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THE INCIDENCE OF ENDOMETRIOSIS AND ADENOMYOSIS
IN PATIENTS WITH HABITUAL ABORTION IN RELATION
TO IMMUNOLOGICAL ABNORMALITIES

Takashi KANO, Masako FURUDONO, Hiroko NABETANI
and Misako ISHII

Kano Clinic, Osaka 542, Japan

Takayoshi KANDA

Department of Obstetrics and Gynecology
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Minoru UEKI

Department of Obstetrics and Gynecology
Osaka Medical College, Osaka 569, Japan

Abstract: One hundred seventy two patients with habitual abortions and 100 control women were ex-
amined for endometriosis by echography, laparoscopy, and serum CA-125. The patients were also ex-
amined for antinuclear antibody (ANA), anticardiolipine IgG, anticardiolipine IgM, and HLA typing.
The patients with habitual abortion have a higher rate of having endometriosis, adenomyosis. The
patients with anticardiolipine IgM and ANA positive are found to have significantly higher incidents of
chocolate cyst and adhesion, respectively. On the other hand, endometriosis are rare among the pa-
tients who have two or more common HLA class II antigens with their husbands and are diagnosed
having homologous immune disorders. The results indicate that the examined immunological factors may
be involved in the development of endometriosis, adenomyosis, simultaneously, inducing spontaneous
abortions among the patients with habitual abortions. The findings suggest that antoimmune disorders
may participate in translocation and implantation of endometrial tissues; in other word, ectopic devel-
opment of transported endometrial tissues may possibly be caused by a decreased capacity of im-
munological responses. If this is the case, patients with the autoimmune disorders can not prevent the
development of endometriosis as well as spontaneous abortion by immuno stimulative therapy such as
husband's lymphocytes implantation.
Key words: endometriosis, habitual abortion, anti-nuclear antibody, anti-cardiolipin antibody,
lymphocyte
(Jpn. J. Fertil. Steril., 42 (2),113 - 118, 1997)

Introduction

It has been reported that the high incidence of en-
dometriosis are detected among patients with spon-
taneous abortionV). Spontaneous abortion at the early
stage of pregnancy among the patients with habitu-
al abortion is characterized as the rejection of em-

bryo or fetus at endometrium due to host immune
disorders, which are classified into autoimmune dis-
orders or homologous immune disorders. If en-
dometrial tissues and embryo (or fetus) are regard-
ed as the transplanted tissue of "self" and "not self",
respectively, the host immunological abnormalities
may result in a deficiency in rejecting transported
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endometrial tissues. Such deficiency may play an
important role in pathogenesis of endometriosis and
spontaneous abortion in the patients with habitual
abortion. In this study, the frequency of en-
dometriosis, adenomyosis among the patients with
habitual abortions was examined in relation to the
levels of antinuclear antibody (ANA), anticardi-
olipine IgG, anticardiolipine IgM, and HLA typing.

Materials and Methods

1. Experimental subjects

One hundred seventy two women from 24 to 41
years old who had more than two spontaneous abor-
tions within 12 gestational weeks participated the
study. They were the patients at Kano Clinic from
January, 1994 to December, 1995. None of them
have given a childbirth and showed any evidences
of myoma uteri, cervical insufficiency, thyroid dis-
order and chromosomal disorders discriminated by
G staining of cultured peripheral blood. One hun-
dred women having infertile periods of two years or
less were selected at random from patients at the
same clinic as the control subjects. Both the patients
and control women have given their consent to par-
ticipate this study.
2. Immunological studies

Antinuclear antibody (ANA) was measured by FA
method and the cut off level was at X 20. Anticar-
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diolipin IgM and IgG antibodies were measured by
ELISE method and the cut off level at 1.0 OD. HLA
typing were determined by the cell toxicity method
in mixed lymphocyte culture according to class I
antigen and class II antigen (DR-locus; DR1, DR2,
DR3, DR4, DRW6, DR7, DRWS§, DR9, DRW10,
DRW11 <5>, DRW52, DRW53, DQ-locus; DQW1,
DQW?2, DQW3, DQW4. The abortion of homolo-
gous immune disorder was diagnosed in the case two
or more sharing of HLA-class II antigens among the
couple or the case less than two of antigen husband
himself 2.3).
3. Diagnosis of Endometriosis and Adenomyosis

Chocolate cyst and adenomyosis were diagnosed
by vaginal echography or MRI. Adhesion due to en-
dometriosis was diagnosed laparoscopically in only
cases who were suspected to perifimbrial adhesion by
hysterosalpingography using oil soluble contrast
media (Lipiodol®). CA-125 was measured by IRMA
method (cut off; 35U/ml) at midluteal phase.
4. Statistical Analysis

Statistical analysis was performed with X2-tests
for differences between percent changes.

Results

The incidence of endometriosis, adenomyosis or
their was compared between the patients with ha-
bitual abortion and the control women (Fig 1). The

Control Habitual Abortion
(n=100) (n=172)
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Fig. 1 Comparing the incidence of endometriosis, adenomyosis, chocolate cyst and adhesion between the pa-
tients with habitual abortion and the control women

Abbrevitions; TEM, total endometriosis; Admy, adenomyosis; Cho cy, chocolate cyst; Adh, adhesion.

* p<0.05, ** p<0.01 vs control
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endometriosis, adenomyosis were detected in 19.7%
of the patients, which is 5.66 times higher than that
of the controls. Particularly, the incidences of ade-
nomyosis and adhesion due to endometriosis were
3.87 (p<0.05) and 9.10 (p < 0.01), respectively,
times higher among the patients than the control.
The frequency of having endometriosis and ade-
nomyosis was also compared between the patients
with and without immunological disorders (Fig 2).
The development of endometriosis, adenomyosis,
chocolate cyst and adhesion was higher among the
patients with ANA, ACA IgM, and ACA IgG posi-
tive. The incidence of adhesion was 4.34 (p < 0.01)
times higher among the ANA positive patients than
the negative ones. The ACA IgM positive patients
had 4.51 (p < 0.01) times higher incidence of choco-
late cyst than the negative patients. On the other
hand, the incidence of endometriosis and its com-
plications was low among the patients sharing two
or more common HLA-class II antigens with their
husbands as well as being suspected of having ho-
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mologous immune disorder. The incidence of adhe-
sion among the patients having homologous immune
disorder were 30% of those among the negative pa-
tients. The ANA, ACA IgM and ACA IgG positive
patients with habitual abortions had a higher fre-
quency of having endometriosis, adenomyosis,
chocolate cyst and adhesion than the negative ones
(Fig 3). The incidence of chocolate cyst develop-
ment among ACA IgM positive patients and that of
adhesion development among ANA positive patients
were 50.0% and 31.6%, respectively; they were 4.31
(p<0.05) and 6.97 (p <0.01) times higher than
those for the ACA IgM and ANA negative patients,
respectively.

Discussion

Immunological habitual abortions has been con-
sidered repeated abortions which is characterized by
the immunological rejection against embryo or fetus
as a "not self" implanted grafts. This etiology is clas-
sified into autoimmune and homologous immune
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Fig. 3 Rates of endometriosis factors in positive or negative of habitual abortion factors in patients
Abbrevitions; TEM, total endometriosis; Admy, adenomyosis; Cho cy, chocolate cyst; Adh, adhesion
*p<0.05, ** p<0.01 vs habitual abortion factor was negative group.

disorders. The former included the indirect rejection
due to circular insufficiency by thrombosis depend
on antiphospholipid antibody in arteries of chorion.
There are numerous theories proposed for etiology
and tissue origin from of endometriosis, included
implantation®), benign metastasis”), mechanical trans-
plantation®), celomic metaplasia® and direct exten-
sion!® (adenomyosis).

According to relationship to immunological eti-
ology for endometriosis, Dmowski et al.!!) report-
ed the change of immune response, Shirai et al.12)
reported the host immune abnormality, Weed!3) re-
ported autoimmune disorder caused by activation of
macrophage, Gleicher et al.!® reported the highly
ANA and lupus anticoagulant positively in the pa-
tients with laparoscopically staged endometriosis
and Taylor et al.!%) reported the highly ANA and
ACA positively in the patients with laparoscopical-
ly staged endometriosis.

We speculated that transportation and ectopic de-

velopment of endometrial tissue, etiological char-

acteristic of endometriosis, was due to immunolog-
ical disorders.

In present study, the diagnosed rate of en-
dometriosis including adenomyosis was 3.28 times,
significantly higher, in immunological habitual abor-
tions than control. The positive rate of ANA, ACA
IgG and ACA IgM have been accepted as serogic
markers for autoimmune disorder in habitual abor-
tion were high frequency in women with en-
dometriosis and adenomyosis. Especially, the fre-
quency of ACA IgM in chocolate cyst and ANA in
adhesion diagnosed by laparoscope were signifi-
cant. These results suggested close relation between
habitual abortion due to autoimmune disorders and
endometriosis. To consider the pathogenesis of
chocolate cyst concretely, transportation of en-
dometrial tissue to ovary was caused by destruction
of peri-uterine and ovarian micro circular systems
due to thrombosis, by antigen-antibody reaction in-
duced by ACA IgM!6~18) The adhesion might be
results of transplantation of endometrial tissue re-
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sulting destruction of peritoneal tissue by antigen-
antibody exaction induced by ANA14.15),

Therefore, endometriosis were not shown in all
patients with positive ANA and ACA, and once more
immune disorder might relate to next pathogenesis as
ectopic development of endometrial tissue. To in-
terpret this secondary immunological mechanism,
the present result that the complicative rate with en-
dometriosis in habitual abortion with homologous
immune disorders was 1 /2 of the rate in autoim-
mune disorders and that the complicative rate was
lower than the women who could prevent abortion
by the immunostimulative therapy of husband's lym-
phocyte implantation, was important.

Although habitual abortion with homologous dis-
order diagnosed by HLA sharing in couple is con-
sidered to be a repeated abortion!® ~22) due to the
rejection by misconceiving the fetus to be closely
relative to mother. We speculate the following con-
cept according to ectopic development of endome-
trial tissue.

In the patients with homologous immune disor-
der, there were some cases with host immune disor-
der, probably excessive immunological response,
who rejected embryo or fetus as "not self" antigen
irrespective of husband's HLA class II antigen. There
was no development to endometriosis in these cases
because the host also rejected the transported en-
dometrial tissue as "not self" antigen. It is necessary
for ectopic development of endometrial tissue to
exist the unknown host immune disorder, probably
decreased capacity of immunological response,
which can not prevent abortion by husband's lym-
phocytes implantation.

In order to approve our speculation above, the
premise might also be considered that the transported
endometrial tissue changed to tumor recognized as
"not self". In any case, further investigation on both
the capacity of hostimmune response in habitual
abortion with homologous immune disorder and the
details of antigens in transimplanted endometrial tis-
sue will be necessary for established our hypothe-

sis.
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»HY 13
IVF#in*2  JRER T 11

BN+ 4

T = M AE 8

JE R ASBH AT 2
*IM+S.D. 2 —ZEHEDH D

>
HRER [RHEAE

ol S B SR
; ] |
pFSH or h(MG hMG

300I1U 1501U

| ———
hCG HIRMEERE

100001V
1 AP T e a—




FE9F4A1H T

BEBERATChIE L, hCGH 5 35Kk I iEiEl
FE TR R T o 72,

RAhMGH 58 & D IRIIY H £ TORIE, LH,
FSH, ElZHNZ CHLiEPsEE b HIE L7z, &HRIE
ViEEOHEIX, ta—/#HDOSR1 #HWVEIABKIC
T 7z, L - MEOFE~OFIH 2DV,
+5hA v Tr—L Ry y Ok, FHBEH
OHEWIC L HERE IR,

BAED 12 ~ 2005 R ICAIZE R HERE L, 40~ 48
B SFIRBHERA T — TV (7L ARA be 4t
BY 75 4 %S % B OSSN ISR 21T
o7z, BHREEO LRRIZ 4L LTWizAs, 19954
O BAARERFE AR FEROBEHZICIE 3 EICEE L.
BRI, &K L TERINE H I proges-
terone (V7 7 4 @ | 75 EfELF SR SH) 20 mg
7%, Dydrogesterone (7727 7 A b »® | gE—BIEEHR
£4)30mg/H, 1H 3 [E, 14HEARES 21TV,
X5 |ZhCG 3,000 IUMHTE (X 1/3 ~4 H), progesterone
BiE (VT 7 5920~30mg, X2~3/58, Fd7u
VEryFR=—0 I HRY 2 —) Y 7R EH, 125
mg, X 1/A8) Bl 2~3 HB X ITEEFHEIC
TIHEDIER, BAELR EZEBEL, BAEDOHSS A’
BbN-34E13, hCG % 1,500 U IZIBERS T 7213

s-LH (mIU/ml)
18 -
16
14

12

10 -

(i (121) 9

1k, HE5ELL E O OHSS 2 b 72854 1%, hCGH%
Hxd b L, #H progesterone it G- B4EE (VT ¥
L®30~50mg, 7)) rTHR—-®250mg) L7, E
fEOHSS DEXfE# A ¥ 2 iER, BB IR AR
208 LI & 7213 ¥ — 7 B2 i85 3,000 pg/ml DL LD 5ES]
1ZiE, BEREOFTRICERZ { hCGix5 %Ik L
7o, HIEI3~14B BICRFhCGER (¥ 27— A
7 v 7HAF® | BHMbF S, BKES0IUN) B &
UMiEWCGEEDEIEXITV, DIE3 ~4HBEIZ
B L7, REBTRECCRR O AEISHERES L
A E, AFFERICBWTIE R SHEL, R
1 hCG 50 TU/ Btk D A D355 A SRS 2 & B4 L 7.

& &R

BHEINFIE 4T o 7231 EfH, RIBCE 7229/
H, 11 BEORSEF O LH O (m + SE)
%X 2 127" T. Naf #5802, SIS 1 ~ 4
HHIZERADE A SN, ZFOH%ER LMD
LAVITIET L, EBEE L. 5HHkE 1
~4 HEICHZ A ITWEBlo—FI, —BEos
EExRTIONH o7, TOLHEED—BELER
X, TTECOHEZELZ1BIxKRESHEFETIC
BT L, 5l&ECBIIRIEP I BT, 2flT

(n=29)

0 I I 1 I

W5 1~2 3~4 5~6

7~8 9~10 11~12 13~14 15~16

(day)

X2 BHEIRIERomELHIEEOHES M £S.E)
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HERBZEDON o7z, 29FEIH, 1) Naf#z 5 HEIC—BMEOEEEZRL, F0O%RIIIT—EDE

B, 2)Nafft5-1 ~4 HH, 3)hCGIHGERI, DTN & (8 ~ 10 mIU/ml) % #EE L T/,
TICBWTHREZIRITE 8 FIico2nT, FA—AE JEBEIRH B O L B2 i FE DR IC DV Tt L

HIMIC BT 2 BB P o % LHEE O %8 % 7o, BEIHICE VEZRVICES L2285, 16%

B3 1R B & TR ZIVEEEO LA 28072, BEIN ®

[ U { FSHigRE L, EFIC Lo TR NG 1~4 f 170 DY — 7 Bl 112~557 (m £ SD =

s-LH (n=8%)
(miu/ml)
30
®
20
10
o 4

Naf B84 (day)

* [6—EHIA T, DNafix 581, 2)4%51~4HH. 3)HhCGEGBER DET ORI THlE LE7/EH,
PCODERY, BEFSH(= 15mIU/mEBIZERSE L 720

3 AHERRIE R OME LHIRE DL /Ny —
(n=20)

LH(mIU/ml)
16

12

o
O
O
1

t 1 1 if
—72h —48h  hCG OPU
4 hCGHEHIHIZBIT B IMIELHIEE DR




FH9FE4A1H
290.1 %+ 105.4) pg/ml TH > 7.

premature LH surge, premature luteinization 54
DHEELBFT 2 HIT, KHEMGIRSED 5hCG
%5, ®RIIEE COMELH, PsORIEET-o72. (i
HELHIREDOZLZH 4 1TRY. BIETE 72206504,
2B CHRINERT IS LHIBE O FAEO Szh, £
DOF TIIRIE P & HRTET LTz, £/,
CORINYUHICLHIBED LA L2261 b &%, hCG
%58 ICLH LR A ZOBlIBE S s o7z Py
BEEICOWCHLH & REIZ 2 FICHRINY HIC EA %
BEE L72%%, hCGHG DR R TIZ LR IR 5%
o,

HERET R 2 IONT. 2f THERDIIREE %
A7z Fy rRIVEGIN 2 Bld o 7205, 151I3FPE
FRIFEB, o> 1 B RA IR EE & Miligas D fL
BRERHEE 2D, BFRIIL A L7261 T, prema-
ture LH surge/luteinization |2 & %5 ¥ ¥ LW id %o
=

FilE 7L ) YLPTORIIF v VOB EE R
T35 502\ TiE, G478 AT, H—HisET
Thorz 1 FAEkRE, 7TEHTEROIIREE IR
bz, ST TTRIBEZMATL, 161 Y

z2

Tig At

(123) 11

DRG] (Fn)F © ZRa5h) 2157,

SR LT, ITFORAEIIOVTLHL MR
THEEZED ST, 760 [HiR] 2R L -
(Q4.1%ARIEIR, 31.8%/MERHEERA, 29.2%/ &,
HRFEIOPRIE, FIR10ATOTFEMNBIRIETA 1
Bld Y, KITOHBNRERRRT DTSR IREIL L2 5 72,
Z o, RGO ADOILERTTES 1 1720
7o JEBIES A7 ORI EE LS, FERE
143%T&H o 7=,

z =

Naf &, LH-RH ® 6 iz Glycine % p-Naphtyl alanine
|21 L 72 Decapeptide 1 LH-RH agonist 7T, &
T 19954 4 BicFFT SNz, BIED & 2 AHHIE
ETFENBEIEDA L 2> TV 5%, [d L LH-RH ago-
nist Th AEEHE 7L L) ik, BEIVF-ETOBROB
HESRARE, EICHEELHEH OB TL Hvb
NTW5, Naf D E LT, MAEH L OFEED
B CRERIA RV LY, S 1 B TMIHLH,
FSHO a2 (IR EICHN T I L9%FE 25 &,
IVF-ET OO @BHEIIHIEICICHTTRETH 1, FEEEX
KTREL DEARBRIRESIN TS, FROH

(GR35

BERK

T HESN R BRI 5

hMG/pFSH# % 5=

hMG/pFSH $%5-1f 4

BEIIRLEL (= 15 mm)

IR E B

FEIFRINEL

FEIRFIP (G1) %

THE GFRIEH2D)

R 4 AL FET 0 2

R B

TR BATIE (4 cell ~, frag. < 10%) O
BBMEEPICED 28 E
BRI s 584

TR A 5

iR/TES GEESHY
RIPEHI 721
BHENS 1
BEKD-Y

F% 43 (on-going)
FENRBERT

24
31
1,759.5 £595.1 IU* (975 ~ 3150 IU)
8.0Et2.1H*(5~13H)
48 +3.4M* (1 ~181&)
29
5.9 +4.648* (0 ~241#)
2.5+2.7M* (0 ~ 101#)
67.7 % (115/170)
22
2.7+085M@* (1 ~ 4 @)

59.7 % (34 ./ 57)
52.1 % (60, 115)
78S, @HE2)
226 % (7/31)
24.1% (7.,/29)
31.8% (7./22)
292% (7.,/24)

6

1

* (M £S.D.)



12 (124) FERE+ 7 7 L) > BE A @ HETE R HANEREE 42%2% ®
£3 EEEF 77V UL, tho GnRHaff FIEEAIC 81T A IVE-ET {GHRAE % LB L -3

HisE xS HE B - GnRHa = I R E .
(RiEHE) Jaba—n H5E, 5 HE (%) (%)
Penzias FE TVE B 0 A 21 | NAF 400 . g/day in. 16.6 ] N s* 1)
- WD [ ]
(1992) Day 1 ~LONG 21 | LEU 0.5 mg/day s.c. 18.8
. 23 ~ 35 /% 12 | NAF 400 ug/day in 17
Dantas BEHET &R < pglday _ ] NG
Goldman PSR T & 53 | NAF400ug/dayin. | 61.2 ] N 22.6 ] s 1)
(1994) MLP ~ LONG 55 | BUS900ug/days.c. | 60.8 —  |23.6— .
—— EHHEIRE (+) 100 | NAF400ug/dayin. | 53.8 N 21.7 *
199"5 #I[BIIVE, BMI=31 100 | NAF600ug/dayin. | 54.5 3001 } N.S
{1Rus MLP ~ LONG 179 | LEUO.S mefdays.c. ? 17.5 2)
Lockwood” | PCO, POF, SR 80 | NAF 400y g/day i.n. 71 22.5 ] 3
o HIE PFRSE % Bk < 80 | NAF 800 g/day i.n. 77 } N.S.|31.3 } N.S.
L MLP ~ LONG 80 | BUS1,000ug/daysn. | 74 31.3 4)
MLP: mid-luteal phase F 1): hMGHEGEVFREICL LW,

NAF: Nafarelin, Bus:Buserelin, LEU: Leuprolide
HEEMD*1Z, prospective study TH 5 Z & #/RT.
HEIRFMO 13, ETEMSH 720 DR TH 5.

2): down regulation (+) FEFI D EI G A B I,
3): hCGH G-RE DML B fliASA 12 B e
4): (MG Iz S-S B B IR V.

# 4 EEEE 7 L) ¥ short protocol 123 ) 5 premature LH surge D4HEE

WEE (BE ) w58, w5 HE HHRE

Loumaye et al. (1988) Bus. 900 g/ 3 Xi.n. 018
Abdallah et al. (1990) Bus. 500 g/ 5 Xi.n. 1./51 (2.0%)
Acharya et al. (1992) Bus. 500 g/ 1 Xs.c. 024

Ho et al. (1993) Bus. 500 g/ 5 Xi.n. 9./157 (5.7%)

HOERERIITRTI-, Th5DOHEE, GnRHa
DOFBEAOEWIEDH 5 5%, TXTTFHEAEDdown
regulation % 72 L T2 5 hMG % pFSH D% 5- % Bith
FTAHLPL o> TWA, ZDdown regulation lZE 5
TOMM L LTiE, Yuzpe 5 D87%4511 HEIZET
L7- & 21851975, Lockwood 5 D 85%7%%24 A%
EFTICET L T2 E TIRL VA, BBLZ
2~3BMEEZLNS, LHL, INHOHETIL
down regulation DEFKVEF HLE HTH D, MIHFEIRE
DT FRFAEIRIE L~V 0 43 pg/ml K, T 72138
FEH L ~OL 020 pg/ml i) & AEHEIZ L72b ODY%
P CBE RIS L A GHEEEBEICLT
WAHE DL R SN DA, MELHIEEOEK T )
HHfEE BN B T EARDPUEAE (desensitization) % ¥5E
FHEIZED TV BTG LI0F AR,

Naf #%5-E & CIMFELH, FSHO — @M SE% 2
0 BBIHSEHEERE NS, ZOLHEEO—&M -5
IZoWTiE, B 721 v W/ SPTRBEDOH

#1043 575, ZOMMICHREICERS STV
DIFIFL A EDFEFI Tpure FSHTHHZ L LD “flare
up” BHHLHINLZARELHICER T2 0%z
bz, 72, ZORIMELHICIE LR ERE o
#3 5FSHIX, hMG AP DO FSHEGIZHET 5 &
Bbhr-.

SPIZB\W T, GnRHafx5-#IHIIZFE4E$ 4 flare up
B2 INERMIFIHT20PBHOVEDTH A
o, BEELZOIIIEEFTHRDOCGE) ) B2 Dk
THRMELHY — VP2 IH s hTnbs 2 & Th
. GEREY, BERR7 L) VAGEH L7-SPICEY
LEIEDH 07275, GnRHaDFH S A E 71280,
AEMELH 2522 280 2497, premature LH surge 7%
BETHEEDHH4DE SN TE T/, premature LH
surge DFEAEFEIZOWVTOIHEZ K4 ITRTAT~19),
L2 LNaf #FH L7zSPOREIID %L, Thick
ZBPEIRRIS P OME T N O ¥ SRR E gk L
TEZY — L7BifEIZ, MELABEHACEIALONE
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hoiz.

FRINY HIZLH $ 7213 P, D ERA5E0 b 72 Bli3 T
3BITH o7z 1BIILHDAD LR TH 7205, FD
IR CAEREE DB L7 ER Td o 72,
PDARER LD D1 BT, FROEEIL%FE
%, OHSS % ZE L 724 B RSN BLERERE (PCOS)
Thab. G 1 Bz 0 I HE L7-PyiliE L, HESP
HRIROPEL L TIXIEHEHF L 2 Hh, &K
LHO LR EFZEO N h o722 &5 %, premature
luteinization (I BEH TH 5. %A 1BIIZLH, Pst D
W EHARRO S NF28, HERHIRAHELL L CIEH 5
DR E L o7,

PR FLEL O early luteinization &, T8 X OWEIC
HTLEZBEILVETLIHEE0LHLDT, T0D
BEMEERECG 2 A BCE L CE—BISHT
BT EFTERVDS, K70 b a—)ViZBi) % Naf#%
Sk tgid, B (1~ 2 BLR) I LHEHI DR &
NATEEMYH S I LIZOVTHEENLETH L.
Naf DI A EEANEH 18R & RV ODT, BT
L) R, ZOMRERIMEV E BbNIb 7S, hCG
BZERNCIELHELZfE L, LHY — VOFELHE
BLTBLIENFEFT LWEER D,

4[|k 4 1%, NafBFFSPIC & 2 @HEIRHIEIc B
WT, DNaftx51~4 HHIZ, flacup £FE 2 HND
M#FLH, FSHIEE D LA —BMEICAONS, 2)6
H H LA ZI2E 62 B\ CHLE LH 5 (S50 R F
DLNIVIET T %, 3)hCGHRGIZEL T TEHIT
MiELHEEOR FRIIRD %, D3 HEHEL I
Lz

ZDEH, KEIZBWTIE, FIEEEOT LM
i, MELHEERME, LHESHLLO ERE o7z,
PCOSHD T F b o ¥ VEIREDSEIZ S L 720, &t
SREBIOZEFUZ DOV TIHERNIC T IRFT S B X
ETHAH. WMGIZHT ZINEORIHEAIAHTH 5
MEIVFOEEE R, BIROPCOSHID L 7%, OHSS
DONA ) A BT LTIE, SEROLP 2RI &
ThrbEEDLNDL., 72, WREETWHRICBII L5
LHIREEDS, T D quality KT 2B L5820 H
Y, flareupHRAHET 3 HIKiEAH 5 H H & V) pure FSH
FHAWCHBMZEGET 5 L), LPEOWHEEN S
FRERT IHE2ILH B,

VAT & D 72070 E 2 T &7z, GnRHaD I
AT RS 20 BRI 3291 2 4 TR ST R
Lo TV B, GnRHa D GHABIATLP O
LR BSPIIUHD TREINERETHY), FHHO
5 CHREMELH 2 806 C & 2 R5:0E, ARkl

Tk At

(125) 13

DFE. L TVa72 2 poor responder 123§ LT b, #HEM
ThHhrBbha.

SRRt L7 EBI T, &S RAIKEEDL E TR
YR ONID, REFERIBEMICH - L &,
Naf @ decidual function (2333 5 58 & DRIE 7 &K
Homss s, SHBEF*ERTVELVWEEZT
w5,

X &
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Controlled Ovarian Hyperstimulation with Nafarelin Acetate in Short Protocol
for in vitro Fertilization-Embryo Transfer (IVF-ET)

Takayuki Kudo, Shin-ichiro Wada, Masataka Kudo
Satoru Makinoda and Seiichiro Fujimoto

Department of Obstetrics and Gynecology
Hokkaido University School of Medicine, Sapporo 060, Japan

Hiroshi Yoshida

Department of Obstetrics and Gynecology
Sapporo Kosei General Hospital, Sapporo 060, Japan

To evaluate the usefulness of nafarelin acetate (Naf) administration in controlled ovarian hyperstimula-
tion (COH) for IVF cycles, Naf was used in a short protocol at a dosage of 200 p g twice daily from day 1
~ 2 of the cycle, followed by stimulation with pure FSH and hMG. Serum LH, FSH, estradiol (E2) and prog-
esterone (P4) levels were measured. Of the 31 cycles (24 patients), oocyte pick up (OPU) was performed in
29 cycles. Transient elevation of both LH and FSH levels, so called "flare up", was observed 1 ~ 4 days
after Naf was started. In most cases LH and FSH decreased within 5 days of Naf administration. Adequate
elevation of E; level without premature LH surge was attained in all cases. The numbers of mature follicles,
oocytes picked up, and embryos transferred were 4.8, 5.9, and 2.7, respectively. Of 22 ET cycles, seven preg-
nancies were achieved. The pregnancy rates were 24.1% per OPU, 31.8% per ET, and 29.2% per patients.

It is suggested that Naf is useful as an alternative to other GnRH analogues for COH before IVF.

Key words: nafarelin acetate, GnRH analogue, IVF-ET, short protocol, premature LH surge
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PNEARREHI D & A7
YRI5 short protocol & long protocol D L EARES

Suitable Ovarian Stimulation for IVF Programme
in Patients with Ovarian Dysfunction
— Comparison between Short Protocol and Long Protocol —

MERFEEEIER R AR EHE

i a B m &4 F & 2 A E A
Satoshi YAMAGUCHI Shingo YAMABE Matsuto MOCHIZUKI

Department of Obstetrics and Gynecology
Kobe University School of Medicine, Kobe 650, Japan

REUERE I AR

I U
Kaname HAYASHI

Keisei Obstetrics and Gynecology Hospital, Takamatsu 760, Japan

FE FHE 2 B & L 72908080 & L T3 GnRHa % 7= short protocol (S #) & long protocol (L i) @
2EBHVLNEZ DSV, 02 IO ZNRBEEOINEMBREOT & ) ZNEFNOFEERE L 7.

IVE-ET HOIRBERIEER O 5 5, IEH AR %A % control B 60 FM (S 5 15, Lik ; 45), &
FRAMEE AR (W-L Am) BE30 B (S#: ; 12, Lk ; 18), PCORE2SREMA (S5 7, Lik; 18) &R &
L7z, SiEELETOMGHEIESE, hCGHR GBI estradiol (Ez) fE & Uprogesterone (Ps) 8, #RIP
¥, HREORE#4T-72. control B TIESHE, LIEOMIChCGHGRDE,, Py, BRIVE, HIEFIZHS
MHEZFBD LD >0, FINCES FTOMGIZSGEIZSETI1535.0 10 L LED 19823 TUICH~HE
2ol W-L AmEETIZSHTDEA77405.2 pg/ml, FRINELAS11.9M8 & LETD4045.4 pg/ml, 7.11
B TIREABE 3 2 et 2 RmRTHET RO 2 ICEETH o 72, 7z, PCORETIIE,, HRIPHK
ZEEZRD VIO 2D ST, hCGHSHFDOPE, LiETI30.74ng/ml TH o 72D L TSETL.14
ng/ml L HEEITE Do 7.

2F 1, control BE (24T L TIZhMGH5-E DT TSHEIFFHFMICEN, W-L AmBECTIIIIE OB UL
X0, F7-PCOBICIIIIDEBED L ) LETOINERBA LT L eEZzbhi:,
F—"J— K : short protocol, long protocol, IVE-ET, (AE A A #5, £ Bl EIn S AEfett

(Jpn. J. Fertil. Steril., 42 (2), 128 - 135, 1997)

Z S OFIEEE T I FE A IC B 51O LH surge i3

# = HBWEEZ LN TV 25T, IVE-ETTO

HVZHE - ERAE IVE-ET) % B & L 7290 PRELHIE L 33V T atypical LH rise 25 S b £ 9 12
#: & LT, human menopausal gonadotropin (hMG) - ), AU L ThCGHSHIICLH O k5% #il
human chorionic gonadotropin (hCG) & %\ >3 clomi- 9% Z & % HIYIZGnRH analogue (GnRHa) % i\ 725

phene+hMG-hCGEDLRTIZIZ & CHWHRTW L, RRESTIREN, FHESNL L) ko7
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BfETlLGnRHa % AW 72 JRERIEE & LTI A#E

O WEA X ) GnRHa D 5-% 153 % short protocol
SE)2IEFIOFEMOEFEFH L ) GnRHa 2 1% 5
3 % long protocol (L{E) 4905 —fkM %2 e LTH»
LNTWA, F7z, T TIE—EERICBVWTIZIVE-
ET %179 720D NBRRBOME, S, Kk L
ICTR L7, B—ZHEAFEPFRAIRLEZED
£ oTwA, LiL, SIETIRIRTIIC TS
K PO ¥ Y Dflare upRRVH 57280, WRMETF F
ha ¥ OSWITENRETE, WMGHRGEN D%
TS, WMGHRGEIC X 2I0fa3E O H
LWwZ &, —F, LETIRMGIRS&, %5 D
%L BY, PREBOI Y ba—LidLedwvne
W Z e, FNFROER, @ LTHESN
TWAED, 29 Vo R0 & B ¥ 2 T, IVF-
ET 7 £ assisted reproductive technology (ART) D %Z)
EMESCHERTD, FBCHIHHRE SNSRI
R & 72 o TV B IR ELEFIHISORE B RE (OHSS) 2 TR ¥
LERTY, B4 DEFNE L7-RIE % #IR L
TV LEDNHLOTIE RV EEZ, EFELD
PREHEEICEH L, SHEE LETOIVEETOHE S
retrospective (ZHRET L7z,

PO

AR AR IS B W CIVE-ET 2 B9 & LTHl
B ZIT-oERDS B, EHARBREET S
control (44%1) , REBAEIERT DR H N AKER
A AR (W-L Am) 216l), B L L ERMEIIE
JEMERE (PCO) (150)) # BUMHR E L7z, sfRE L
FEFUIINER T, FENEE, BERT, 50l
AR #s s L TIVEET 21T T8 Y,
ZOWREEFRE LTOER, TEHHE, BHERT
DEHEFRIITRL.

control B THE TR IZ 2 A58 b 7 DIV &8
TOBEREMEIZIIZFETH S EEZ SN/, control

£1 NREFONREHER

i A
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LTI, BREEAH Y, #EHA11 H L ESksT
THERE, W-LAm & L@ EITEERDICE D
LOEARYREERL, REONELRD-L00,
BIEVE ZHRBIO W T BEEAKES %, PCO
& L CIELH/FSH 2% 2 LL k., [ testosterone fl A%
0.6 ng/ml L EC, BEK ELBOIRIINELE T
RO LN, BHLPICIIEORERL T 5 EFEIN O
FEB %A 7S, 7B, control BT S T ORI BUE LD
IS, LIECToORBMEA 4SS A TH 7. [
BEICW-L AmBECIZ S 12/FHA, Li18/EM, PCco
BETIISETEAS, LERBEHTH -7, 72, con-
trol BE T3 3 FIASS I, LM B OIIERIE & 5 L
TWz, ZOX I ICWHDHETIERIE A 521) 72
FEBIASW-L AmBFETId 4 I, PCOFFET 3Bl 7.
B &

SH:E A#EBIAA H £ Y GnRHa (Suprecur, ~F Z b
Ty 82)900 pglday xS w ML, H#EEM 3 H
H & H hMG (Humegon, HA A )V 7/ ») jpure FSH
(Fertinorm P, £ 1T/ ¥ v /32) 150~ 300 IU % 5# H#%
G L7, LEEAT OB OBEESFE L ) GnRHa$k
S5%pEL, AREMO%E 3 B & ) hMG/FSH D5
#4To72. W-L Am#EE, PCOBETIIEIABEINA 22\ 72
®, IVFH{ELIC clomiphene citrate (Clomid, % / ¥
B 0¥ 5 H W IZEPAF] Norluten-D, ¥4/ F
B OB 52T S LI X W EEH R ES 7. W
NOFNEF FIZ BT IR DOFIIELT16 mm % B
THIRAAY 2 B LA 12 %2 o 728 2 ChMG O 5% il
L, hCG10,000IU % #5 L 7=, $RINIhCGH 5434
RSB E I T T o 72, BT OFE L swim up
BTV, RO 6 BRI ORIREEDRKIC, JidH D
10 DRET 2805 U7z, S5 14 ~ 2080 T 2 A1
TEORERR T & 72 2 ~ 4 MR DIE % $RIVFEH 48 B |
TRESBE W CHERE L FEMNICBM L 7.

INSDERIFEIZBT A Sk & L TORIEELH

control W-L Am PCO

short long short long short long short long

REBI 10 37 11 14 7 10 28 61

% 15 45 12 18 7 18 34 81

E# (y.0.) 329444  B6E 38 325+46 31743 341E34 326425 3B0+42  330%37
AL (years) 6531247 690+ 316 7.07£374 6831494 9.00+271 7174255 7.26%3.08 695+351
FETIREE (X 105/ml)  672+366* 489+279% 612%318 8294348 536300 4174333 623£331 5551339
T EEIE (%) 5004169 484+158 538+132  549+141 3974197 523%164 492+166  50.9%15.65

total
*p<0.05
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ThMGH#5-E, hCGH5KED M estradiol (Ep) H35
& U'progesterone (Ps) i, #RINEL, MTIRE OB ALT
27,

FHEMEOIMHATIE, student's t-test, welch's t-test, ¥2F&
EEHW.

& =R

1. hMGIREED S

B 1 EFAEFIRES & DR TH 5. (MGG =T,
control # T S #1535 £+ 493 (Mean = S.D.) IU, L%
2054 +463 TU, W-L Am#EIZBNTH SH1388 £372
IU, L1804 +4271U & SIETHEILA W, PCOREE
TI3SH£1764 £ 428 1U, L2042 +53010 & LEETS
WIS 5 D DDOFELEIBDO o7z, 3HR
& L7-2RTOMGHES5-EIZ ST 15301449 U
Tdh Y, LED2000E480 IUICHRTHEIIAD %
S 72h8, BHIEEEICBIT A F T, control#, W-L
Am#f, PCOFFD I MM TELBO LI o7z,
2. hCGH5SBNE{ENEE

X2 ICZFDRFEERT . Exfifiid control B Tl S
3198 +2273 pg/ml, Li£3063 + 1906 pg/ml, PCOEET
13 S #4454 + 3220 pg/ml, Li{F4190 + 2762 pg/ml & 7
FREOLEMol. LI L, W-LAmBEETIX, Si
7405 + 4133 pg/ml, Li%4045 +2042 pg/ml TSEDH
BICEWRERTH 72, &I TIZS 5034 + 3688
pg/ml, Li£3535+£2199 pg/ml & STETHEIIE 2>

au)

PRELBERET 2> © A 72 IR BLH4H: short protocol & long protocol D LT HARMESE 402%2%5

72, BPEBERER O B TIZ SHEIZ BV T control BELZ
ML CW-LAMBEWEEICEETH - 7.
3. hCG#5BDPED LS

3IEZFDOHBETH S, Pyfliid control BE TS
0.71 £0.56 ng/ml, L#:0.78 +0.57 ng/ml, W-L Am#
TS#:1.26 +£1.00 ng/ml, L{#0.82+0.34 ng/ml & SiE
LLBEOMICEERDO Lo 72, PCOBETIESHE
1.14 £ 0.50 ng/mliZxF L, Li%0.73 £0.37 ng/ml & S
THEEICED o7z, EFMICiESH#0.99 +0.75 ng/ml,
L#£0.78 £ 0.48 ng/ml & MRIEEH I IIFRD 2o
7z, F7zcontrol #, W-L Am#E, PCOED 3 EERIZD
HEAIRO P72,
4. SREASEE & RIBUERI DRI O HhE

4 X DT IRY. Sk LEEOBHETTIX
control B CORINEUL S #5.73 £ 2.55M, LiE6.09+
3.96H, PCORIZS9.43 +5.091F, L#:8.00+3.12
B CHEEMDOZEIRED L h > 72, W-L AmFETIES
#11.92 + 44618, LiE7.11 2291 & HEIZSET
DFRIVEN S FERTH -7, 2L TH SH:8.68 +
46918, L:6.73 +3.6418 & A\ SETRINEN S
ol PIEAEREIICR TADL L, SEIZBVWTWL
Am#EE, PCOBEDIFINEIL control BEIZHEL L THEIC
Zholz.
5. SREAEEE & RIBUERIDIEIRED Lk

SICFDORHEER LT, SELLETOREICE
T control #EClE S #:20.0% 1 25F L L#26.1%, W-L

3000

2000 1

1000 7

control W-L Am

PCO total

@) short protocol #% p<0.02

wxk p<0.01

I:] long protocol
B 1 control#, W-L Am#, PCOZ, £EHIZBIF % hMGH5 & D short protocol & long protocol TN Ltk at
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(pg/ml)
12000

10000 A

8000 1

6000

4000 1

2000 1

ok

control W-L Am

PCO total
E short protocol % p<0.02
] 1ong protocol #+x p<0.01

2 control®, W-L Am#:, PCO®, £FHIICHBIT 5 hMGH 5N estradiol fE D short protocol & long protocol

T O ARG

(ng/ml)

2:

control W-L Am

PCO total
¥/ short protocol = p<0.05

[] iong protocol

B3 &REH, control#, W-L Am#, PCO#IZEIT % hMGH 5 KMl progesterone fl D short protocol & long

protocol T D JEHRES

AmBETIZS#:33.3%12xF L L#:55.6%, PCORETIZS
F14.3%20 LL1E27.8%, ZFTIESH23.5%12xt
LL#33.8% DR TWINOEIZE T b Mk
MOEEZTROLN o7, T2, W-LAmBE®D
L#ETOHRRE T control BB L TEEICE -

7205, FRLAMIBEBICE I o7, SHEELE
DM DR E % 1T o 7 FEFI ORETIE, control B
X 3FEFD ) B 1 FIAPLETHRICEY), W-L AmBF
TIEW A ORI A EE V2 4 EFRTID ATLE
OYIERNEIC L VIR L 72, PCOBETIX 3 ERID S
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GHEARAR T A & A 72 I BLRI $07: short protocol & long protocol D L#ikkET AAAMEREE 402%25

18 1

16 7

149

12: 1

10 1

control W-L Am

PCO total
* p<0.05

#x  p<0.02

@ short protocol

[ 1ong protocol
wkk p<0.01

4  controlB, W-L Am#E, PCORE, £FMICBT 5 RINED short protocol & long protocol T D LR ES

(%)

70
60 7
50 1

40 1

30 7

20

10 1

control W-L Am

PCO total
B short protocol x p<0.05

] long protocol

5 control®, W-L Am#, PCOEE, &JFWICB1T A R D short protocol & long protocol T D AR AT

52 BIASLEETIHRICE o 72, WHOREEEZHW
SEFI O TS HETHIRICE » 72563 2 0o 72,

£ B

IVE-ET AN ERED G & L ChEY L 7-BfE,
PEiZX D ~w=aT7fbEh, ZhicE b WIiEF

BELE LI BERICHE. LrL, BEOI
EREEICIMEAZEYNH Y, ThEICE LR
RS 5 2 &2 & Y IVE-ET % &0 ART DR )EE % [[]
Ea, PORWERHZRES LTV ZEHNTEDLD
TlwheEZbNL, ZITEFIEZMLD
PUERRAEICIER L CORRRIBE IC o S ET 2 R /2.
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MR E %o 2RI ENEATIEIMG D521 S
ETLEICEBE LA 2Dz 2hh5F, hCG
BRSO B BRI E VoL ) REIE D KIE
PR TRTIEDS B D o 72, TS ETOINELH
FLEICHELTE L OEFTHBLIZ W %
RLTWBEEZONS, HIRED B TIE—#H
WKLEOHDSEL VEVE VI FHENL AL
5679~108, WICSED AN LEL N FHVE W) #H
HLHD 12, —FLTWERWVD, SEOKEIZEV
TR E L7ERAESEOERERICIGHEE R ETAD
Vb0, SELY LEOHFENETN D /2.
T/, WFhOBIZBWTH SH:, LEDH DRl
FEERE L T BIEFID ) bIFRICE > 72O LE
TORBEHTH-72. DL HI2, SIED e
DED 2 72SHETH 2 o THIREIERMEICH - 72
Z &, RIS IO RISHEATR WIESI T
HIRBESEKL 2B 2L R2RBTL5DTHY, JIE
B % 474 % v B AHEIR B A < replacement A T D
BAENEFEAHIE B R oocyte donation FEF CHEARZEATE
CEMI-FLIHERTHLLEZLNS.

BN TSHEE LEL LB L7284, control FE Tl
hMG# 5B LSS & LEOBICEE 2 E 2 AD
Hdrotz, 2O EIEGnRHaRhMG DIKG-A T ¥ 2
= hhboT, JIEBRREICRIED % A 5 72 con-
trolFEBI TIZIIE D TS IR BT E L THB Y, 5P
AT A& V) JIZBWT, JiEEdH 50
T EELM S D OHIHBEE L TR L R LT
BY, SBROBETHRETHLLEEZOND, T/, S
ORI L 7 BRI I L TR TS & K
STELIEOFHH 2 o THIREDSEWEMICH o 72
ZEERBRITIE, BENL RS MG S
L TTLSEIZcontrol ETIMENTWVWAE Z LIRS
v (vl

W-L AmIZRERD & IIEBREDOERT 2 F8 e T
BIEBTHN S, BHEOBEAIFEORBETHY,
FREOWIIZE b % o THRRIZRIET 2 L vbh
TV, BETOME & o7 EEZ, KEOEBED
AENDLDD, WELEEIEEARORETH -
THEBITH B, S HEOFERTIE, hCCIEKGHRDE,,
FINEA LB L CSETHEEICHEEZRT L L
L2, control FHEDSELEHRTIHIEEICEETH -
7. SEETOMMGIRGRIZLEICHRES il i
WIZL b5, ZOL)ICERKCERLZO
T W-L Am B E TIEEIEE L ERREISE L T
ETWBEEPICH B4, GnRHIZHTT 5 KA S
{oTWT, JREAWE® GnRHa ¥k 5-12 & 5 flare
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wp RN RDER IR A AT A2 RE L) QBEEICH
DN RTHLLEEZOND I, IFRED BRI
Jo% R L7z ST CORIBEI O 251 ) K Em
w7z, F7o, BRERIGERLES TIZEBE
%OHSS K WMHEMA R <, ZOMHA” 5 H W-L Am
BRI A URBE RIS L L CRLENIDEL T
hlEZbNT.

PCOBETIESHE &L LIEDBIZhCG I 5-H D Pyl LS
HELGERDD. ZOPMEIZER BN OB,
OWTIRIIDEZRBLTWAEEZ bh16~18) L
T ORIBEADEIRETRATS B LR TEWEM IS
HolzZLIZORDPoTWL DRSNS, PCO
IXGnRHIZA LT K ICLHDOBEFE R RT L %
B ETERETHL. L2h 5T, LEDLHIZ
GnRH 23 $ 2 THEAED KSAMET L TH SHRIVE
MEl 2, MGEHES LTV AT Y2 — )V Tidi
B oS, SR L ) GnRHa %253 5
SHED A Y 2 — )V TIlEGnRHaBBIZ & 5 LH D:EF]
% EADSERIVEIICELE A RIZL TV D D
Zzbhi, F£/2, ZOFETIRERINER hCGH 5B
DEx 72 ERIBUIHT§ 2 B O st &2 R 315 IES
e LEORICERBD o7, L2 L, control#f
EHARTIGEITIR E CICSIET, BYWEmI RO Hh
72, ZDZLIEPCOBE T IVE-ETDRR & L TR
IZE o 72 AT EAED OHSS 2 & ¢ gEtE AT
WZERRIBTEHDTHY, PCOBENDIIER
BEEAETAILZRLTWVA.

Z D& HIZSEETIRAI T B YRR O S TEASE
F 3L, ZDHE LD poor responder ™~ DI
PEIFE S NS . SRIOME TIHEGEI D 20> 7
TOBRTE L o722%, FAaA OFEER L 7 poor re-
sponderBEOMRET CIZSHIC L AHIBUEIA &, LiEIC &
DRIBEA OBV O UL % & THET L 7|
FIZBVTIRIFEALEEZRD o 1.

INODFER LY, LEISIESREETER, B
Phrb 6T, RO LR hCGI SR D Py —5E
DEERL, BRELLHBETHLLEZONS,
—7, SHEIIhMGHESENLEICHEL ThRwi
OFFHIIIEN TV AEITDH B 5, JIERREEICE
HORD 572 W-L AmIESI R PCOER TIZIIED
RIS BRI 272 1), hCGH5RED P ED EE
o7z L, HENICHEREMEVWEmEZRL,
R & N7ERNIT L TiRERAD S 25853 TH
hlEzZ LN,

GnRHa % Fl\V 7R EM L INEFMETH 5 Sk L
LiEIZIVEETOREDM L2k & S BEBLL, BES
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CORERT—HRBICHWS N TWA, L2 L, BE
&l % IZADWERERNH D, FOIIEREEEDEN
FHoIR L ET, FORE ISR LE LI
FEEZ BA T LEDNH 5.
E
e ZBIHT-T, JiglE, THELZED
DFLAREEIRICERERAHELERLTT.
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Suitable ovarian stimulation for IVF programme in Patients with ovarian dysfunction
— Comparison between Short Protocol and Long Protocol —

Satoshi Yamaguchi, Shingo Yamabe and Matsuto Mochizuki

Department of Obstetrics and Gynecology
Kobe University School of Medicine, Kobe 652, Japan

Kaname Hayashi
Keisei Obstetrics and Gynecology Hospital, Takamatsu 760, Japan

GnRH analogue has been commonly used for hyperstimulation of ovulation in assisted reproduction. The
purpose of this study was to evaluate the IVF outcome in patients with differing ovarian functions through
comparison of short and long protocols of ovarian hyperstimulation.

A number of patients undergoing IVF in Keisei Ob/Gyn Hospital were divided into three groups according
to ovarian function: a control group (60 cycles) of patients with normal ovarian function; a W-L Am group (30
cycles) of patients with weight loss amenorrhea; and a PCO group (25 cycles) of patients with polycystic
ovaries. In the short protocol, patients started receiving GnRH analogue intranasally on the first day of their
menstrual cycles, while in the long protocol patients started on the mid-luteal phase. All patients were treat-
ed with hMG from the third day of their menstrual cycles up until induction of ovulation by hCG injection.
In each group, the amount of hMG injected, serum concentrations of estradiol and progesterone at hCG injection,
number of oocytes retrieved, and pregnancy rates. In the two stimulation programmes were compared.

In the control group, patients stimulated under the long protocol needed significantly more hMG than pa-
tients stimulated under the short protocol. Pregnancy rates for the short and long protocols were 26.1% and
20.0% respectively.

In the W-L Am group, serum estradiol levels and number of oocytes retrieved were higher in the short pro-
tocol than in the long protocol, even though less hMG was injected. The pregnancy rates in this group were
33.3% in the short protocol and 55.6% in the long protocol. In the PCO group serum progesterone levels at hCG
injection were significantly higher in the short protocol than in the long protocol. Pregnancy rates for the
short and long protocols were 14.3% and 27.8% respectively.

No significant differences between the short and long protocols Other than in the amount of hMG inject-
ed were seen in any parameters in the control group. However, patients in the W-L Am group exhibited hyper-
response under the short protocol. The high progesterone levels at hCG injection under the short protocol in
the PCO group suggest oocytes of low quality, resulting in a low pregnancy rate. The results indicate that
the short protocol may be a better method of stimulation for patients with normal ovarian function, while the
long protocol may be better for patients with ovarian dysfunction.

Key words: short protocol, long protocol, IVF-ET, weight loss amenorrhea, polycystic ovary
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Estimation of the Day of Ovulation in Cynomolgus Monkeys
(Macaca Fascicularis) by Measuring Serum Estradiol Concentrations
on the Same Day as Blood-sampling
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o2 AFNVOPIIH 2 HET LT L HME LT, estradiol (Ez) & progesterone (P) i Dl %E % en-
zymeimmunoassay (EIA) ¥ v MZ X o TfTo 72,

BRILB & ORIV E VRIEIRFRIF T, HIERIGEO 2 FEMRICIIEBELXMA 2 EATTE. Bl
MWEfEZRLAZH (100 pg/mi Pl E) B L URABAET 23207 HICBHEFMR 217\, IIROBRAIIRED 5
WITHIRICOWTEE L, BEFSMAETEZRLAZHICHI L TW -2 e RS /. EHICP
BEDOEFIZE o> THIID S o 722 L ATHERE S 7.

ZDZEML, EIAF Y PEAWTEBEZHET A LICE VPR OB H#EENTTRETHL DL
s -,

F—0—F A= 74N, BERIENEDE EIAE), estradiol (E2), progesterone (P)
(Jpn. J. Fertil. Steril., 42 (2 ), 136 - 140, 1997)

HIC BT, BRIIORERRE L Ery Mitk

" DY % ML S5 = & RIEBHA B2 S 42

Feaix, HVEET BV TERNER IVE), BB OOKEGZERTSHA. LIL, FAEIIBWT
ET) M 5 —BOEBEHEET>C0o12, BH  WESOFASHLARETS 520, HEENE R

il
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L THRF-OFREER I CFE LT T A48
VHb.

FVETIIHREMZEEE LTERBOBB X
ZOR R BT A Z L 3WEETH 5 4%, ARHI
2 SHEE TOHB IR ERBEERENH L0, HE
PRHZHETAILIZZDOTHETH S, FHLHI
(i YRR RIS ARV E >~ (FSH) % ZHiRskic & 5
BETRIERIEE RIA) 2L DElE L, FSHY —Y
RZ B EIZE o THZ 7 A F N OHEIIEI OHE
ExIToTWwA,. L2 L, RIABIZX BHlIE TR
FEALTTICHEAMEEL, JNH 2 HEE T E 728
HTOEBHEOBEHZRLTLE ) TEELSH S, b
7, Victoriaetal I # =7 4 ¥IT, Nozakiet al. N
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Fig. 1 Correlations between values determined by ra-
dioimmnoassay (RIA) and enzymeimmunoas-
say (EIA) in serum concentrations of estradi-
ol (E2: upper panel) and progesterone (P: lower
panel).
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Fig.2 Serum concentrations of estradiol (E2) and progesterone (P) during menstrual cycles in cynomolgus mon-
keys. Serum concentrations of estradiol were determined within the day of blood sampling by EIA.

@®: E;, O: progesterone
¥¢: A matured follicule was confirmed.

% : A hemorrhagic stigma was confirmed on the surface of an ovary.
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Fig.3 An ovary of 11th day (left) and 12th day (right) after menstruation of the cynomolugus monkey (Animal No.
1118702017). A matured follicle and hemorrhagic stigma are indicated by an arrow, respectively.
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Estimation of the day of ovulation in cynomolgus monkeys (Macaca fascicularis)
by measuring serum estradiol concentrations on the same day as blood-sampling

Narumi Ogonuki, Tadashi Sankai and Hideaki Tsuchiya

Tsukuba Primate Center for Medical Science
The National Institute of Health, Ibaraki 305, Japan L]

Mie Matsumuro

Medical Science
University of Tsukuba, Ibaraki 305, Japan

Takashi Yoshida, Fumiaki Cho and Yasuhiro Yoshikawa

Tsukuba Primate Center for Medical Science
The National Institute of Health, Ibaraki 305, Japan

Ovulation in the menstrual cycle of female cynomolgus monkeys (Macaca fascicularis) was estimated by
measuring the serum concentrations of estradiol (E2) and progesterone (P) using commercially available en-
zymeimmunoassay (EIA) kits. Measurements were done in the morning on the day that blood samples were
taken; the serum E; concentration was then obtained within 2 h. When this E; concentration either exceeded
100 pg/ml or significantly decreased, the monkeys underwent a laparotomy to determine the presence of ma-
ture follicle and hemorrhagic stigma, respectively. The results showed that the day of ovulation occurred on
the day that the E> concentration significantly decreased. The P concentration measurements corroborated
the ovulation status. .

This means that ovulation in cynomolgus monkeys can be estimated by measuring the serum concentra-
tion of E; using EIA kits on the day that blood samples are taken.

Key words: cynomolgus monkey, enzymeimmunoassay (EIA), estradiol (E2), progesterone (P)
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Study on varicocele by antegrade phlebography of the internal spermatic vein

Eiyu Nozawa

First Dpeartment of Urology
Toho University School of Medicine, Tokyo 143, Japan

It is clear that varicocele is one of the main factors underlying male infertility. However, there are some
patients in whom radical varicocelectomy has completely failed to improve the findings of semen analysis. In
the present study, the cause and severity of varicocele and the degree of postoperative improvement in the
findings of semen analysis were evaluated in 203 patients with left varicoceles, based on the findings of in-
traoperative antegrade phlebography of the internal spermatic vein.

The results showed failure of smooth inflow of the internal spermatic venous circulation into the inferior
vena cava, showing regurgitation into the intrarenal vein in 168 patients (82.8%) with left varicoceles. There
was a tendency for an increased level of regurgitation into the intrarenal vein with a greater severity of varic-
ocele. This finding suggested the presence of the factor causing disturbance of the venous inflow at the site
from the confluens of the left internal spermatic vein toward the inferior vena cava in the left renal vein,
thereby pointing to a possible role of the nutcracker phenomenon. In patients with severe reflux into the in-
trarenal vein, successful significant postoperative improvements were achieved in sperm density, sperm
motility, sperm motile efficiency index and seminal score according to the semen evaluation criteria of Toho
University. Improvement in the seminal score was high (80.0%) in Group IV with the most severe reflux into
the intrarenal vein (identification of reflux from the internal spermatic venous draining port into the renal
side, with filling to the level distal to the interlobar vein) . This improvement may have derived from surgi-
cal blockade of the preoperatively observed reflux into the internal spermatic vein in view of the fact that se-
vere reflux into the intrarenal vein is found frequently in Group D in whom varicocele is always observed »
even in the supine position.

Key words: varicocele, male infertility, phlebography of the internal spermatic vein
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Successful pregnancies using new sperm collection method
with retrograde epididymal sperm aspiration (RESA)
and micro-fertilization on severe male infertility

Takafumi Utsunomiya and Keizo Ando .

St.Luke Hospital Oita 870, Japan

Shunichi Ogata
Ogata Clinic, Oita 870, Japan

Male factor infertility has undergone significant changes in the last few years. The treatment for severe ’
oligozoospermia and obstructive azoospermia, however, are still difficult. The introduction of intracyto-
plasmic sperm injection (ICSI) has resulted in better fertilization and pregnancy rates in cases with severe
male factor infertility. Several techniques exist to obtain the sperm of severe oligozoospermia and obstructive
azoospermia. But the use of a micro-operation scope and fine technique are needed for micro-epididymal
sperm aspiration (MESA) and testicular sperm extraction (TESE). There are some risks to be expected such
as subcutaneous bleeding in the percutaneous sperm aspiration (PESA). In order to obtain the sperm of se-
vere male factor, the procedure of retrograde sperm aspiration (RESA) was designed in this study.
First, the upper side of the scrotum is opened 1 cm and vas deferens is lifted. The G-24 erastatic catheter
is inserted into the vas toward the epididymis. Then, 0.3 ~ 0.5 ml of saline is injected into it and then aspirated
from it. The small number of sperms are aspirated with the saline, ICSI was performed with these sperm and
4 of 6 patients were sucssessful in pregnancy. o
In conclusion, RESA is a simple, safe and effective method to obtain the sperm of severe male factor in-
fertility.
Key words: ICSI, Severe male factor, Operative sperm collection, RESA
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Magnetic Resonance Imaging Diagnosis for Varicocele
in Male Infertility Patients:
Comparison with Scintigraphy and Palpation Diagnosis
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Varicocele grade classification by scrotal
palpation and MR imaging.

Grade 0: Varicocele not detected.

Grade 1: Varicocele is in supra-testicular

area.

Grade 2: Varicocele is in supra- and

para-testicular area.

Grade 3: Testis is covered by varicocele.

On the static image of scrotal scincigraphy,

abnormal accumulation of tracer in scrotal
area is classified below.

Grade 0: Tracer is not detected.

Grade 1: Tracer is accumulated in

supra-testicular area.

Grade 2: Tracer is accumulated in supra-

N
&
.
\\
0
)
Testis
Grade 1 Grade II Grade III
Grade I Grade II Grade 11

and para-testicular area.

Grade 3: Testis is covered by tracer.
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TAC-1

TAC-2

SEC.

TAC-3

Fig. 2: The time-activity curve in ROI set on the testis area is classified to three patterns.

TAC-1: Rapid filling pattern in early phase. TAC-2: Slow filling in early phase and continuously increased pattern
in delayed phase. TAC-3: Slow filling in early phase and flat pattern in delayed phase (normal pattern).
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Fig. 3 :Incidence of bilateral varicocele diagnosed by
MRI or RI in 15 patients of left varicocele diagnosed
by scrotal palpation
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Lower Grade

Fig. 4: Relationship between scrotal palpation grade and MR or RI grade
RI grade showed better concordance with scrotal palpation grade. MR grade tends to show over-estimation.

'll‘AC

RI Gradelll

TAC 1

Grade II
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Grade 0

Fig. 5: Relationship between RI grade and TAC pattern
TAC 1 pattern was only identifie in RI grade Il group.
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Fig. 6: MR angiography (MRA) in the pelvis of patient
with grade II varicoceles

Arterial flow phase in MRA detected also the flow of
internal spermatic vein from upside (arrow).
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DENSITY

Reflux(+

Reflux(-

*p<0.05

ONCHANGE:

Improvement:sperm density increased >10X10°/ml

after operation

MOTILITY

A_!!!!!!!!!!!!!!!!!!!!!!!!— N.S
L %

Reflux (+)EEaVidle)aninuy

Improvement: motility increased >20% after

operation

Fig. 7: Postoperative improvement of semen quality in varicocele men with or without testicular vein refux identified

by MR. Patients with reflux showed significant increase of postoperative sperm concentration.
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Magnetic resonance imaging diagnosis for varicocele in male infertility patients:
Comparison with scintigraphy and palpation diagnosis

Isao Ikemoto, Takashi Shirai, Hirosi Nakajou,
Sinya Iwanaga and Yukihiko Ohishi

Department of Urology
Jikei University School of Medicine, Tokyo 105, Japan

Etsuo Moriya

Department of Radiology
Jikei University School of Medicine, Tokyo 105, Japan

The purpose of this study is to evaluate the clinical usefulness of imaging diagnosis, especially magnetic
resonance imaging (MRI) on varicocele condition in subfertile male. MRI and scincigraphy were performed
for 25 subfertile patients to evaluate their varicocele identified with scrotal palpation. All patients underwent
varicocelectomy for their spermatic veins and were evaluated for their semen quality.

A high percentage of left varicoceles diagnosed by scrotal palpation was identified bilateral lesions by
scrotal RI and MRI. Grading system by MRI tends to over-estimate compared to that of scrotal palpation.
MRI for varicocele can detect the reflux of spermatic veins. Varicocele patients with this reflux showed sig-
nificant improvement of sperm density after varicocelectomy.

Key words: varicocele, magnetic resonance imaging, scincigraphy, infertility, sperm
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A Clinicopathological Study of Atypical Leiomyomas

and Atypical Polypoid Adenomyomas of the Uterus
with Conservative Surgical Treatment
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R E4T o EBIC DWW T, RIS IZ APA &
THWSNIIEBI D3R E Lz, TS DEFIZOWN
T, TOHDOBEMM (20 ~8072°F) (25\F B ITIRR
SLDFEAE GO - EREE % B L7z,

A

W TEMIC, YHETFEHEOMIIZH O D
AT AT o 1REFNL 30361 T, ZDHhTHE
TEIRAFAT 24T - 725EBIZ 140B1 T - 72, FRERMRGES
HIRR DGR, 7 BICIEERI g IES, 1 BT
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B, ZET - WM& bizarre leiomyoma %2 BT, % K7
*F- 1 7 i epithelioid leiomyoma & g B5F 5 #3 & lipo-
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WZBWT 7B 5 BIA 1 b T2 3FREIE T high in-
tensity #/R L, EHMBLMEREDS 5\ IZER L FER
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P RIES & AT 17 15 17 22 27 21 21 140
APA 0 1 0 0 1 1 1 4

APA: atypical polypoid adenomyoma

K2 FEBTEGIES L OB AEORESEITR & ERES

AERI  fEE R BE O REAGRENZE Boritg WE EEWE 2R OWg
(10HPF) #i% #¥ #HE Wk 5%
1 27 0 0 leiomyosarcoma 15.5 14 1 H0 2 2
2 33 0 0 bizarre and cellular leiomyoma 2~3 10 2 »HY 0 0
3 29 0 0 bizarre leiomyoma 0~1 1 1 EN 0 0
4 30 2 1 cellular leiomyoma 0~1 1 1 »HY 1 1
5 39 0 0 cellular leiomyoma 0~1 12 1 Y 0 0
6 20 0 0 cellular leiomyoma 0~3 1 1 EN 0 0
7 45 3 1 cellular leiomyoma 0~1 1 1 %L 0 0
8 29 0 0 cellular leiomyoma 2~3 1 1 H 1 0

HPF: high power field

E) FEB 2 1 XA AR 39 22 B (2 IS HEHEZ AT 24TV, REMLEFRZ I leiomyoma Td - 7-.
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A clinicopathological study of atypical leiomyomas
and atypical polypoid adenomyomas of the uterus with conservative surgical treatment

Makoto Nitta, Hidetaka Katabuchi, Yukitoshi Fukumatsu,
Nobuyuki Tanaka, Kohei Matsuura, and Hitoshi Okamura

Department of Obstetrics and Gynecology
Kumamoto University School of Medicine, Kumamoto 860, Japan

Uterine smooth muscle tumors often occur in women of reproductive age. Most of these neoplasms are
typical leiomyoma, but some are a specific subtype of leiomyoma and leiomyosarcoma. In women of the
same age range, the pedunculated polypoid masses are also encountered within the uterine cavity, in which
the atypical polypoid adenomyoma (APA) is included. However, the clinical outcome of the atypical leiomy-
omas and APA with conservative surgical treatment has not yet been fully elucidated. We performed a clin-
icopathological study of seven cases of atypical leiomyomas, a case of leiomyosarcoma, and four cases of
APA, treated by surgery in our hospital during the past seven years. In cases involving atypical leiomyomas
such as cellular or bizarre leiomyomas, additional surgery was subsequently required in one case because of
recurrent typical leiomyoma. The case of leiomyosarcoma showed focal cytologic atypia and 15.5 mitotic
figures per 10 high-power fields, but the clinical course was benign and she was delivered of two children. Two
of four APA cases progressed to endometrial carcinoma within four and six months, respectively. In con-
clusion, fertility can be preserved by conservative surgery for atypical leiomyomas, whereas endometrial
cancer may co-exist or ensue in some cases of APA.

Key words: atypical leiomyoma, leiomyosarcoma, atypical polypoid adenomyoma, conservative surgery °
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A Successful Case of In Vitro Fertilization
and Embryo Tansfer (IVF-ET) for an Infertile Woman
with Primary Hypothalamic Amenorrhea
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fragmentation A325% LA T O 2 fH % Al L 7=, EMAMTTIZ1d dydrogesteronel5 mg/H D% 5-D AT, HJEHE
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YR & @7z, LH-RHE#HER (LH-RH 1004 g 1 [B1#
1FH) TIERMEIREMET, o207 (K1), Kauf-
mann# %5 & 'hMG R OB O LH-RH AR
BT EE DY, LH-RHEREMRKER (LH-RH
300pug/H % 4 HREH§H{ER, LH-RH 100 g #HE)
ITo KR, EHORIEEZDZ. DX ) A%E
Bl % JE S MERRUR T ER I A AR & Bl L 72,

ZOHOFMA | 19874 2 A4, ZO®BKRED
b, EE#%Z L, HSGIZ TINEEBMEATEID
5N, AIH % BEH L 72 hMG##E: % 520 72 A5 TR IS E
59, 19924F10 B 4FE A2 B2 L7z, NG Tl
PRL# 7 ng/ml, TSHf# 1.23,U/ml, DHEA-Si# 1.010
pg/ml, ACTHfE19 pg/ml, GH1#1.50 ng/ml, testos-
terone fiti 15 ng/dl & IEH Tdh - 7275, Exf# 10 pg/mlLL
TLETL, LH-RHAMREBR TRISIARTH 72,
AL 2% 7% <, Clamydia trachomatis JLfA I3 f&
PETH o7z 19924612 A ICHEFEEREZMEITL, ™
FISRELRE B DS 72 & DN RIS PAZE & FERR L 7.

(1978% 9A20R) (19814 9829H)

R PERUR TR AR 24 A IVF-ET O 1 il

HARESSE 402%2%

PEREGRA A hWMG B 21TV, I 5-2252,025 TUD
I 5 ORI, 2 B 45328 541, hCG 10,000 TU & #%
5 LB HAH % if7 L7205 ERICE S o 72,
PllofsEy, JEEmEEL S IR 10
EOFIAVEAE O WG TIVE-ET % jifT L 72.
IVF-ET#%# ; Kaufmann #3175 OB L0
day 1 ®LHf#H, FSHEIZV 1 b 0.5 mIU/mlLLF TH
72728, GnRH analogue (3fif 97 12day 3 £ 1) con-
ventional h(MG 150 ~ 225 IU/H (Humegon®, H#A A )L
iUtk HE) O G X BB E s L
72. Day22 CURORIFPEEHED, FHE 18 mm
DYk AT 2 L, 16 mm U EOURREE 7 fHI123E
L7=DT, bMG#5 %2 HIEL7:. #£hMGHEE =X
4,050IU T, day22 DE {132,997 pg/ml TH o7z, 7
HhCG 10,000 1U % 5-L, Z0D34FHHICHEIEEE
BT 4O IR L 7. hWMGH 57, LHEIX
BN FTH-72A%, FSHIEIZE4IZEH L, hCG
BEEROFNZNOMEIZ0.7 U/MmI, 21.3 U/ml TdH
-7z, %7z progesterone fH X hCG ¥ 5-7% 3 FEfH] T3.6
ng/ml & T AL EH LTz (X2). FREIWHE3
R ORES R, Percoll cushion Z87:-Swim-up 72
V2 & o TH%E L 728 B R 133 X 104/ml THEAE L 72.
R 12 B OSER T, 1I3EICSER 2R L, 4%
#I392.9% (13,/14) L RiFTH -7, Lo L, 9
A2 FIRHIIR T, B0 @ 4 A3 HIHIIETH 1,
AT B LK T2 HEIL308% (4.14) L&
RCHo7z, & BIZ24KEMERERZRO 2 FIHIITED
8 A EI L (57E%88.9%), D) L, fragmen-
tation 2525 %LL T @ 6 MKLHIIE 2 B % 5= ~FBHl L
72 (G 1), IR O #AHTEIZ (d dydrogesterone 15

(1981%10A16H)

(mIU/ml) NEZH Kaufmann#ix LH-RHES & et 88
30 30 4 30 -
25 25 4 25
20 20 20 4
LH
154 15 4 15
10 - 10 4 10
el el
FSH
0 0 0 -
1 L | | | T T T 1
i 30 60 120 =[] 60 120 A 30 60 120
(%) (5 (%)

X1 LH-RHERRERUSEDOZAL
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P (ng /ml) 0.3 0.5 0.8 |VF( ET :
mm
l l l ¢ 20 3
(pg /ml) &
3000 15 59
il
E 2 2000 " &
-&- 1000
U 225 1
hMG/ B, ﬂ
day 1 20 L 25

2 IVF-ETEHOINRIE & v £ >~ BhhE

#1 IVF-ETH&

PRINEL (fE) 14
ARG 12hrs $2 O 2PN* -9
R IREE 3PN* -4
E=H -1
ZHEE (%) 92.9 (13 14)
SRETZAEE (%) 30.8( 4/14)
SEIER (%) 88.9(8.9)
fragmentation <25% 2
fragmentation 50%< 6
RS () 2 (6 AHRLHARE)
fragmentation 25% 2
PRAE R 5 A 2R (%) 16.7(1./6)

* pronucleus

mg/HD 12 HE#R5 DA 21772,

4H21H (k480 H) 2B BIMAhCGEIZ 69
mIU/ml ZRL, 4H30BICFENKE 1 B2 MEEL

. RN T B O OHSS 75320 b - Dighid

%Lﬁmr’ﬁ%zi& <, HRFZEAIZNER T, 1993412
H 14 BIZIEIR38 8T 2,424 g D5 B & F-NE 50460 L 7.

IVF-ET E§ O fragmentation 50% L _E DA FINE 6 1812,
E5IC96BE ] DIEEAAT OIS, 1ED A DN
RicgE Lz GE).

£ =

AIEFN IR Z R O T He A gonadotropin D IR 7
502, LH-RHEMRRD 5, TEREOEE) D
N7z7%, LH-RHESHE 55 O LH-RH BT ER T i
DFIEHFRO b Tz70, BURT IR LBk

L7z

¥ 7 gonadotropin HURIBAE VD BED N =AY, FLE
BIUBMEDREENSH D, gonadotropin EM/KIBEDS
WIHHED ZFE 72 LT e o7z, Lzdi> TARRESIL
BELFENSUR THOBENEE SN, GnRHOD
SEIfRl S, TOBREAKOTIIRALZLD
LHEH S T

JRZEPEARIR T EBYEMRE A AAEFN 253 5 IVF-ET O3k
H137% <, EHIM D hypogonadotropic hypogonadism
GREA S FRALS NI ORISR L TR LA 72
hpEZAhThHbH. FIEGDIVF-ET DHEINEFR L,
LH : FSHItA%1 : 1 ®conventional (MG % L 72
A5, FEFIOLHAEIZ0.5~0.7 IU/ml THERE L, BEhIfE
HRBORBICETALHRIITAETHH I LH)
L7z F oM A A BEIC BT A P08
TOMG IS 5 IRV 5 bR T b
EVIREONDH L. EROBESOTIIIMGIESE
R GHABICEITED SN, KEFID T & L [F—E
BHUZBWT S 2 b hMGEFTRER, AHIGEREL, IVF
HEBPTESGEOLR, IO LIIHEIZEITS
gonadotropin (ZXF 3 2 &S IIZEN D 1), hMG
BREDETZEICE D LAV E O RS ASEH
LTL B W) IR S N7z, — LRI 5 6
mmBEEDEFEINEFHEICRE T 201875 A48
VETHY, ZOBIZERBMN O FSHIESZ M7
L, TIERDS D gonadotropin 2 & 5 KU AN
THEEINTWED, InsnZk %%z b b
&, JREORIEMEZ BIE &€ 5 720 I IVF-ET E#
D 2 ~ 3 EHIRET & D hMGH%5- & 7213 GnRH pulse 2
WL AHNER AT T A LN EETHL EER
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EARER L 72D THE L7,

% BAGH X OE B 134540 [0] B AR F S50 i
£ () o THE L.

X ™

1) =% A, HECE, REXHE 41991 FREE
ARORERE. EROESR 43:452-454

JEFEVESUR T SIS B #2233 A IVF-ET D 1 51

2)

3)

4)

5)

6)

7

8)

9)

BARNEERE 492%25

KHESE, AE #, WEFT i (1995) HTFs-
tock i IZ TIERL L 72 B E IE7RIN80 % Percoll i35 &
UFPercoll CushionZE#EDF FIMEICE T 285, H
AZHARRIE 12:97-101
HAHFR (1974) TERAERE ROV T > EHRIERAE.
BRARFHE  10: 33-37
Spitz IM, Diamant Y, Rosen E, et al. (1974) Iso-
lated Gonadotropin Deficiency. N Engl J Med
290: 10-15
HRERB, EREEH, KFERR Al (1991)
HEFEREAEICBT L HEFNGE. RO
43: 492-494
Zeev S, Bernadette M, Vaclav I, et al. (1993) In-
duction of follicular growth using recombinant
human follicle-stimulating hormone in tow vol-
unteer women with hypogonadotropic hypogo-
nadism. Fertil Steril 59: 738-742
Gougeon A (1986) Dynamics of follicular growth
in the human: amodel from preliminary results.
Hum Reprod 1: 81-87
Smith J, Devroey P, Faguer B, et al. (1993) A
prospective randomized comparipon of intra-
muscular or intravaginal natural progesterone as
a luteal phase and early pregnancy supplement.
Hum Reprod 7: 168-75
Nagata Y, Shirakawa K (1996) Setting standards
for the levels of endotoxin in the embryo culture
media of human in vitro fertilization and embryo
transfer. Fertil Steril 65: 614-619
(%14 1 1996411 A 18 H)
(ZH 119974 1 H208)




FHOFE4A1H RE b (173) 61

A successful case of in vitro fertilization and embryo transfer (IVF-ET)
for an infertile woman with primary hypothalamic amenorrhea

Kou Honjou, Yumi Nagata and Koichi Shirakawa

Department of Obstetrics and Gynecology
School of Medicine, Fukuoka University, Fukuoka, 814-80, Japan

This paper presents a successful case of IVF-ET for an infertile woman with primary hypothalamic amen-
orrhea with a tubal disorder. The patient was a 34 year-old woman and was diagnosed with primary hypo-
thalamic amenorrhea by the LH-RH repetitive test.

At first, the daily injection of hMG for IVF was started from the 3rd day of the withdrawal bleeding with-
out GnRH analogue administration. The basal levels of the LH and FSH in serum were less than 0.5 mIU/mL
in both. The total amount of hMG was 4,050 IU for 20 days. Fourteen oocytes were retrieved and insemi-
nated in the following day of hCG. Nine oocytes with two pronuclei and four oocytes with three pronuclei
were confirmed on the next day. Eight out of 9 were divided in the four cell stage. Two out of 8 were trans-
ferred into the uterus. The case underwent daily 15 mg of dydrogesterone as a luteal support. After that, the
successful singleton pregnancy was confirmed. She delivered a healthy male infant weighted 2,424 g at 38 weeks
of gestation.

Six of rest embryos divided into four cell stage were cultured. Only one of 6 developed to blastocyst. We
concluded that poor development of embryos showed in the case with severe endocrinological disorder.
Key words: primary hypothalamic amenorrhea, hypogonadotropic hypogonadism, IVF-ET, embryo devel-

opment, pregnancy.
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1. Trophocan % Fu 7= AlH
OskH  #, HEMEZE, HEHRE
(BRI RE IR AFD)

BB R N T4 (AIH) X, HifTIcdhz->TFE
OBEBBPFEGESR EOTEREDHFEDS L L
BEEORELEIZE > TAT— T VOFEAIZERE
T RGNS S, A IIRT =S BRI
\Zf#F] & 115 Trophocan % V272 AIH % 2 fEBIIZ3F L
THAT L7 DT DO EHHET 5.

FEF] 1 12325%, &L om. BEOTEHE L SHE
RAED 1= OWERD T T — T VHFEPIIEARGET
& - 72. Trophocan % i\ T ATH % JifT L 72 A5t
B ESIHHEATEETH Y, FIRIOATH THIRA L
S UBFEAER 1008, NEFRICAEE L T ab. fEF] 213
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DADIHEAMFETH Y, B T2 OO AIH % fifT
L7
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FARIZEDLETHRICELZ TS 2 EDTRETH D
AIHIZBE L TERTH A Z LAVREEE N7z,

2. ERMAERTIREIC TERLEL 16
OF Ik, REE—BE, ZIiEE
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4 AREEs, BRELEN DY, 70937 2 VITTHINF
BEITOHER A 3B 7. [ AER L7220, 1108
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EYAEMEIZS52+33ETH o 72, BWEMMZEIL
FEIVE SRS TN L7z, SSGI#E it
FEEEXHCTTY, 8HINIIIEMES b T
el
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TIE57%(4/7), CEIZ92%11./12), DETIZ
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% W4T, FAVEREON 2 B & @E O ECTTFEMNICET
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I8, T8BLUCNETOZRER GHHEINE RIP
) (ZFNENTI % (436.599), 63% (129, 191), 65
% (178./213) TH V), EHRZE (GSEL BHMEED L[
FRIZZENEN12 % (30,/260), 12% (10.783), 11 %
(14/123) THhH o7z, FMEHRE (ET) 1: 1 #27 %,
I#30 %8 L UT#25 % CHEMICEEZIRO R
Notz.

DEORER»S, ABEL ICFaal— bER
DHFIEERIT, BNZHEOBEICELELRIZS R
WA FEMEATRIE & L7z,

13. MHERBEICH B FERBENEH LA
2%
O, FEERE, AHRE
PHRIERE, AHET, BEILERL
(BER B HLRBEEER AR

FERESEREAT ANTAE B C OF- 5 PIIRIE (EM) DA &
HIREGEIC O W THRET L 72,

WF 5 4F B IESE & AT L 72 AR IEE 1816120
&, EMOFE, #1TH, HE, HiREER EICoE
ST L7z,

10261 (46.4 %) IZEM 7253880 b, FEABHARE47
B BT 5 EMORAEFIL59.6% (286F]) TH - 7-.
rAFS7ETIE T #4161 402 %), TH#H1561 (14.7 %),
M#H24 61 (23.5 %), VEI2261(21.6%) TH-o72. EM
SEBI 10210 9 H 465 (45.1 %) \IFIRASELAL, IVE-
ET2261 (47.8 %) , W8 Bl (17.4 %), BAIFHE
8B (17.4 %), ATH6 B (13.0 %), FHis:2 Bl (4.4
%) Thotz., #ITHH TOEERIZIHF415%, O
#H46.7 %, MHAS0%, VH#i455%CH Y, IVE-ETLL
scix, T#37.5%, T#I62.5%, MEIS0%, IV
25%& o7z,

(177) 65

T EARIE &P ERET b ART REYHE © EA
THILILEY, TOEFTHICIILLT, BiFxR
IR e IFF T & 5 2 LA S I,

14, ¥EIEIL- 8 L¥EARATR & DRGE
OH™HHE—ER, MFREAF], B E—
NFEBRT, BHFEE, E)IE4E
(REEKER)

FEWE I (2 interleukin- 8 (IL- 8 ) 2SFAET 5 & & A5k
EENTWAED, ZOZRENIHS TRV, 40,
FEIL-8 2l L, BHERBEATR L OMEIZOWT
e L7,

SIBIDEEE, BFRE, BT B8R, FEF,
R E IR (WBC) 2l L7z, Bl oMEIRo$sE
WCER OEZUR R vy, F7REIL- 8 # ELISAT
HlE L7,

IEEREEE (n=10, HEF4R%; 1600 0) IcHEL
TEEREEE n=21, HTZ4R%; 16KiH) TIXIL-8
BEB L UOWBCHAEICEE (FRLFNp<0.02,
p<001) THho7z. IL-8iEEIIWBC L FELIENH
B (r=0.746, p<0.01) %, F7:, BHEHRLEE
B O (r=-0416, p<0.02) #/RL 7.

Dl EofERI, HiHhWBCH EHFIZIL- 8 A5EE
LTWwBZ E%ERL, T/, IL-8 IZEEFEREEIZHE
L, BEBBRCIIEETH 7225, BIFIL-
8 DG THERE | AR BREIREI R IR o TV A T AT
R s

15. R SHE—FEBHEANDFISHZEDICH
—OREAERE, BRI S UHEMRE MR
B 3MLBEEOKREL 5 CICHEERICE S
b NIERROMERIESHT DR A4 —
O &#—, Hh &, k7 #
SEHR—BR, BEHEL, HPEIA
BlstETE, FFPET, BEKF
EARET, WIET, FHER
FRURE (¥ bV —ERARER)
i HEE P KRERETHEES)

KA THAERABRZESOSEHICHEL, BEOM
BoTIEohze oI, B, B
HifE B & CWHIED & AEMRIC & o TRAZEIBRICH L
TFISHEZIGH L X, YHREBAROBRHzRAL. £
TERBOBDOIEBIADEERIZOWT ORI L
7z,

ZOFERIVEAR, HBEMRE, MRS
FTHIZBVWTOX, YROKERHNT LI LATE
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7o, TR 21 8 S 15 S Az 25 O EER I L
TFISHEZIT o728 25, 75% (19./25) DEEKTH
ABWATTRETH o 72, THAERBOKEOEERIL
62% (13,/21) TH o7z,

SREEAN, AEEEMIRE, PITRARSTHERE B & ORREIEk
I2BWT, FISHEIZ X B X, YREAEDORE DT HE
ot FREREROFEIIOWTHHL TS
EHTEL.

16. EIEFEBEOHHBERFAMEFRREOE
|CDOWTORRES
Ol im, &#E 2%, FHER—RR
B, HPROA, ARE—
ks, HFRT, AARNT
ERET, WIES, FHAR
AFRRE (¥ b= — R ARHER)

R THERZ ORI, MR IR
THBENH L EREEIN TS, 4HFELITZO
FIZOWTHE 247V, BRR EAH & Ebh R
B OTHET S.

HRETERE 4R ERRE L, WAL LT
FHEL, BIROEMILHAD O NIGEITH
J& 78— a2 — )V TR 10 %I LEHRMLE R ITHTE
PUSE L7z, BHA 72 W& 13 HTF T 1500G 10
5, BMEREAE% LHTRISEA L2, M-I
DEHNIE MR T TIT o 72, X, MR Tk
7 AT M-THD) ISEA L, Z0Migogtigk
Hhaploid T 5 = & &R L7z, —EF CHIRRRE 24T
otz Fi, MIBBOEGHELY MY TN — G T
KRt L7z,

14 %4 2 2 (S FIRS TR 2 Rl L 7. AEfEsRia
8% THo7-.

FE A IC B L T < A TR TF-HIR % Vv 2 B
BREL, BRIICIIEE TH L L b,

17. GRELEGE &R MDORR
OFrE& X, kKHHE, AE %
BEHT, BIDE—
(fi B R RER)

SRELRRAS & 5 & OBIRIZ D\ T IVE-ET iH#EK
BhORBE L.

PERESERAE & fAT L, AR 2 FLINICINER T
D38)E TIVE-ET % fiAT L 72 5451 82 5% 90 &1 % 2
L L7 BN O K EA T AN R 4
WAEAIT 2HH LIPREEATT 0~ 5 Mnkf)
2065035 $RINE T 6 ~ 10 MIEE) © 1260 18 /FH, 11~

HARESRFE 424525

20 (Mo #f) . 1261572 5 U221 ~32 (SvEf) 10
B4 4 B L, IVE-ETBRURE T £HEIC
DWTHBHRE L 72,

Mo B L U SvEEOIRIFEUI MnFE I LA ELCS
BAET (p<0.01), SvRFOBMEEIZ, MnEE, MIEE,
MoBEDTRTICH L THEREILEMETH o 72 (p<
0.01). ZO#ER, *EBHEIIEIRE (%), SHEB)
IR (%) (Mnf¥ . 44,770, MIEE . 50767, Mo
B 1717, SvBE. 7710, E Mo EB L USVEET
BAEBEIEMETH > 72 (p<0.01).

PR O, IREEREREIC, OV TIZIVF-ET
DRI E T RIS 2 AR ST,

18. URRIC & 1T B HHZHEBBR L DR A~
O MmN, FEEE, AR
FREIEAS, ATHT, HEILIER
(FEVE BT L I e et A

LBRICBUT B ARG R L AT IR R (B %
B2 ahEhEEs L.

19944F 4 A5 19964 6 F 2 BT B A IR Al
TIEE OBIHET32.7 % (49./150), SAMIZHE T
156 % (7./45) TH o7z, 2ot LT,
199549 A & 1, BEEBHZIZIZ105BREDRZHO A
ThREsE, 51219964 1 A & ) smy
B2 EHIE» S 77 A< h— by ¥ —I2%
BHLTWwhA, ZZTI99549 A Tx I #, 19954
9 M5 19964 1 HETE I, 19964 1 A LIk %
WAL LT, #lHOFRINZHETOREBRTRSR =
W s E, T#1297%22./74), T#137.5% 14,/
40), MHA30.6% (11,736) &7 ) IBEMICEEZ RO L
oz,

BN DIFIRERDE DL L 2w & X ), DI
BHZEOGEILTLOILETEL, /o, 2)EE
WY A BB ME I, EROBLEDRWT T X
TA— b+ ¥—TRETEL I EITRE SN,

19. FROPRERRELF T v 7 X POOERIZ L 4%
1R %EE - REHE—
O DA%, At THE, RUETA
FEEREE (kb VA ERARD

RINAT B E DR £ 2 BHOBR 155 720
HEiTo72.

I ZR % T HEED) BNLALE+T7 ¥ 7 —
WBFR 28861, NLAZEOAIIBIEZFRE L, HE
FHRACTF v 7)) A bORLEET-72.

NLAZ B+ 7 & 7 — VAiEH O RREEE T17 - 72288




TR 9FE4A1H

BITIIMES, (48 %) WEH: (22 %) % H I BHER (17 %)
B (11 %) e EORIWERE ALz, 2 T316IC
DWW INLAEEDATIT o728 TAIER (3.2 %) &
(B2 %) ~E WA LHEREHORZ I 20 -72. Bl
PER BRI L 729 2R ADIRZNL27.6 BT &
EE ol

BRIV % EOREZR DT ANDOARLRLEEH DR
WEFEL CEAFNICIER L, EfM~NOfERIzMH e &
DIERWEETHIETAZLICLVEEZEDZITS
SRE, WS REBRT 5 2 L TE .

20. Severe male factor (Z%3 3 3 ICSIF#EIC D\ T
ORWH:=, [LEEET, BUETR

FEHERESE (kY- VIERARD

Wt — (KRB IRBEL R 28R

aspermia, azoospermia, M 7% oligoozoospermia |
oL CTEWREREL LR THBELIT-o T 5. 4
[\ Z 5 DIEBI DRI 2 DWW T retrospective | &
AEITo 7.

19951 A1 HE D 19964E5 A 1 HF TORMIZEE
B3B3 LT, WREFFHEIC X 23R¥E, MESA (F5
B ERR TG 135), RESA GEITHABRE AR5 |
%), TESE (REAETHRIUE), ZofaiTyvy, \UXS
NIETF 2 RERAE L7, Bl LIE27 B 1CSI
% fEAT, BB % 4T o 72, NERIZMESA-FROZEN-
ICSIZ®17/E#H, RESA-FROZEN-ICSI%® 8 JEJ#l, TESE-
FROZEN-ICSI 7S 1 JEI#, other-FROZEN-ICSI (chemi-
cal-ejaculation) 7% 1 A TH - 7-.

ICSIEDIBDZAER - 43HIZEIE54.6 % (107 /196),
89.7% (96, 107) & %z o 7z, HkEdh 7z h) DIFHRERIZ37
%(10/27) TH Y, £DH b, TEIMERES 2 FH,
TR 2 FMITH o7z, FEEEICHT L 25k 7
W /ZICST [HIRE 152 % (40.7264) ] & 0 b TR
EAE A3 o 72,

21. ARSZEER (3 TAY, FHiv, 752>
T14al) OREIEEOHRICOWT
OaRg¥, B &\, kF #*
RHMR—ER, BEEL, HPEO A
TARE—, BEESE, HFERT
BARKT, WIETF, FHER
AFRE (> M —ERARER)

VNG - IR IVF-ET) ICBW T T ENICBAE
T&hDo - RESE% EHRERL, 209 b0
%SRBI ED 2 BEDORED D & ITHETL
1D TEDRFERIIONWTHET 5.

(179) 67

AEGEIELTOZELERLE. a3 7AD E
KERIRTF2SE R L TWED, FOEEKDH
WS I TIROMBE B 5 5D, i 4E
BLTWwEH0D, TZNFNOEFKOKESIZEL
WRNARFEDRBOONDL LD, 757 A543
VS DR EIERE RO S N Wi SRR A B d)
LTWwab0, #NENITAN 4718, Afi-321E,
T T T AT A Y a v 1018 & RSV SRR RHR Lk
B 10%MEMHTEPICT, 5~7 HEA v F2~x—
% =W @B7C, 5% CO,inair) TE:#E L, REERTICE
BYA2058E L7

FNENREFEINCBIT L IEBICRE T 5%
Hi3, IaTAN12%(6./747), iV 6% (2./32),
TITAYTFA4320%(0/10).

AREGEIOHT a7 A) OSEENI 508
WKRBTAHI Edbhotz.

22. SRHABREPIETFEANZE CHERICE - /= Karta-
generEIREED 1 6l
ORHEA—ER, HH &, kEF %
BiEEL, HPEOR, HAE—
mESE, HFET, AT
EBRET, WIET, FH#R
ATRE (L MY -ERARER)

Kartagener fE 5T 13 1904 4F Siewert |2 & - THI® T
SN, 19334 Kartagner 12 & - TEEAIIZE®R S h
ToRBT, NBERE, [EIIRE, BlalEsz
3EBET S, CORBIGHERERFEICLEL,
ZORTFERILY A = VBRI S 5V IEREER
REICR-TWAB,

4 #4113, Kartagener SEMERE & M SN 7232
BUDI y TVIBWT, [SHEAREET] 2T
SR E AR FEAE R T WITRICE > - O THE
¥ 5. HHHFET13600075/ml, EBFEO0%T, =0
VLA T VR TIIAT hDOEERE RO, BT
HEE D EHE Tl inner B X Wouter dynin arm D/K3E,
BNEDOREL L URFIORE, I b3y FY 7D
TEREE 2ROz, EOBPIIRIEIIA T L X7
& HMG % Fi \» 7z short protocol THT V>, 2 MIFZEARE 3
fEl % IEFEAE, HIBRITIR & 7 o 72, BIEEIR218ICE
D, FREOABREIZIEE THo 7.
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| £1158 BATEFSEFHGBE |

HEE : SFai9#E2 A8 H (1) k2R~
&Y | BRK AR R (56 2 TRl 4 B

1. OISR TOEGICIS U - REBEl 0z
5 SRBGLIEDZREIRE R C & §T AR
LEBBHIC

OFANBS, HEFIEHE, BT
BEEEA, PHER (TR REST)

IVE CE MR AR &5, RARDITRELG5 72
DO EEBRIRE R #Et L7z,

FTRTOAEFNE L TRERESG DR (%P) -
mfa Ll B IGEE (%M) & T L7z, 3ELLERERSAE
NHEFNICE LT, BEAEIVEREIEL - fE#b - SR %L
MABMIZFHES B x 5Hr L -,

ZFORER, WEHEH -0 O%PiL, BHKEED1 -
2:3-4-5- 6Ll EORKE, ZNEN59% - 20% -
27% - 38% * 33%BLU31%T, %MIZ0% - 0%
33% - 16% * 3% B L V9.1 %Th-72. %B, %M
#3MEE AETHET A LAEEEXROL VDD 4
fECTEWERICH o 7. BEAEIVFEERIO%M X, 2
[AAGHTIE18% 2R L, 2EPLETIZ0% E AREIK
o7z ERBIO%MIL, 36RERMTIZ18%IIH L,
368 L ETIE8.9 % L ERWEIAICH o 72, IR T
2, IMICEELRAEERED o7, 1) BiEREIE3
T THRY L Bbhs, 2) @ineE - 2B EIVEZ
B L TWARERITIE, 4B EORBHEE LTHMH
L EDZ R AEDRERMEII PR W AR SN
72s

2. SNEREREAEICH T 5 H T — T IViaBRRAE
DEE
OfBE—, KM &, BHEHS
AT, BBIET, GG
AKEH, MBI, SRR
(BRI KRR

PVEARFICHT BB L LT, 4, JIEHET
SR Y A T & (FT ¥ A7 L) DRFE SR, IEA
WEFRRE DT % JRE T RUGHE & R 11T 55 2 &
WUREE o7z, A OIKA I, TERL D FHRHRET
BRENEE LV e ENTE, JEREEAZE
TAHFT AT — T VOGEEBRIIOWTEE L.

HIE, FEIESY - BACTHANIEMELS
Wi SN EFNCH L, FEE T EIRMINE EK T i
ITUCHELZHERLIZ4TZIIETH .

HAN S 42%25

FORER, BUERIIBIL81 I 89 %), Witk 1
H 5 3 40 A OBBEIIBNIE 76 904 (83.5 %), HBH
FIEREINBIIZ 424 (89.4 %) TH -7z,

LR LY, FTY A7 A DOBEIGERET,
PURG & 0 G0 R e ST E B EBZE AL
TEWEMEEZR L. 72, EREZ2IT) &R
B EZELNN DR RER L 2 BT E A 2 &5, B
ENEEOEZME & R T RETH b,
EhoTHMENEVWEEZ bR,

3. 2mmEEERSETFM > 27 LOERAEER
Oy mlie, AKIHZ, FH &
R, e, RE T
iR, RO CREUKER)

VEAE, fR ARMEISC 331 B BERESE T A0 I T,
AR TS L, #IC D I AR BRI 4k
IR 2 TETW A, HERDIENES T F4#7d 10 mm
B E L S mmBONFARE BRI T E L LT
HaInT&7z9%, Sk EFARES ) BRI
HZERBME L7 2mmEOBIES T FHT S A7 A
T ARERE R OTHRET 5.

2 mm FMEHEE T FAH Y AT L TlE1.98 mmiEA 2
—7BIUHTE 2mmAA Y PO Fa—H—IZHA
LIRIET %o

A AT L 7 AEBI O AR A EEAE .3 D RERE P8
2214, PCO 1, IREFRATRDIENEMEILEE 3 5,
LAM; laparoscopically assisted myomectomy 3 i,
second look 2 B CH o7z, T 5 DFFNENEREE R
WA H B LT iR Sz, £7210
mmfE, 5mmfEE L AR E o &L R oK
XA THERETHL LEZOLNT., ThH LD
LS DITEICHILDY, TOFERAEISE I LN
Zzobhiz.

4. PERESET THLE L -FIEBFEIMEIRD 3 f
ORAMR, MATHE, =TRk
PEREDSE, KIREE
(BRI 5 [ i e E A

FEIMEIR DB B W TR EERTEIR 2B L Tk
BIME AT & SN TE /. HPeCRERESEIC TR
HEidR L 2 s, BES$E L7 3 6% B
L7z, 360 E SRR 7225 T HPIZGS H3A 5
Nehol, BHEEZTLZLE I 0TS AN
RSN & W S s, B, EREL 0T
BRI T Ly vy 2 B R REL, EREEY
BIL, YIBAAIL Y ERANA Z R L. WEEKRD
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A RN & R L TR LIS MT X 50 mg & JRiE L 7-.

3 Bl 2 BUIATARR S IINET 72 - 7225, 1 Bl
P E 2, BFEZELZ. ZOERIZMD 2 6
EHATIRHAhCGIED S <, BERARE {, HEM
AR A L TWz7280, JERES T COME A
HTHorz, BEIMERICB VT EESG T CULE
TENL, BEDD %, BEEIMRTEA, FEID
BEDLEEMIIODPDLIIEFEDERE L LR HIDT
B LT B —BOREILETH S,

5. BRESF V- IVEEDIRKEAE
ORAFIAL, KA, FFLER
MARE, LIBKT, HEhEk
CRERUKRER)

T8 BAE DGR I TR, RIVE B
ThN57S, FHES HBIELIRE L HEERE
MEL, MEEELMETHL. SVEVEEOE
Wit & %> T % Gn-RHaFE D KT A b 157 > [MILfE I
L BIRERIEE, BHBEOMELNH Y, 60 HDiE
BCTIRELLRLERTAHNILALTHA.

ZZT#F V=)L 100 ~ 200 mg/ H DA EE L%
xRz 190IF9F 6 A REBE, REGIHET
PATH-7. F26r 4 2ABEICA-TEYE
1161 (59 %) HARIEBERIFI & 2 5. —F 45128
BIVER, 4 BIDSKFERTHIELTBD 86 (42 %) »°
AEITH o7z, wihd 32 A LRSIk e
ot

BRI B CTlE CA15 AN IE R B & 7 ) A W EEE IS
T, 13 A CHESINIERIEAE & 2o 72, SRR
HERROTHHBED RO R Do 7z, MHIRAGEE
MITEARETHLRTEELE L. AEEIIMNE
< Gn-RHa B EH OB R IEICER &L Bbhi:.

6. TEHE - FERREICH T 5GnRH7 0O
7 DRSS DORHFR
OmARHEIR, KKWEE, H#H &
EEE, AbwrE, KT B
® b, RE#C CRECKE)

W, MARREDERICBWTGIRHT 7027
PWIEL VLN L) I h>TWA, BAZFER
i, FEMNEMEICHSAGnRH T F 0 7 ORI 5
ORBEIZER L, URHIBWVTI19924E 5 1996 £ D
BHARGEFM 2T o - T EMIESS BB X FENE
FEME BRI 6061 % 178 & L TGnRH 7 F 1 iRk 5
DHRMIZOWTHRE 247 72,

FEMEICE LT, firaT 1288 O GnRH$E 512

(181) 69

IO BEEAIBEICLT60% T T/ L, ST
B AN O BIS ALK T A et R L7z, &
7z, PENESEREN TR BERL AT, BAREIC X 2 MERH
W DIEF]TILGnRHFE G-HE DT ) DIER SRR,
HIMED A7 { B BEEDH SNz, PIEREN
IR LTH, MiATGnRHFL G & 0 BEREEAHE/ N L
82—62cm), HHEHIZBWTHMEIV RS
AR H L7z,

DECE) I oEBEIITAHGnRET 07
DRTHI G- OF AR S 7.

7. #BFEEEE EHE D POF THERFERICK
IhL7-46, X, del (g22, 3) D 1 fEFI
Otrs &, NHHZ, FHTE
HHSFRA, FBREE, A%CF

WE = &) T v FEKER)

POF 2, 407K CFSH740 mIU/ml A Lo Es =
FroEUHERART, LERICITFEEEEAR, 4
BAREELECEHELH 5. 19844 Kaiser 5D, X4
AR D RIBER DS\ T E VIR R R L EE
THY, KEOBRED L DIZPOFRAER 2 51, 4
WBEHETWEEVIFHEDLH B, Lh LPOFRIER
DOHEINFESR, EIRFEIZVE 2P HES R TW AR W, 4
M 413, X§tBEEROKIE% 329 5 POF THEIN
TN L7ER R L 72O THRET 5.

FEBIIE, 27 TR 1 F£5 EFRIC0NZ.
#ZHELH 16.7 mIU/ml, FSH 55.3 mIU/ml. etttk
T, 46Xdel (X) (q22,3) ik, FAEREL LD
%9 POF L2 L7z, D%, hMGEMIkE %, EP
4%+ GnRH agonist % 5-#%hMG % %59 % b g%
B, DEEIEREYELTOIER L, 4EHE
(ZHERASHERR S 7z

DEXY, R E2 LR IPOFTH-TH
BEREHTHIUL, FHIEREPTRETH Y, Hik
DO EES L HFEFCTE 5.

8. “HA” WL ERMED 1 6l& ZDIERICD
WwT
OBsR#ET, FRE—EL, EFHHE
IRERIEHE, SARRETL, 12 REE
BEFEA CRHEREDR)

AEEA I, 125 L) EETRIE LBt
HETWhH W 5 BEEHREDIFRE (hyper gonadotropic,
hypogonadism) % 71 77 7 < ¥ #E R ECTREIMEL,
4-[M hMG-hCG #EZE I THER L 72 R\ EB OFES) % #%
ER L7z THRET 5.
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FIIB AL (ZSPTRT 3 BIFE T % b 5HFRE10 %
D) OZBTETH-72. BREARICBVTE, T
F F M a ¥ AED LI GIRENH B L) %
VFLAMPTE RV, ZO7DBKRTEN 2P
DB RA Ik, RYIRT A 2 K8 & HI T
FTHILERD, KERIZ, 16mEOBESEREC
BV TR IR 2 25 S URIATA b T 2720,
A ENEFEBAIIChMG 25 L7z, EaRE S o SR k)
BUZIZhMG Z#ETT7200 TUMEH L, AIHICTHIR L
72,

L3, S FEELRERTRERRICE > ER
DR ED TR LTV E 720,

9. {LEBERDERELTA 4 FEFIDOIRET
ORNET, ZEMT, FHEE
ME T, HIlHET, REEE
R FERESR)
ATHA (R BFReERLr 5 —)

BB FHET HEERANT L, ENITHIER
BLUZOMOEINENR D, PR IEHRAE
HLoOobHA. Lil, MEBtEsEriT)Be,
ZOUIRENIC X o T, JIEBIEREESLPOF% &
pAds BT W

BRARIEN R TEHE LT 72, {LEBFEHROER
HEBNAERICOWTHRIT L, 209 5 3 5EH]
IZFSHO LR %3287, CAP#ER 6 7 — V4T L
7z E R IR L O ERE, EEEINEEARREREEC
IV EARIC o7z, B EES O 3 5EH (o
260, Ta2 Bl) IE3XCIEH A EB % BE L7225,
PVB#iE% 6 7 — VAT L 72#EHIIZ, Low responder
ERNIFRICES B o 7z, ALFHEEA B 2
Mo 2FR Y D2 ERNE, Eik LIERIR 2157,

B DO BEEORCIER OREIR, ok
S5BOREIRFTREEELRETH 5.

10. BB CHBRAD XL, HEOEMRNS &
U#ERBEEROBELH
OlifozH, HLES, EHHEE
FOENE, MERE, mRET
GRS (BEIEKRERR)

AID TR L3 L 72 B2 BT 1) AT AT
HIZB2#EHEIE DXL, 2) NTIgHRITH
ORMAA%K, HEBEIKEZFAEFNICBIT 2B L
IZOWTHRET L7z,

SERTCE 1 A 25 8 4212 A £ T I single-AID
ST IR LIS - 7255561 (B IR 26641, IR

HARERE 402%2%5

289%1) T, WHEYIBIZ X 550 & ZiEIR & B 7.
TR BI O 84 % AMRIRRACH B & 2 DRI
2 HEOBETH Y, BIRE100&T 5 L4Bid1024
THLZZEIRO L. AREAME 12 BEIMES19H
HECTICHE217%8 82%), KB 238% (82 %) Wik
WEiTanTsy, BLELROL W, IEHEIR
BIE93 %, &IB95%T, 36 ALRIORESHIZB
TIZBRT6%, KIBT3%EBIRIZEVEBDFED
DY (VAR

HH EHESIH OB EEICB W TR LEL R
B, FERBFICBOTRBIEBICEWEBAED 5
e

1. ZARMOERERIHRIE, HIREBETE L
(PR
OLHBELE, NNEA, 8F &
alHE—, AFERE, TELE
PRI (LB K

12. ¥ JRPFOBBHBEICHEIZFAS Y >
34O
OARF#E, KIFRT, MRIEERZ
B OMERL, RIIRRE, PR
QLN FEFHRPEER)

55 1 BAKKH (first polar body emission; FPBE) @
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Our Federation

The International Federation of Fertility Societies was estab-
lished almost 30 years ago as an organization that would represent the
interests of fertility societies world-wide. This initiative was viewed as
being necessary for the promotion of basic and applied research in the
areas of reproduction and fertility and the dissemination of informa-
tion resulting from such activity. One forum for providing up to date
information of this kind is the World Congress which is held every
three years in locations decided by the general assembly of national
societies. The success of these meetings is clearly evident by the
increasing number of delegates who participate by presenting their
research findings and providing state-of-the-art reviews on various
topics.

The IFFS is also instrumental in facilitating the creation of
societies focussing on reproductive science in countries where such
societies do not exist. Each year new applications for membership are
received by the federation attesting to the importance of IFFS
globally. By increasing the membership and reaching out to more
countries, a truly world-wide representation can be realised.

The exponential increase in assisted reproductive techniques has
created an urgent need for standardization of terminology and evalu-
ation of diagnostic and therapeutic procedures. The IFFS has recently
published a consensus document on assisted procreation that is
readily available on the IFFS web site and from the Secretariat. This
document, and others like it, will be reviewed and updated periodically
to incorporate information from advances in the field of reproduction,
and highlight modern management standards. Other documents are
being developed and will be published in due course.

The IFFS, in its mandate of advancing knowledge, is fully
committed to organising workshops in reproductive medicine in coun-
tries of the developing world. The experience to date has been very
positive and plans are underway for holding more workshops this year.

As we progress along the rapidly unfolding communication high-
way it is becoming even more important that information be readily
available. In this regard, through the Newsletter and the IFFS Web
site, we are trying to bring up to date information to members. We
encourage members to participate in this process by communicating
with us at the secretariat. The IFFS represents the interests of all
fertility society members whose needs can be met more efficiently
through open dialogue. So become involved by sharing your ideas,
concerns, stories, anecdotes and so on with your colleagues around
the world by using these communication media available to you via the
IFFS.

Professor Salim Daya
Assistant Secretary General

OFFICERS

President
Prof. Otto Rodriguez-Armas

Vice-president
Prof. Robert F. Harrison

Secretary General
Prof. Bernard Hedon

Assistant Secretary-General
Prof. Salim Daya

Treasurer
Prof. William Thompson

Vice-Treasurer
Dr. Basil Tarlatzis

Executive Committee
Argentina

Australia

Brazil

Germany

Japan

Morocco
Scandinavia

Spain

USA

Scientific Programme
Committee

Prof. J. Cohen (Chairman)
Prof. R.F. Harrison

Prof. B. Hedon

Prof. A. Haney

Prof. S. Daya

Finland
Israel
Nigeria
Paraguay
UK

USA




Highlights of IFFS Executive
Committee Meeting
Maastricht June 38, 1996

On the occasion of the 30th anniversary in 1998 of the
establishment of IFFS, it has been proposed that the event
be celebrated by recognizing the contribution of scientists
who have distinguished themselves in the field of repro-
ductive medicine. A list of nominees will be developed by
the President and Secretary General for review. Further
details will be provided as they become available.

The President’s proposal to produce a text book on repro-
ductive medicine was given unanimous support. This book
will contain relevant information on the evaluation and
treatment of disorders that cause reproductive dysfunction
and will be orientated towards the developing world. It is
expected to be a valuable resource that will be available at
a nominal price. Although the book will be written in
English, translation into other languages will be undertaken.

In keeping with the advances in communication technol-
ogy, IFFS has established a home page on the world wide
web. In addition to providing information on IFFS activi-
ties, documents and policies, there will be an opportunity
for members to interact with each other through The
Forum which is open only to IFFS members. The IFFS
web site will be updated regularly with new documents
and announcements being introduced as they become avail-
able to the Secretariat.

The Newsletter is an important communication tool that
will be produced at least twice a year. In order to enhance
distribution and reduce costs, the Spring and Autumn is-
sues, for now, will be released to coincide with the annual
meetings of the European Society for Human Reproduc-
tion and Embryology and the American Society for
Reproductive Medicine, respectively.

The success of the workshops on reproductive medicine
has encouraged the executive committee to support this
activity as an ongoing project. Workshops are presently
being planned for Romania and South America (country
to be decided).

The IFFS has established a close liaison with the World
Health Organization. A request has been received from
WHO for IFFS to participate in an exploration of the
bioethical issues surrounding assisted reproduction. The
IFFS document entitled: “International Consensus on
Assisted Procreation” will be submitted to WHO for their
input. A list of experts in the fields of clinical and basic
andrology will be submitted to WHO to assist them in their
plan to produce the 4th edition of the laboratory manual
directed towards the examination of human semen and
sperm-cervical mucus interaction.

The issue of membership in the IFFS from countries in
which there are several societies representing the interests
of clinicians/scientists in the field of reproductive medi-
cine was discussed. Although our Bye Laws do not
exclude membership of more than one society, difficulties

would arise regarding the official representatives for the
countries in which several societies exist. Furthermore,
there is often significant overlap in membership among
the societies in the same country. It was agreed that mem-
bership of more than one society from any country into the
[FFS can be considered by the General Assembly provided
each society fulfills the criteria outlined in the Constitu-
tion, identifies the number of members it represents, is
willing to pay the required membership dues to the federa-
tion, and has established in writing after discussion with
the other societies as to who will represent their country
at the General Assembly. In the interests of efficiency, a
single representative will have to be designated to be the
liaison person between IFFS and the other societies in the
particular country. In the event of disagreement on the
name of this liaison person, the first society that joined the
IFFS will represent their country, the other societies being
excluded de facto.

Multinational societies (such as ESHRE and FLASEF)
cannot become members of IFFS because the technical
problems of representation would be too complex to
resolve satisfactorily. However, every effort will be made
to strengthen the links between IFFS and these societies.

A consensus position on the evaluation and treatment of
tubal infertility is being planned.

Requests for Membership in IFFS

The following national societies have requested informa-
tion regarding membership in the IFES:

The Romanian Association for Promotion of the Access
of Infertile Couples to Information, Investigation and
Treatment (ACCESS)

The South African Society of Reproductive Biology
The Mexican Association of the Biology of Human
Reproduction

The Dutch-Flemish Fertility Society

The Society of Specialists of Gynaecology and
Obstetrics of Palestine

IFFS Workshop

The IFFS, in collaboration with the Romanian Associa-
tion for Promotion of the Access of Infertile Couples to
Information, Investigation and Treatment (ACCESS), is
organizing a workshop on infertility. The workshop will
be held in Targu Mures, Romania from January 24-25,
1997. For further information, please contact the IFFS
secretariat.




IFFS '98
16th World Congress on Fertility
and Sterility
San Francisco, California, USA
October 4-9, 1998

Planning is well underway for the 16th World Congress in
Fertility and Sterility which will be held in San Francisco
from October 4-9, 1998. The 54th Annual Meeting of the
American Society for Reproductive Medicine (formerly
known as the American Fertility Society) will be held in
conjunction with the IFFS World Congress. Mark your
calenders now and plan to attend what will undoubtedly
be one of the best attended and most informative congresses
held under the auspices of the IFFS. The scientific portion
of the congress will include key note lectures and trilogies
(i.e. three lectures on a related subject) focussing on
research developments, practice related considerations and
reviews. In addition, ample opportunity will be provided
to the delegates to present their research findings as either
oral or poster communications. Although the scientific
programme has not been finalized, the following trilogy
topics are being considered:

I. Research
1. Implantation
. Y chromosome and infertility
. Receptor mutations and reproduction
. Epidemiological controversies
. Preimplantation diagnosis
. Gamete and embryo freezing
. In vitro maturation
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II. Reviews
1. Outcome and long-term follow up of ART

procedures

. Imaging of the reproductive tract for infertility
assessment

. Ethics

. Ovarian stimulation in ART

. Aging and reproductive hazards

. Contraception

. Preimplantation diagnosis
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II1. Practical
1. Reproductive surgery

2. Adjuncts to IVF

3. Assessment of male infertility

4. Infection and reproduction

5. Sexual dysfunction

6. Endometriosis

7. Ovulation induction and complications
8. Pregnancy wastage

9. Genetic screening in practice

The first announcement of the Congress will be sent out in
March 1997. This announcement will contain informa-
tion about registration for the Congress and lodging and
will include a brief outline of the scientific programme.
The “Call for Papers” announcement and Preliminary Pro-
gramme will be issued a little over 12 months prior to the
Congress. The deadline for the receipt of abstracts for IFFS

‘08 will be March 1, 1998. Authors will be notified in
early June 1998 whether their abstracts have been selected
for presentation.

For further information please contact the secretariats of
the IFFS or the ASRM at the following addresses:

International Federation of Fertility Societies
c/o CSI
10, rue Charles Armans
34000 MONTPELLIER, France
Telephone: (33) 67 58 5903
Fax: (33) 67 58 31 60
E-mail: algcsi@mnet.fr
or bhiffs@ment.fr
Contact person: Professor Bernard Hedon,
Secretary General

American Society for Reproductive Medicine

1209 Montgomery Highway

BIRMINGHAM, Alabama

USA 35216-2809

Telephone: (205) 978-5000

Fax: (205) 978-5005

E-mail asrm@asrm.com

Contact person: Dr. J. Benjamin Younger,
Executive Secretary

Information may also be obtained from the IFFS page on
the World Wide Web at the following address:

http://www.mnet.fr/iffs.

IFFS on the Web

Since May 1996, IFFS has had is own page in the
cyberspace of the Internet (http://www.mnet.fr/iffs). Nearly
one thousand visits to this site have already been made.
For those who have not yet visited the IFFS site, let us
review its contents and the objectives IFFS wishes to
achieve through this medium.

1. What kind of information is available on the
IFFS cybersite?

The secretariat is often requested to provide contact infor-
mation on various national societies and their officers. This
information is now available and will be updated regularly.
If you are organising a scientific meeting and want a mail-
ing list of national societies, you just have to click on the
map of IFFS affiliated societies and the information you
need becomes available.

The IFFS, from time to time, issues official statements and
documents representing the international position of health
care professionals on a number of controversial subjects.
For example, the consensus document on assisted procrea-
tion techniques is now available in its entirety on the net.




One of the major difficulties that has faced the IFFS secre-
tariat is how to reach all the individual members of
national societies around the world (estimated at approxi-
mately 40,000). Because IFFS is a federation of national
societies, individuals can only be represented by IFFS
through their own national societies. The logistical diffi-
culties of contacting each individual have, in the past,
restricted the rapid and efficient dissemination of impor-
tant IFFS information (such as policies, newsletters, and
so on). The reliance has been on the national societies to
transmit such material to individuals. The result has often
been less than desirable. This difficulty has now been
surmounted with the IFFS page where information can be
retrieved by any individual who has access to the Internet.
All relevant documents, newsletters and newsworthy
announcements will be made available in this format.

There is also a place on the IFFS web site where direct
links to other sites can be facilitated. In this manner
specific information on human reproductive issues that is
not available at the IFFS web site can be accessed from
other sites. The IFFS cybersite is, therefore, a nice spot
from which individuals can begin to “surf the net”.

2. The Forum

The Forum is a place where world wide news on repro-
duction can be shared. Itis a protected space that is acces-
sible only to individual members using an identification
and a password. The identification for members is “IFFS”
and the password is “member”. By typing in these two
pieces of information and pressing the “enter” key, mem-
bers enter the international news group on reproduction.

There are numerous ways in which The Forum can be used.
For example, rare cases can be described and commentary
invited from other members, advice on the management
of difficult cases can be sought; the views of colleagues
around the world on various controversial issues can be
obtained. Invitation to participate in multicentre studies
can be solicited; and information on new drugs or prod-
ucts (eg. event rates of positive and negative outcomes,
tolerance, compliance, and so on) can be shared.

It is hoped that The Forum will be an active and stimulat-
ing vehicle that will accomplish an important objective of
the IFFS of bringing together professionals in the field of
human reproduction from around the world to interact and
share their thoughts, experiences, and ideas with each other.
The IFFS executive committee urges all individuals to be-
come involved by making contact through this new and
exciting communication vehicle.

18th World Congress on In Vitro
Fertilization and Assisted
Reproduction
Uancouver, British Columbia, Canada
May 24-28, 1997

The congress will permit participants to obtain and
exchange up-to-date information in the clinical and
investigational aspects of reproductive medicine. The rapid
developments in this area need to be reviewed periodically
so that future directions can be identified. This goal will
be activated by bringing together experts in the field to
lead discussions using various formats including plenary
sessions, multi-disciplinary workshops and symposia.
Ample time will be allotted for free communications by
participants wishing to present their research findings.

Vancouver is a modern and vibrant multi-cultural city that
offers the best of western and oriental culture and cuisine.
Its location on the Pacific Coast of Canada give it one of
the most scenic settings in the world. The city reflects
both the national grandeur of its surroundings and the char-
acter of its friendly residents. Vancouver is clean, safe,
spirited and hospitable. The city is easily accessible with
direct flights from Europe, Asia, Australia and the
American continent.

The congress is being held during a splendid time of the
year when Vancouver and its surroundings are in full bloom.
This is also an ideal time for participants to visit destina-
tions as diverse as Alaska and the majestic Rocky Moun-
tains. Prepare yourself for an experience of a lifetime and
plan to attend what promises to be an unforgettable meet-
ing.

The deadline for receipt of abstracts is December 1, 1996.
For further information please contact the congress secre-
tariat at the following address:

10th World Congress on In Vitro Fertilization and
Assisted Reproduction

c/o Venue West Canference Services Ltd.

#645 - 375 Walter Street

Vancouver, British Columbia

V6B 5C6 Canada

Telephone: (604) 681-5226

Fax: (604) 681-2503

E-mil: congress@venuewest.com

www address: http://www.kenes.co.il/ivf

Upcoming Congress

1. European Society for Human Reproduction and
Embryology Annual Meeting, Edinburgh, Scotland,
June 22-25, 1997.

2. XV FIGO World Congress of Gynaecology and
Obstetrics, Copenhagen, Denmark, August 3-8, 1997.
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