHBARG L7z, ZOE, La-
ser Assisted Hatching % & A 3 % fif ® 2001 4- 8 H
520024 2 HETO 7 HHOMEE>EZREL 5
721 46% (31/67) TH-72DIH L, BAHRTHAHO
IR 1Z 58% (60/103) & % ), Laser Assisted Hatch-
ing 23 IVF/ICSI ® A AF B % B KT W a4
N2 F (WA

LR ElE
[ FERRAEDRE & G5 ]

OfNEs (&K )
(B1DIZ) LMD QOL % BE 3 2 F 5 PIBE M R #
N X L ALNZHBT, HEMMATEH I Tn 5,
LaL, ZORAERNLE S PITHEBIZO WL TIRRA
MR ma% v, ik, BMERLETTY A4 XY VB
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BFHENBREDEAICHEG LT EoflEsRon
A, Al EAEREREICLY [543 F 2 VHEOE
BRI B & OF = NIBE SR 5 2058 2175
72T, TOWNEEXMET L. S5, HAEREA
FHER BN TER SO T8 NEENE B S OBK
WARO IS MG T 2, (k) 1 TENBEE 71 4
F VUM DR, EARNS A Y v REE R
ELEL, BHDEARESNIIEFOHRDGH LA
HRaINT, FHLEHEPRILZBOTIHIKRT
Hol. G, ¥4+ ¥ & AHR D#EEZFHE L2
bioassay #:® CALUX & H WCHllE L7z, BEESET
TEHNBENREZ AL B EREZ A L WEI
BOT, ETRIOY 4+ FY viEICEEZ RO
Mol 2544 F Y VEREREOEETSA . ¥
44 F Y VUHEEE, CYPIAL @iz T2 8% T HAE
SERE & X IREECRAT L7z, TR, CYP Flttos
VBRI IERE BRI & 0 o I B LA A R
Motz 3. T EPIEAE O BRARRR | PRSI BBIC
& ) e NBRE SRR S 7 526 Bk, JEREST o Al
LB H 51, EFAHIAT S NIz D DATAT5 Bld - 7z,
ZOHmTEWHEE TS D& 4 21 B, 243
BITH-7. SH, ThOHDEFICHL, L haax
77 4 TN Lz, (1) H #8908 1 EIER A7 TR
HHEL nAFS A a7 OFEEIEOHBEED - 7.
(2) HEROFHITTEIEH & HRSEHEB IR OMB L
otz (3) ATT <A X =N & B RIEITHRSE
12, B E T LRV EA R, EYREIIER
FEABIKT S, () AR OFER % EHEEI
AR S g7,
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b8 iRam S (AR EHE (ART) (2305 2 RAFMRER) & H i & U 720 d% 01 aFil o Hr 2k
) S R REERAR RS IC2E LT PO IIEATEnE Lo
T, TEIFEFESVETEIIBHCAL LIFET.

SEfERT @ g Bk 24TH
[YUEHZBWT, con IVF 7213 ICSI 247 - 72 75 46 78 ], 491 Ak % ¢
HfLlL7.]
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PURHCBOWTHEEEBY con. IVF 7213 ICSI % 17 » B, +4% 4 ~
ZA—LFI vy bRV, HENMEONI 7556 78 Mz R EL, &Y
BLRY L i A% I G4l % 4T - 72, |




