The 1st Beijing International Conference

on Obstetrics and Gynecology
¥ —RBEMRO~HRRKS
October 7-10, 2005 Beijing, China

Abstracts
e300 4

A

2 - 1 ofperixmﬂ Meetime ol S
International Menopause Society i :!t{:-;‘:,_. :
Royal Australian and New Zealand College of Obstetricians and Gynaeeologlsu
McGill Medical International

@O % TMGIll €




NEHRTIB R

Abstracts

B

Abstracts for Plenary and Seminar Sessions ........c.c.cecvvvvevveeens 1
Abstracts for Free Paper Oral Sessions ..........ccccccovvveeiieieenns 21
Abstracts for Poster Displays .......ccceccrirrsieimnisirsisnsnsnsnsisnsias 99
Abstracts for Published in the Book only ........cocooeiiiieiiiinnnnn. 212

Presenting Author Index ... e 403



Abstracts Book of the 1% Bejjing International Conference on Obstetrics and Gynecology 1

Pi-3

THE RESEARCHS ON THE ETIOPATHOGENESIS
OF PREECLAMPSIA

Qide Lin

Dept. OB/GY, Renji Hospital affiliated to Shanghai Second
Medical University

Pre-eclampsia is an important complication of pregnancy,
which is characterized by an elevated blood pressure and
proteinuria and probably accompanied with edema and
impairment of many important organs. It maybe further
develops into Eclampsia, which is a grave hazard to maternal
and fetal health. However, the ctiology of pre-eclampsia thus
far remains unknown. Furthermore, the present measures for
prevention and therapy are less effective. Hence, the clinical
and basal research on pre-eclampsia is the important field of
obstetrics all the time.

Since 1980s, preeclampsia research group in Ren Ji hospital
have carried out a series of researchs on the etiopathogenesis
of preeclampsia. The syndrome of preeclampsia has been
ascribed to generalized maternal endothelial dysfunction,
poor placentation and excessive maternal inflammatory
response. Therefore, most of our researchs focused on the
causes of endothelial dysfunction and poor placentation and
abnormal maternal immune system.

1.  Immunology and Preeclampsia

Since the end of 1980s, we have observed the changes of B
lymphocyte and T lymphocyte subpopulations in blood from
preeclampsia patients. We found the number of B
lymphocyte significantly increased in patients. Furthermore,
we found that the number of Ts decreared and the function of
Ts was impaired significantly, The number of Ts cells
decreased and Th/Ts ratio increased gradually along with the
worsening of preeclampsia.

In 1992, we observed the immunopathology of uterine spiral
arteries by immuno-histochemistry and found that the deposit
on the arterial wall was only seen in preeclampsia and the
IgG deposit on the arterial wall in preeclampsia patients was
fewer than that in normal pregnant women.

The results above sugpested that abnormal activation of
innate and adaptive immune system was involved in the
excessive matemal imflammatory response and placental
ischemia.

2. Placental or trophoblastic ischemia and hypoxia

At present, the most accepted hypothesis is placental or
trophoblastic  ischemia and hypoxia. According to the
hypothesis, the reduced invasion of trophoblast in
preeclamptic placenta during the period of placentation leads
to impediment of spiral artery remolding which causes
placental or wophoblastic ischemia and hypoxia. In turn, it
activates a cascade of responses, for example, oxidative
stress. As a result, the subsequent dysfunction of endothelial
cell gives rise to the manifestation of the disease.

In 2001, we assessed the expression of VEGF and PLGF in
placentas from preeclampsia patients in order to clarify the
relationship between angiogenesis and placental ischemia.
We found that the expression of VEGF and PLGF decreased
significantly in preeclamptic placentas. Furthermore, we
assessed the expression of MMP-2, -9 and TIMP-1, 2and
KiS$-1 in placentas from preeclampsia patients. We found
that the expression of MMP-2. -9 decreased and the
expression of TIMP-1. 2and KiSS-1 increased significantly
in placentas from the cases, which was involved in the poor
placentation (reduced invasion of trophoblast) in
preeclamptic placenta.

Recently, we found that the overly activated hypoxic

response pathway of trophoblast in preeclamptic placenta,
which is manifested as over-expression of HIF-2a , is the
key point to hypoxic dysfunction of trophoblast. The
decreased oxygen sensitivity (the reduced HPH-1 expression)
of trophoblast in preeclamptic placenta was the most
irnportant intrinsic cause of trophoblastic hypoxia.

3. Onxidative stress and endothelial dysfunction

We measured the production of cytokines, TNF-a and
TGF-B 1, from cultured placenta villi under hypoxia and
found that the production of TNF-u increased and that of
TGF-A1 did not change. Furthermore, we found that the
single-layer structure of wvascular endothelial cell was
damaged, cell shrinked, cell gap increased and microvilli
reduced after adding the upper-layer fluid of hypoxia villi.
These result suggested that excessive production of certain
cytokines, such as TNF- a , under placental ischemia could
lead to endathelial dysfunction.

In 2002, we reported the concentration of xanthine
oxidase(XOD) and lipid peroxide(LPO) in serum from
patients with preeclampsia were significantly higher than
those in normal pregnant women respectively. We also found
a significant direct correlation between the concentration of
the XOD and that of LPO or mean arterial pressure(MAP).
We concluded oxidative stress (peroxidation increasing) was
also the key factor causing endothelial dysfunction in
preeclampsia patients.
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MOLECULAR STUDY
CANCERS

H.Y.S. Ngan

Department of Obstetrics & Gynaecology, Division of
Gynaecology Oncology, University of Hong Kong, Queen
Mary Hospital, Hong Kong, China

IN GYNAECOLOGICAL

Aims: Molecular study in gynaecological cancer is possible
with the advance in technology and training in biomolecular
science, Studies at molecular level allows for betier
understanding of carcinogenesis, a potential use of molecular
umour marker in diagnosis, monitoring and prognostication
of cancer as well as therapy.

Materials and Methods: Proto-oncogenes, oncogenes,
tumour suppressor genes and HPVwere studied in
gynaecological cancers. Epigenetic event such as
methylation was also studied.

Results: Using cervical cancer as example to illustrate the
importance of molecular study in gynaecological cancers.
HPV was found in more than 95% of cancer. HPY DNA was
detected in 50% of patients with cervical cancer using q-PCR
technique. Abnormal expression of p53, c-etbB2, c-myc,
EGFR and ras showed controversial findings in association
with prognosis though our studies showed no prognostic
association with overexpression of these genes. However,
our study showed that apoptosis and proliferative parameters
had prognostic significance. Using macroarray technique in
comparing gene expressions between radiosensitive and
radioresistant  cervical cancer samples, abnormal p73
expression was found to be associated with radiosensitivity
and was regulated by methylation. Both p73 overexpression
and hypomethylation were of prognostic significance.
Hypermethylation of DAPK, p16, MGMT and E-cadherin
were demonstrated in cervical cancers and cell lines and their
significance need further study. In-vitro study showed the

p53-adenovirus trasnfection can restore normal function of
cancer cells and is a potential agent for gene therapy.
Conclusions: Molecular markers have the potential in
clinical applications which need further study.

St-1
PREGNANCY OUTCOME IN WOMEN WITH
RECURRENT PREGNANCY LOSSES AND

ANTIPHOSPHOLIPID ANTIBODIES

Abdallah Adra, MD

Department of Obstetrics & Gynecclogy, American
University of Beirut, Medical Center, Beirut, Lebanon

The term “antiphospholipid syndrome™ (APS) refers to the
association between pregnancy loss and antiphospholipid
antibodies (aPL) andfor thrombotic events. The identification
ol aPL as a ncw and treatable cause of recurrent pregnancy
loss (RPL) represents the major advance in the subject over
the past 20 years.

In women with RPL caused by APS, the prospective fetal
loss rate may be as high as 85-90%. Among aPL, several
studies indicate that positive tests for lupus anticoagutant and
anticardiolipin antibodies can be found in up to 20% of
women with RPL.

Several studies regarding treatment of APS in pregnancy
found that heparin and low dose aspirin (LDA) are more
effective in promoting live birth than aspirin alone. Most
authonities agree that a low-dose thromboprophylactic
regimen with a low molecular weight heparin (LMWH- e.g.
enoxaparin 40-80 mg/day) or unfractionated heparin (UFH-
twice daily injections at a dosage of 15000-20000 units per
day) is sufficient in women with no history of thrombotic
events and whose sole problem is RPL. Although most
patients are started on LDA with a positive pregnancy test,
there is no consensus on when to start heparin. Most experts
prefer to add heparin afier confirmation of fetal cardiac
activity with transvaginal ultrasound exam al 6-7 weeks’
gestation.

Data regarding the prevalence of antiphospholipid antibodies
in women with recurrent pregnancy loss (RPL) being
evaluated and followed in @ RPL clinic will be presented.
Pregnancy outcome including the live birth rate & obstetric
complications will be compared in the subset of women with
APS before & after treatment with LDA & LMWH. In
addition, unsettled issuves regarding the diagnosis of APS, as
well as the obstetric care of women with RPL and aPLs will
be discussed.

§2-1

MANAGEMENT OF GESTATIONAL
TROPHOBLASTIC NEOPLASIA

H.Y.5 Ngan

Department of Obstetrics & Gynaecology, Division of
Gynaecology Oncology, University of Hong Kong, Queen
Mary Hospital, Hong Kong, China

Aims: Gestational trophoblastic neoplasia (GTN) is an
uncommon gynaecological malignancy that if treated
appropriately has a high cure rate. However, in ultra-high
risk GTN, it remains a therapeutic challenge. The
management of GTN in our Department over the past 30
years was reviewed.

Materials and Methods: Records of patients with GTN
managed in our Department were reviewed. From 1968 to
present, changes were observed in the criteria for the
diagnosis of GTN, the method of investigations, the staging
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and risk scoring system and the chemotherapy protocols.
Results: Using 5 consecutive stationary hCG as diagnostic
criteria for GTN, 11% of complete mole and 7% of partial
mole required chemotherapy treatment. Since the FIGO 2000
recommendation of 4 consecutive readings, the numbers
were too small to observe any change in incidence.
Investigations for lung metastasis had been using chest X-ray
and our study of CT lung did not show using information
from CT lung for diagnosis of lung metastasis had any effect
on treatment outcome. On the other hand, on reviewing
patients diagnosed to have liver metastasis by hepatic
arteriogram compared to ultrasound, we found that HAG is
probably too sensitive as investigative tool. Comparison of
treatment outcome by restaging patients with FIGO 1992 and
WHO showed no major difference in treatment outcome.
Similarly, FIGO 2000 also showed comparable outcome as
WHO. For treatment of low risk GTN, we have changed
from methotrexate (MTX) to etoposide and back to single
dose MTX which all showed good response and survival. For
the treatment of high risk GTN, we have been modifying the
Bagshawe's CHAMOMA regimen to the current CHAMOC
regimen and have good response and acceplable toxicity. For
ultra-high risk GTN and relapse, we have good experience
with methotrexate,bleomycin and etoposide (MBE).
Conclusions: GTN is an uncommon disease and its
management had been very diversified. With the more
common use of the FIGO 2000 recommendation, a more
unifiecd way of diagnosis, investigations, staging and
treatment will enable better understanding and management
in future.

§2-3

DIAGNOSIS AND MANAGEMENT OF GESTATIONAL
TROPHOBLASTIC NEOPLASIA IN CHINA

Xing Xie

Women's Hospital, Zhejiang University School of Medicine

Gestational  trophoblastic  diseases  (GTD)  include
hydatidiform mole, Invasive mole, Choriocarcinoma and
placenta site trophoblasitic tumor (PSTT). Hydatidiform
mole is more common in China than that in western
countries. It has been estimated that about 5-20% may be
received chemotherapy due to its malignant transformation
(gestational trophoblastic neoplasia, GTN). GTN possesses
high sensitivity to chemotherapy and becomes the first solid
tumor that can be cured by chemotherapy even in the
presence of widespread metastases. But some of them,
especially high-risk diseases, become resistance or relapse.
Correct diagnosis and pre-treatment evaluation are inportant
precondition for correct management of GTN.

The diagnosis of GTN:

There is no consensus on criteria on the clinical diagnosis
and diagnostic methods for GTN in the world till 2000.
FIGO and IGCS guidelines recommend that HCG
measurement is mainly, even only used for the diagnosis of
GTN. However in China, HCG measurement should be
combined with imaging (ultrasound, X-ray, CT & others) and
symptoms and signs for the diagnosis of GTN. Ngan
reported two different diagnostic criteria of GTN. In China,
the differentiation  between invasive mole and
choriocarcinoma seems to be more emphasized, because
choriocarcinoma is believed to have poorer prognosis and
usually needed to obtain the more aggressive treatment. So,
there are different clinical diagnostic criteria for invasive
mole and choriocarcinoma.

Considering different diagnostic criteria in different regions

in the world, FIGO conference established the uniform
diagnostic criteria in 2000. The new FIGO criteria began to
be used in China in 2002, ACOG recommended the FIGO
criteria with some modifications in 2004,

Clinical staging of GTN

Ditferent staging systems were used in the world, include:
Song's clinical staging system (1962) in China, the FIGO
staging system (1992), Hammond clinical classification
system in USA and Others. Song’s clinical staging was
announced in 1962 and has been used in China since then.
Considering that GTNs possess specific biologic behavior
(blood metastases) and anatomical staging is not consistent
with the progression and outcome of the disease, WHO
recommended a prognostic scoring system in 1983. WHO
scoring system, as a complément of clinical staging, is
widespread used in the world, including in China. [n 1982,
FIGO accepted Song's clinical staging. In 1992, considering
the significance of prognostic scoring, FIGO modified its
staging system through adding two high risk factors into
original staging. However, Song’s staging combined with
WHO scoring is widespread employed and FIGO staging is
rarely used in China. Meanwhile, Hammond system is
widespread used in USA. Different staging systems used in
the different regions may produce problems. The FIGO
Oncelogy Committee revised the staging system of GTN in
2000. The revised FIGO staging system includes FIGO
anatomical staging and revised FIGO scoring system. In the
new FIGO scoring system, Blood group is no longer used.
The risk categories are simplify into low- risk(total score<7)
and high-risk(total score = 7). Imaging to be used for
determining the number and size of metastases is
standardized.

Chemotherapy on GTN

GTN is the first solid twmor that can be cured by
chemotherapy. Considering its  high sensitivity to
chemotherapy and an ideal tumor marker HCG it is
reasonable to consider whether it is necessary to initial
therapy immediately just after the diagnosis is made. ACOG
recommends that the diagnosis of malignant sequelae as
indicated by the need for chemotherapy. SOGC recommends
chemotherapy indications including an abnormal hCG
regression pattern, histologic diagnosis and the presence of
metastases. [n America and Canada, GTN is often
immediately managed as soon as it is diagnosed. Thus, About
209% of registered molar patients may receive chemotherapy
finally. However, the criteria of chemotherapy In European
countries seem to be stricter. As a result, only 5% of
registered molar patients may receive chemotherapy finally.
In China, no criteia of chemotherapy on GTN are
standardized by authorized organization at present. In most
of the hospitals, chemotherapy is usually initiated promptly
after diagnosis of GTN is made, just like in America. In
Hong Kong, chemotherapy is initiated when B hCG plateau
or rise occurs, To standardize a criterion of chemotherapy on
GTN is very important. It should be a part of individual or
strategy therapy on GTN.

The development and selection of chemotherapy regimens on
GTN go through long history. In 1955, Li first reported the
effectiveness of methotrexate (MTX) in treatment of patients
with metastatic GTN in the world. In 1962, Song firstly
reported the effectiveness of 6-mercapto-purine (6-MP) in
treatment of patients with metastatic GTN in China. From
1958, several effective drugs were successfully used in China.
Since late 60's of 20th century, the patients with GTN began
to receive combination chemotherapy. Regimens include
5-Fu+KSM (Act-D) and AT1258+KSM(Act-D). Prof. Song
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in Peking Union Hospital analyzed therapeutic experiences
of 806 GTN patients in the periods of 1959 - 1975,
compared the outcome of 64 GTN patients mainly treated
with operation before 1959. The results showed that the
patients (reated with combination chemotherapy and
combined special therapy for metastatic tumors had
significant better prognosis than those treated with single
drug chemotherapy. Wang reported the outcomes of the
patient treated wit 5-Fu+ATI1258 in 1979-1988. The results
showed 100% of CR in low-risk, 97.7% in moderate-risk and
80% in high-risk (WHO scoring).

Initial treatment on low-risk GTN depends on patient’s desire
to preservation of childbearing. If the patient desires to retain
her fertility, single-agent chemotherapy is the first choice. Of
those, MTX is the most common used, while 5-Fu is more
popularly used in China. Lu reported 37 GTN patients with
low-risk (WHO scoring, 1983) primarily treated by single
MTX. The results showed 91.9% of CR, and 0.9% nccded
salvage chemotherapy. Because middle risk group has been
given up and all of score<7 are belong to low risk according
FIGQ Staging (2000), it should be considered if it is safe
for all low risk patients to receive single drug chemotherapy.
Matsui reported 272 low-risk GTN patients (new FIGO
satging ) treated with single MTX chemotherapy. They
achieved 75.7% of CR, and found that scoring was
significantly higher in failure of primary chemotherapy. Chen
reported 61 GTN patients classified s low-risk according to
new FIGO scoring (2000) and primary treated with single
MTX. They achieved 68.6% of CR with O.4mg/kg daily
regimen for 5 days and 30% of CR with regimen of Img/kg
onday 1, 3, 5, 7. Thus, CR of low risk patients appears to be
lower after new FIGO staging is adopted, although all the
patients can achieve CR after salvage chemotherapy. It may
be worthful to investigate the value of further strategy
therapy for the low risk GTN patients.

Combination chemotherapy regimens as Initial treatment on
high-risk GTN are widespread accepted in China. EMA-CO
and 5-Fu based combination regimens are most common
used. 5-Fu based combination chemotherapy as the first line
treatment for high-risk GTN can achieve 80% of CR. Ye
reported 33 patients with high-risk and resistant GTN treated
with EMA-CO regimen. The results showed 88.2% of CR in
high-risk group and 73.3% in resistance group.

EL TSP PLE TP B
e
AL KB 2 B 07 R B

UF i i FE A AT ( Gestational trophoblastic discases,
GTD) WM. 2k fiw i S8 MU A 8 A hr
AN AR . B W R0 R e e R T MK
il 5%-20% i1 1 () B 7 e AT the ik 2 A L A 5
{ Gestational trophoblastic neoplasia, GTN )l & H#2F {kir .
W Bt e A BB AT RO, R CREAMET G
MR RrE, B0 E R R AR TR A, -
R R Uy {2 R R . HERR R IS T HERYT TR R
ff R IE# T GTN [ & .
GTN KM
LI 2000 4, HEz bA % GTN W2 dRHEARNIL IR, &
FIGO #l IGCS $5R* P % hCG RE FE H ¥ R M5
WFEL. HYERE, 2 GTN HE 4 hCG. FERFILR
HE, X8, CT M ih — SR F R . Ngan i TH
RRRFIRY GTN 2 WidrE. L E R EHE i %
Gk T REE A B B, Ak O R HE A TS B T G R

A7 o [k, 348 il A% B Tk B RO th A7 S R 12 W
Frdf,

£ B ] b5 LA MK A GTN HANFI A2 KT ERAE. 2000
T FIGO $Eilt (- fisWrindE, WA 2002 £ 4 TFH
kil ACOG 7 2004 EX4 FIGO S WriRmE M 1 48
54 -

GTN FyKs5K 530

HEr EA RIS 8L 1962 SERYSR I 4. 1992
8 FIGO 5F M, %09 Hammond WRHE 7 3% . K
MRS EEE 1962 SEHUIN HFCAERAT M. BT
GTN HH 85 U7 R i Ak 2 e ek O LA 2 53 B0 0
FRESTUGE B, WHO fF 1983 i TR IR R 4.
AR 2 B # A6 WHO TG F 9 0 T8 3 3 py A .
1982 & FIGO Kool T K Foha Bk 23 1. % RIS 4 &
M, 1992 4 FIGO 2L T IR kM4 MRS, HMTai
HEMASSTIARS Y. BT, B THRCEES WS
WHO filf5 iP5 CaERE; T ZNA, BN RANH FIGo
s+, [FIM . Hammond 7 WHEREREEZNAH. R
R R ERCRR 2 Wk TR M. FIGO
g AE 2000 £ XBIT T GTN MM RZE. Bi1EM
FIGO M EFEIET FIGO MR &% 5+ MRS FIGO
UG ES . EHM FIGO BUS AP A FE m AL, 3f om0
fRfE CRlar<T 7Y AiEfe (R =7 40 M. g
18 5 BB B A R THE

GTN Kibsr

GTN &AL m e i, f T b
SR {7 BAD R4 8 hCG, TR BIERT -
ET P& Bl D020 TFUG 44T 7 ACOG % GTN #2516 ik P
Widkd7 . SOGC Hi#F M7 IRIL 48 7 8 hCG [AlI.
A BUFITH o fE A R EMM S A - s ETT
kAT, B RETE 0% GO A R E BRI LT,
o LS MR TR AT A HBe ™ . gAY 5%
LRI B R E AT . R H AT AR LR
) GTN G g, 8EERNEER §F -Hig
W4T . fERAIEY hCG P ol ARTF b7,
HH Bl PP B LT7 FRME B GTN 1597 AME LI T 20 .

a7 i ERIEFRE R TR KM E RIS, 1955 F Li K
T MTX T HH B GTN f4 &te. AR, 1962
FRMIETH 6-MP 7 HHH GTN (97 . M 1958
T, WgkG LR aREmIhNR. M-t 60
FTAAFL, GIN £ HEETHOSRIT IR EES
5-FU+KSM Fl AT1258+KSM. k50 thHFIPE B2 8% 5 br
T 1959 521975 SEHAF1LIT R 806 19 GTN B & 1097 3%,
HH 1959 FERTLL TR N L PR 64 BB H L. 245
HIAE GTN, SERALIre: s SRisrT
BB LS SR 4 I 98 . Wang HIB 7 1979 &
~1988 1E 258 $iHET 5-FU+ATI258 B H 7 . #4584
WHO FifG iEsrdnae el hiamal. SEmase g
H 491k 100%. 97.7% 1 80%.

{15 GTN AU PR 0 AR Bk F IR &
$o R EREB AT RN Ry B EERYIR
wr. JEERME 5-FU BN RR . HEE L MTX B
WH. FEHGET 37 4] GTN b e R, HH 1983
H WHO i 4, L4 R #25 MTX B4R 91.1%,
09%FHHBLIT. BFKE 2000 4 FIGO 58 RARGH
Tohfadh, ¥<T SHIgEIEEa, SR RMeHE
ITREESEAETT. Matsui 8 T MTX BEBT, R
#F FIGO S MIFHEESHE 272 6l, FRESERK Y
75.7%. KWAIRITUG VP U B T oS S ERAL. LY



Abstracts Book of the 1% Beijing International Conference on Obstetrics and Gynecology 5
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MENOPAUSE-RELATING SURVEY OF THE
MIDLIFE WOMEN IN SOUTHERN CHINA

Dongzi Yang, Shunjia Hong, Ping Pan. Yanmei Sun, Qingxue
Zhang, Tian Fenglian, Bai Baomin,Peng Xueming, Yang
Xiaohui, Chen Weihong, Feng Hong, Liao Weigiong, Chen
Shu, Ma Xiaohui, Wang Yonghong, Jiang Zhoumei
Department of Obstetrics and Gynecology. The Second
Affiliated Hospital, Sun Yat-Sen University, Guangzhou,
China

Objective: To describe the prevalence of menopausal
symptoms experienced by women aged 40-65 who lived in
Guangdong province, China. and 1o elucidate some factors
associated with these symptoms, as well as the average age
of menopause; and to investigate the proportion of women
searching for medical care or receiving hormone replacement
therapy.

Method: This cross-sectional study included 9939 women
aged 40-65 who were selected by multistage cluster sampling
and a face-to-face interview with given questionnaire.
Result: The onset of natural menopause age is 48.99 years
old. The prevalence of menopausal symptoms is significantly
different among the pre-, peri- and postmenopausal women,
and the prevalence is higher in the latter two groups. For the
women in Guangdong, the most prevalent symptom reported
was insomnia (36.4%) while that of hot flushes which was
seems as one of the classical menopausal symptoms was only
17.5%. The factors relating to the menopausal symptoms
include the profession, education, the manner of menopause,
physical and emotional problems. 0.8% participation had
ever used HRT while the current use account for 1.3%. Only
28.9% has searching for the health care due to the
menopausal symptoms.

Conclusion: Comparing 1o the north of Chinese women and
the white women, the menopausal symptom in southern
Chinese women is different, and the principle symptoms are
psychiatric ones in Guangdong menopausal women. The
proportion of women who used HRT is very small and so do
that of women searched for the medical care because of the
menopausal symptoms, which would be a challenge to our
healthcare work.

KEY WORDS: menopause
epidemiology
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Ak, HEER. WA R. SRR RNE. HiT
BEIFL (HRT) BN 0.8%, IEAEMAHE T 1.3%. X
1 28.9% R Ry ed ip Pk e,

i S EER R AR 1 A
EEATRAE AT R A B AR R R e AR, ) &R
L] P amaREl R A, BEES. I AET HRT
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STUDY ON REGULATION MECHANISM OF
MATERNAL-FETAL ENDOCRINE-IMMUNITY NET
DURING EARLY SPONTANEOUS ABORTION OF
KIDNEY DEFICIENCY WITH KIDNEY & QI
REPLENISHING HERBS

Suigi Gui, Xiaojin Zhang, Haiyan Wang, Cangdong Hu,
Jianfen Zhang

Obstetrics and Gynecology Hospital of Fudan University,
Shanghai, China

Objectives: Over 80% pathogenesis of early recurrent
spontaneous abortion (RSA) may be caused by regulation
disorder of matemnal-fetal endocrine and immune system,
which the traditional Chinese medical pattern differentiation
diagnosis is the deficiency of kidney. Research discovered
that using replenish the Kidney and the gi formula in
prevention the cause of abortion can have 83% pregnant
successful rate ,with the levels of BE{Block Effect),
P{progesterone ,¥; PRL (prolactin ,FRL) and P -hCG (human
chorionic gonadotropin- B ) increasing gradually. This article
further investigates the pathogenesis mechanism of
maternal-fetal endocrine -immunity system on  kidney
deficiency with RSA and effect of using kidney replenishing
herb treatment

Materials and Methods: A series study of in reproductive
endocrinology, immunology was measured by
radioimmunoassay, morphelogy immunohistochemistry, cell
and molecular biology, serum-pharmacology and FCM and
s0 on. [t includes:

1. Experiments in vivo: Set up 3D rat model of
bromacriptine induced early abortion (BAR), which pregnant
rats were injected 3mg/kgd of bromocripitine,
subcutaneously during 6 to 8days of gestation ,then which
were randomized into BAR group herb group (feeding
kidney-replenishing herbs of BAR, herb group ) and controt
group (normal pregnant rats), All rats were sacrificed at the
12 day to observe the outcome of pregnancy and drawed
materials for experiments of measuring and observing the
following in comparing belween: (1)} Abortive rate, success
rate, number of embryo and the rat placenta morphology. (2)
Measure the composition of synthesis. secretion and biologic
efficiency of hormone: levels of P, PRL in serum, expression
of PR(Progesterone, receptor, PR). PRLRmRNA (Prolactin
Receptor, PRLR) of decidua respectively. Besides, measure



BmEERERRE RN SR TN EE

on progesterone synthesis enzymes in placenta , incuding of
the expression of P450scc (P-450 side chain cleavage
enzyme, P450scc) ,  3p-HSD  (3p-hydroxysteroid
dehydrogenase, 3p-HSD ), LDLR(Low density lipoprotein
receptor, LDLR) IGFs mRNA(insulin-like growth or
factors IGFS)and PR . (3) Determine change on balance of
immunized Thl cytokines / Th2 cytokines and biologic
activity on NK cell of decidua (4) change between proliferate
and apoptosis on both trophoblast and decidua. The
expression of HB-EGF, PCNA, Fas / FasL both deciduas and
trophoblast: the expression of Caspase-8, Caspase-3 mRNA
and activity of Caspase-3. in decidua. 2. Experiment invitro:
Set up in cultured human trophoblastic cells from early
placenta villi for experimental research on the growth of
decidua and trophoblast, the effect of using serum containing
herbs of kidney replenishing in. Testing subject includes: (1)
Change on microstructure of trophoblast apoptosis,
distribution among the trophoblast proliferation cycle and
effect of the invasion ability in extravillous trophoblast by
TNF-a (Tumor necrosis factor-beta, TNF-a), IFN-(Interferon
gamma, IFN-y) treated in the cultured human trophoblastic
cells (2) Effect on the trophoblast growth
P450sce,3p—HSD,:LDLR and P levels by treated IGFs-1 or
/ and serum containing Chinese herbs in the cultured human
trophoblastic cells.

Results: Effects on morphology, maternal-fetal immunity,
endocrine for 5D rat model of bromocriptine induced early
abortion (BAR) with Kidney & qi Replenishing herbs

(1) Pregnant outcomes and morphologic changes in three
groups : The abortive rae of BAR group was always about
T09%~90% and total number of embryo were significantly
decrease , the pregnant rate of herb group up to 70%-90%,
the amount of embryo increase rapidly. On the electron
microscope: Placenta tissue of BRA group: The basement
membrane of the trophoblastic epithelium was thickened and
tortuous. There were lots of dense microspherical particles
within the basement membrane. Mitochondrial showed
coagulating and vacant. The cistemae of the rough
endoplasmic reticulum (rER} were dilated and contained
flocculus material. A degranulation of ribosomes on the rER
was frequently found. The capillary endothelium was thicked
with microvilli-like projections In herb group: the
weight . diameter of placenta in herb group was more
increaser. Villi blood sinusoid enlarged, vascular became
abundant and more regular in formation than BAR group.
Smooth endoplasmic reticolum (sER) increased and dilated,
and there were plenty of mitochondria and some lipid droplet
in cytoplasm. organella were normal mainly. So these
changes have supplied a normal morphology base on
exchanging of substance between maternal and fetal, and
satisfied with the fetal develepment require. (2) Adjust
secrete mechanism of PRL.P with herbs :In BAR group:
levels of P. PRL in serum, expression of PR, PRLmRNA in
decidua and expression of IGF-I, 1GF-11, IGF-IIR, P450scc,
3p-HSDmRNA in placenta of BAR group were all decreased
significantly compared with those of herb group. In herb
group we discover that the level of PRL, P in serum
increased gradually. the expression of PR.PRLRmRENA in
decidua all increased with Kidney & qi Replenishing herbs,
it down-regulated I[GF- [ R, IGFBP3gene expression,
up-regulated the expression of IGF- I, IGF-1I, IGF-IIR,
P450SCC, 3beta-HSD, LDLRmRNA and PR protein in
decidua . and strength increased gradually companied with
the process of pregnancy and time of treating, here was
obvious relativity with progesterone secretion in serum. (3)

Stregthening the maternal fetal immune tolerance :  In BAR
group: we found the cylotoxities of both decidual lymphatie
NK cells were activated, the expression of Thl cytokines
(TNF- a and IFN- vy mRNA were significantly higher ,
whereas the Th2 cytokines ¢ IL-4 and IL-10mRNA ), the ratio
of IL-10/ IFN- ¥ were significantly Jower and a tendency
toward the model of Thl cytokines than those in control
group. Significant low levels of expression in CD36" NK,
decidual . decidual CD56" NK and CD94 of BAR group,
whereas higher ratio of expression in CD6%CD94 of BRA
group., which than control group. Tn herb group: Adjust the
balance of maternal-fetal immunity in ratio of Thl /Th2 and
lean to Th2 with herbs; Add the amount of CD56+NK in
decidua and restrain the activity of CD56+NK, adjust the
balance of CD69 / CDY4 on the surface of CD36+NK in
decidua and lean to restraining receptor, thereby restrain the
toxicity that NK produced to embryo.(4) The proliferation
and apoptosis of dicidua . trophoblast cell intend to normal
with herbs: Expression of PCNA and HB-EGF increased in
the trophoblast and decidua; expression of TNF-a. Fas FasL
in the trophoblast and decidua . Caspase-8, Bax in decidua
all decreased, but expression of Bel-2 increased, so the ratio
of Bax and Bcl-2 was reduced (5) endocrine result in
abnormity of immunity system: We discover on the above the
pearson correlation analysis studies; a positive relation
between PR and PCNA . HB-EGF, whereas an indirect
relation between PR and TNFa, and an indirect relation
between TNF-o and Fas FasL. apoptosis. (6} chinese herbs
can promote prolifiration differentiation. Syncretize.invade
of trophoblast cell in normal early pregnancy, and can keep
the normal structure and function of placenta .We built the
cultured system of human villous trophoblast cells in vitro:
Experiments showed: we cultivated the human early
pregnant trophoblast with the serum which contain
kidney-replenishing formula: and find herbs can promoted
the trophoblast cell differentiation. Scan  electron
microscope results showed: tiny villus became more
abundance, cell syncretize; and promoted hCG- B synthesize.
secreticn; light microscope showed: Invadeing activity of
trophoblast out of villous increased; DNA doubleness body
przsented cycle distributing with FCM method, cell period of
S increased obviously, cell in the period of
G2-MDecreased,the results showed: cell located in the
period of DNA synthesize and mitosis, chinese herbs can
promoted trophoblast cell proliferation, depressed the rate of
cell apoptosis; research also found that along with the
activity of trophoblast increasing,they can resisted the
toxicity of embryo by TNF- @ and IFN- ¥ induced, inhanced
the capability of thophoblast grew in the condition of Thl
citokine, which can restrained cell apoptosis, restrained
activity of caspase-3 enzyme
Conclusions: (1) according to traditional Chinese medical
theory on * Kidney control reproduction” and mordern
reproductive medical theory, using the research idea and
method of integrated traditional Chinese and western
medicine, We adapt model of bromocriptine-induced
abortion (BAR), focus on the influence of between endocrine
to maternal-fetal immunity , carry out pathogenesis of
Deficiency of the Kidneys research. Bring forward abnormal
mechanism of PRL secretion affect secretion of progesterone
and activity of PR, mediated balance malajustment of TH1
and Th2 cytokines in the decidua, so that bring a series of
disorder from decidua. trophoblast to apoptosis control,
primary show the relationship of between pathogenesis of
Deficiency of the Kidneys abortion and disorder of
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maternal-fetal endocrine and immunity net. ( 2 )

Kidney-replenishing formular can adjust  the disorder
condition of maternal-fetal endocrine and immunity net,
increase the tolerance of maternal-fetal immunity from many
different target. we pointed out that progesterone play an
important and key role in balancing the Th1/Th2 cytokines,
regulating the cytotoxicity of natural killer cells and
apoptosis and proliferation of trophoblasts, strengthening the
maternal fetal immune tolerance, however
kidney-replenishing formular can  greatly progeaterone
secretion 50 get to balance of materal-fetal endocrine and
immunity and prevent abortion. (3) we established the SD
rats model of bromocriptine-induced abortion (BAR) at first
in nation . the abortive rate of the model group was always
about 70-90%, and the toral of embryo are significantly
lowered, the characteristics were similar between BAR and
patients with abortion, when these model rats were taken by
kidney replenishing herb, the pregnant successful rates
amounted to 75-90%, so we can explore the mechanism of
the herbs, pathogenesis of this type of abortion and the
development of new drugs in this repetilive and steady
animal model

3V T R e B S - e M P R TR HLER
B

N e d Rl WIH A KB

o HOCER S RER bl

WISTHOD: R AN 80% L0 ERINE B LIERIA
SRR RE L DESERE A S GO, RN
BAKET A RR T EY 8%, B Mk,
P(progesterone,P) PRL{Prolactine,PRL} , B -hCG ( human
chorinonic gonadotropin- B ) 7KV Fhh. ABPRM K
T R P RE A Y -~ S TR i R AT L T A R
W AR AT A E LA .
PR ek: B AR, RIEHLSE. SRR, I
SR R B AT T R AV (1), i
94 SD R 6d~8d RO K FiESHHELES 03me/kg.
o i B VR B SR RO o R B AL 34 B Y 4 (bromocripitin
abortion rat , BAR group) , # Rt €4 (herb group) A IE &
Zu il Al (controal group), 1% 12d A FEHLHELLF AU
BEEY: @ . IR ihE B IR B A
Fhd: @5 d b, M. REMOKCPRE: M P
PRL % 4i f® PR(Progestorone  receptor,PR) . PRLR
( Prolactine Receptor, PRLR ) FiE7K P B
£ 28 4 UM % PAS0sce(P-450 side chain cleavage enzyme
P450scce,),3p-HSD(3B-hydroxysteroid ~ dehydrogenase .
3B-HSD ), LDLR(Low density lipoprotein receptor, LDLR)
214K T L5 IGFsmRNA (insulin-like growth Factors .IGFS)
FIEXFRE R R, @A Th HRETF
( TNF-a IFN-v ), Th2 #Ifl4-f (IL4. L10) F@E
B NK ZUHE WSt e s . @UUE. #id R
FRETA R, B, BRaREEEET
HB-EGF. PCNA;: Fas / FasL [ &IEKT ; 8
Caspase-8 . Caspase-ImRNA FikAF | Caspase-3 ififh

Ml . (2) RO, 0 R R AR I A Rk AR,

O AT & AR T M : @2 TNF- a (Tumor
necrosis factor-beta, TNF- o JIFN-(Interferon gamma,IFN- v )
AR RA T BN A e B
24 Lt R @IGEs 1 A, P450sce. 3p
—-HSD.:.LDLR &iktf 7 53 i (F1 19 .

SR AN TS BT L TR, A AR

WDATIREE A R EEH 1k, BAR 4L #ik 70% ~90
Y. BEIFEO B, RS M mis. SEMER T
ML 3 1 ) AL O T B BRAL, i T o SRR B Bl
Bk VA9 S 0 R TG 5 S e e PR AR L R
1 25 FF (herb group) iFUR BT 70% ~90%, RG{FHH Gi§
. MdrEDst, RN E: B ERERRE
SR, HEmMERMGREL OFSEHES, TEES
FUU), R A AR AR TR A R T B
wOTHRTIE I, SRETE, RGN G KRIER. 85
B LB ES I CIEH, NEEJLRSL . S ias e, RaLE
R AR iRt T A it . @F%¥ PRLP
HA SHiHLH]: BAR SR fRIL P. PRL 9538445 i
PSR 317 PR. PRLmRNA Fik: Hi#t IGF- 1. IGF-11.
IGF- lIR. P450scc. 3p-HSDmRNA ik F R BAE ¥
Control #, W P &%, SHiFHIEHHN. Herb AlM
PRL . P 7KFBi G4, $HE PR, PRLRmRNA MIFik
EIighn (FRIEEG IGF- | R, IGFBP-3ImRNA #iX,
Hif% IGE-1 . IGF-1Il . IGF-1IR. LDLR. P450scc.
IF-HSDmRNA AR PR M [ &iA0E S P 7K i
BEML, NEHT BRA H, RERBASM. i
S . @A Th/Th2 T#H NK 4
Wodt %Y. BRA 4I8E0E Thi KI4MMUIA £ (TNF-o
tIFN- v 1)U 2+ control #; T Th2 B 41 7C IL4
Vo LI04 D: (IL-10 7 IFN- ¥ mRNA)EE{E ¥ B4 T control
4, kol ThI/TH2 FH RS --RE Thl 8, SEHE
B CD56%NK L] & CDS6*NK 41 CD94 ik (4
HItEZ ) FER, CDE9/CDO4 thif B# M, HesdiE
iE R CDS6" NK M MR 57 N, Herb 41 - i
NG %R Thi/Th2 T . fifwin Th2 &Y K hnbR
CD56+NK 4B ¥E, WM CD56" NK i B Hift
CD69/CDY4 T il &ML 24, MiTiFIEl CDS6+NK
ARG . @A AR, WA MR, B8
TIE# : ¥ BAR 41: #f¥ HB-EGF RiAR#E. #5F
1B PCNA 45 FBE; TNF-o . Fas / FasL 2iARIMIN:
BFE Caspase-8 . Bax FEMMEM, Bel2 RILMIE.
Bax/Bel-2 HoffFF, i RELEFEA0 M. &R0 M
. Herb 81: #kFF4NML. WHANEY PONA #iEREFA
i HB-EGFmRNA #iA L FH; @R, SR TNF-a .
Fas FasL J288 B Caspase-8 . Bax )21k Ff#. Bcl-2 Fik
b, BRI Baxw/Bel-2 Mo, v a1 RUSHANT BT ER,
M Rn . GNTBRERENEm. S5
it# pearson fRAHIEHTEM: P 5 IL-10/FN- v LL{E S
& MEM 3« PR Y5 PCNA. HB-EGF & iF#i%,5 TNF
a . Fas )% 714H;TNF- o 5 Fas FasL 2 [F#H%. @ 4b
B RAEHIEN R 2 R, i Bs .
BEfe ), LRGSR AR EN: & P2y h iy 1E
A RREFEAMRE,  #0ERREE B M,
(E R A &5, B A B4 A3 2iE TE5E; DNA
AEEA BRI . S WA B E . G-M SRE
A, HLRAEREAR T DNA SRR A T, (Rik 4l
T, BRI TR R A S A A R A R
hiRE, {RHER AR AR E MR K, R TNF-a FI
IFN- v i S ST, S8 7 Th B4R FHET
B AR g
. (1) LURE B EART BE B R A
WhIES, EMTIES SRR BBk, R Py
2 B B s O RUBERY, P o o B3 B R (X B e Ok
VA, B OHIAW - i 4 18, TREER
W AL GEL. B PRL S5 AL o A i il 2R i
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PRENATAL DIAGNOSIS, THE PROBLEMS WE ARE
FACING IN CHINA

Tao Duan

Prenatal Diagnosis Center of Shanghai

Shanghai 1¥ Maternity and Infant Hospital, Shanghai, China

1. The needs for genetic service has greatly increased in
China, In year 2000the infant death rate is 32.7%cbirth
defect is one of the leading cause. There are no well
organized (raining courses in medical school and no
certificating agencies, and not enough genelic laboratories.

2. Primary prevention of birth defect: Compulsory premarital
ecxam was cancelled for two years—birth defect t . Folate
supplementation works better in Northern China, but not
necessarily in Southern China.

3. Secondary prevention of birth defect:

1) Matenal biochemical screening for Down Syndrome and
NTD, First trimester (7-14 weeks): < 5% coverage, Second
trimester (15-18 weeks): 20% coverage, mostly with two
markers for cost —effect reason. There are more than 3-4
kinds of methods for testing biochemical markers, but with
no good QC/QA, especially external QC/QA. Different
laboratories use different Cut-off values, the choice is too
arbitrary. The false positive rate is not well controlled,
resulting in a higher rate of amniocentesis. More attention
has been paid to biochemical screening, but amniocentesis
and chromosome karotyping are overlooked, we don’t have
enough qualified genetic laboratories and clinical geneticists
2) Lack of well trained Ultrasonographer for birth defect:
level I>level IT >level TI1, the ultrasonographer is now facing
an enormous pressure of malpractice:ranks No.1 in Ob/Gyn
malpractice fawsuit

4. Newborn screening: PKU, T3, T4, well organized,

compulsory screening with a coverage rate of more than 95%,

government takes care of the affected children.
BN, TRERNRESES

.Fl%giﬁ;‘""“ﬁiﬁ%ﬁ%b L S R AR
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CORRELATION BETWEEN AMNIO-POLYMERASE
CHAIN REACTION (PCR) AND CONVENTIONAL
CYTOGENETIC STUDY IN WOMEN AT HIGH RISK
FOR FETAL ANEUPLOIDY

Adra A, Zalloua P, Kaspar H, Mroueh A

Department of Obstetrics and Gynecology, American
University of Beirut and Division of Molecular Genetics,
Chronic Care Center, Beirut, Lebanon

Objective: To test the accuracy of PCR using fetal DNA
from amniotic fluid for the rapid prenatal diagnosis of the
common trisomies in women at high risk for fetal
aneuploidy.

Methods: Over an 18-month study period, amnio-PCR was
performed, at the discretion of the obstetrician, on uncultured
amniocytes using short tandem repeat markers for
chromosomes 13, 18 and 21, in women with advanced
maternal age (= 33 year-old), positive serum biochemical
screen, andfor abnormal ultrasound findings. All samples
were subsequently analyzed by conventional karyotyping
methods.

Results: 369 amnio-PCR samples were analyzed. Mean
gestational age at diagnosis was 17.8 +/- 2.4 weeks.
Amnio-PCR  detected all autosomal trisomies without a
fulse-positive or false-negative result. Eighteen (4%) samples
showed abnormal results (16 Trisomy 21 and 2 Trisomy 18),
and all of them were confirmed by traditional karyotype on
cultured amniocytes. Amnio-PCR results were available
within 6 to 24 hours.

Conclusions: 1) Rapid prenatal diagnosis of common
trisomies using amnio-PCR is an accurate technique that
helps in decision-making regarding further perinatal care. 2)
Amnio-PCR normal results alleviated parental anxiety in
969% of the cases, during the 2 to 3-week waiting time for the
conventional cytogenetic study report.

S6-1

TREATMENT OF OVARIAN CANCER
Robert F. Ozols

Fox Chase Cancer Center, Philadelphia, PA, USA
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Current systemic treatment for ovarian cancer consists of
chemotherapy with the two-drug combination of carboplatin
and paclitaxel (CARBO/PAC). Using this regimen following
cytoreductive surgery, approximately 75% of the patients
will be in a clinical complete remission. Unfortunately,

cut-off level of 200 to indicate ovarian malignancies, the
sensitivity is 87.3%, specificity B84.4%, and positive
predictive value 82.1%. Surgery is very important treatment
in ovarian cancer. And the role of surgery depended on the
patient,s diseases. Lymph nodes metastasis is a very
important  parthway of spread and retroperitonal
lymphadenectomy should be performed in epithelial ovarian

most patients will recur with a median time to di
progression of 18-20 months. Numerous stralegies have
been tested in an effort to prevent or delay recurrences,
including  intraperitoneal  (LP)  chemotherapy  and
radioisotopes, immunotherapy, whole abdominal radiation
therapy, and high-dose chemotherapy with peripheral stem
cell support. None of these strategies has been shown to
improve survival. A Gynecologic Oncology Group (GOG)
trial compared 3 months versus 12 months of paclitaxel
maintenance therapy, and while there was a longer time to
disease progression for patients treated with 12 months of
therapy, there was no improvement in overall survival. The
GOG will be performing another randomized trial of
observation versus paclitaxel versus pegylated paclitaxel in
patients who enter a clinical complete remission following
induction therapy. Three large trials have also evaluated the
role of [.P. chemotherapy in patients with small-volume (no
tumor nodule >1 cm after initial surgery), stage 11 disease.
In the most recent GOG trial, there was an improvement in
time to progression and overall survival for patients treated
with the I.P. regimen. However, the substantial toxicity of
LP. therapy has led to additional trials of LP. regimens to
determing whether toxicity can be decreased without
compromising the efficacy. For patients with recurrent
ovarian cancer, it has recently been shown in two large trials
that combination chemotherapy with CARBO/PAC or
gemcitabine plus CARBO is superior to treatment with
single-agent platinum in patients with platinum-sensitive
disease.  Treatment  options  for  patients  with
platinum-resistant  recurrent  ovarian  cancer  include
encapsulated doxorubicin, gemeitabine, and topotecan.

§6-3

ADVANCES AND RESEARCHES IN THE DIAGNOSIS
AND TREATMENT OF OVARIAN MALIGNANCIES
Shen Keng, Lang Jinghe

Department of Obstetrics and Gynecology, Peking Union
Medical College Hospital 100730 Beijing, China

Cancer of the ovary has become increasingly important in the
last few decades and ranks as the leading cause of death
among gynecological malignancies. While clinicians are
devoting themselves to the study of the behavior of ovarian
cancer, as well as to the search for more effective therapeutic
modalities, little progress has been made in fight against
ovarian cancer except of malignant germ cell tumnors. This
phenomenon was based on the three factors: 1. more than
70% of cases diagnosed ovarian cancer had advanced
diseases; 2. more than 70% of cases developed recurrence or
progressive disease after initial therapy.3. Most patients with
relapse or progressive diseases had chemoresistence.

Studies of epidemiclogy have shown that: use of oral
contraceptive pills; shorter duration of reproductive years;
conditions of chronic anovulation; history of breastfeeding
and multiparity are prevention & protective factors for
epithelial ovarian cancer. Family history is the strongest risk
factor for ovarian cancer. Risk rate is 20%-50% in the
member of HOCS. BRCAL & BRCA?2 gene associated with
HOCS. For early diagnosis RMI was more accurate than any
individual criterion in diagnosing cancer. Using a RMI

cance. Chemotherapy is standard adjuvant treatment. CGOG
conducted a multicenter randomized clinical trial of weekly
paclitaxel and carboplatin vs three weeks paclitaxel and
carboplatin as first line in epithelial ovarian cancer has
shown the same efficacy of combination regiments of taxol
given weekly plus carboplatin and taxol given every three
weeks plus carboplatin. Myelosuppression is less frequency
in the weekly group than in every three weeks group. Weekly
taxol therapy has mild toxicity and is more suitable for the
old and feeble patients. Weekly taxol therapy can be
conveniently admunistered in outpatients depariment. For
post-therapy  surveillance position emission tomography
(PET} is a best method for detecting recurrence with 83%
sensitivily, 80% specificity, 82% accuracy. Treatment of
relapsed epithelial ovarian cancer should be individual and
palliative. Quality of life should be considered firstly. No
drug is of cheice in selection of second-line treatment. and
primary consideration is toxicity. Five year survival rate for
patients with early-stage epithelial ovaran cancer are 80% to
100 depending on the wmor stage and grade. Five year
survival rate for patients with advanced disease is 30% to
40% malignant germ cell tumor of the ovary is very sensitive
to the chemotherapy. Chemotherapy has improved the
survival of patients with malignant germ cell tumor of the
ovary dramatically. Survival rate has been increased from
10% 1o 90% Reproductive function can be preserved for any
stage patients with malignant germ cell tumor of the ovary.
Primary treatment is surgical and unilateral oophorectomy
with preserved reproductive function is considered. PVB and
PEB chemotherapy are the treatment of choice for patients
with MGCT postoperatively. Courses of chemotherapy are
depending on the high nisk factors of the tumor and tumor
maker levels.Some experimental protocols are under way.
Clinical trials using high-dose chemotherapy followed by
stem cell transplantation has shown no benefit for epithelial
ovarian cancer. Immunotherapy has been found to have some
activity in patients with minimal residual disease. Studies are
being done with cytokines,tumor necrosis factor, Interferon
and IL2. Vaccine trials are under way and gene therapy using
adenovirus vectors administered intraperitoneally is currently
ongoeing, but the results are not yet available.

§7-1

UPDATE OF GYNECOLOGICAL ENDOSCOPY

Enlan Xia

Hysteroscopic Center, Fuxing Hospital affiliate of Capital
University of Medical Sciences, Beijing, China

Aims: To comprehend updating gynecological endoscopy.
Materials and Methods: To marshal the material of
International Society for Gynecological Endoscopy Annual
Meeting in recent 3 years and the literatures cited by Medline
in recent 5 years.

Results: Laparoscopic hysterectomy, myomectomy and to
diagnose as well as to treat gynecological acute abdominal
diseases were routine operations already. Laparoscopy was
the standard diagnostic & therapeutic method for EMS. To
treat gynecological malignant tumor laparoscopically was to
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be evaluated. It’s a trend to treat earlier stage of
adenocarcinoma laparoscopically instead of laparotomy.
Laparoscopic surgeries can be performed at any trimester,
Gasless laparoscopy fitted those women who had the
contraindications of gas laparoscopy. Hydrotransvaginal
laparoscopy fitted asymptomatic infertile women who
haven't obvious pelvic diseases. Visible trocar reduced the
complication of laparoscopy by<0.012%. The oulcome of
infertility & pregnancy can be improved by the application of
hysteroscopy, which have to be the initial and routine
examination for infertile women. Part of hysteroscopic
examination can be instead of sonohysterography.
Hysteroscopy was used when sonohysterography failed only.
Endometrial Ablation (EA) had set foot on treatment of
pre-adenocarcinoma and earlier stage of adenocarcinoma.
Afler transcervical resection of endometrium the pregnant
rate was 2.39% which diagnosis depended on the alert of
both patients and doctors. The severe complications of
Hysteroscopy became very rare and are avoidable if it is
prevent seriously. Some simple, fast and much success non-
hysteroscopic EA was created in recent few years.
Conclusions: Laparoscopy and Hysteroscopy are safe and
efficacious method to evaluate, diagnose and treal
gynecological diseases.
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BASIC RESEARCH ON ENDOMETRIOSIS IN CHINA
Jinghe LANG

Department of Obstetrics & Gynecology, Peking Union
Medical College Hospital, Chinese Academy of Medical
Science, Beijing, China

Objective: The purpose of our study was w determine the
roles of ICAM-1. E-cadeherein, MMPs. VEGF and TSP-1 in
the developiment of endumetiiosis,

Materials and methods: The endometriosis patients were
compared with randomly selected control women with
respect to serum [CAM-1 level and E-cadeherein level. We
also examined MMP-9. TIMP-1. VEGF and TSP-1 mRNA
expression i different endometriosis lesions and that in

endometriun of control womwen.

Results: Both the serum JCAM-T devel and  serum
E-cadeherein level in endometriosis patients are higher than
those of control women, The expression mtensity of MMP-9
MRNA in endometriosis lesions is greater than that of normal
endametrium; on the contrary. the intensity of TIMP-1
mENA In endometriosis lesions s Tess than that of contral,
There is no significant ditference between endometriosis
patients and the control group with respect to the positive
rile of VEGF mRNA cxpression, but the expression intensity
of the former is much higher than that of the latter. Both the
positve rate of TSP-1! mRNA expression and its intensity in
endometriosis patients are lower than those of the control
group.

Conclusions: Our data supported the *AAA madel and the
three  phases in the  pathogenesis of endometriosis. In
attachment phase, the destruction of cadeherein molecule
miy result in the separation of homogencous cells, and
TCAM-1 is an impornant attachment molecule. MMPs are of
the most importance in the process of aggression. VEGF and
TSP-1 play an important role in the phase of angiogenesis.
However, endometriosis is still a bewildering disease, and
the future task is to determine the number and location of
genes responsible for endometriosis.
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VARIATION AND RECONSIDERATION OF
SURGICAL MANAGEMENT IN CERVICAL CANCER
~CLINICAL ANALYSIS ON 1342 CASES

Cao Zeyi, Peng Zhilan, Liao Qinping, Chen Chunling, Wang
Ping

Objective: To study 33 years experience of surgical
treatment of cervical cancer. Clarify the changes of the
indication of Radical Hysterectomy during last decades and
discussion of improvement of the surgical procedure.
Methods: Retrospect analysis use WCUMS 2" hospital and
BUMC women’s hospital 19682001 (divided into 3 phases
A, B, C) 1342 cases whom had Radical Hysterectomies.
Results: Since 1960s the incidence of cervical cancer
becomes younger and younger, The average age was 53 years
old in 1960s, and 1990s was 42 years old. The squrmous
cancer and the gland cancer were 8:1 in 1960s to 4:] in
1990s. The younger patients more concern that afler
treatment to keep their ovarian and vaginal function. In phase
C to treat most stage | b2~1ll cases chemotherapy first than
follow to surgical procedure. We found the operation time,
hemorragh during operation and the complication after
surgery was much better than the phase A. The 5 years
survival was increased.

Conclusion: Younger paticnts of cervical cancers should be
chosen surgical treatment first or after chemotherapy and
suggested to improve the surgical technique of radical
hysterectomy is necessary.
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S510-2
MANAGEMENT OF CERVICAL CARCINOMA
Dr. Bernd-Uwe Sevin

This presentation will discuss current concepts in the surgical
treatment of cervical cancer.

Emphasis  will be placed on the rationale and
recommendation for conservative versns radical surgeries. A
detailed multivariate survival tree analysis (Segal/Block) of
prognostic risk factors such as cell type, depth of invasion,
lymph-vascular space invasion and lymph node metastases
will be discussed.

Indications for fertility maintaining conservative treatment
will be discussed as well.

For patients treated with radical hysterectomy, who are at
risk for recurrent disease, postoperative radiation and
chemotherapy will he addressed.

For patients with more advanced disease, the data that led to
the current standard of chemo-radiation will be presented.
Controversies in the management of stage I B2 cancers will
be discussed as well.

510-3

THE ROLES OF CYTOLOGY, HR-HPV TEST AND
COLPOSCOPY/PATHOLOGY IN THE SREENING OF
CERVICAL LESION

Lihwi Wei, Yun Zhao, Chao Zhao, Pengming Sun, Shuhui
Cui, Zheng Tu, Lihua Ren, Hanliv Wang

Department of Obstetric & Gynecology, Peking University
People’s Hospital, China

Cervical Cancer is the second high incidence disease in the
gynecological cancers in the world. About 100,000 new
cases are diagnosed in China annually, which are the 1/5 of
the world.

Objective:  This study was performed to systematic
investigaté the roles of the cytology, HR-HPV test and
colposcopy/pathology in the screening for the patients with
cervical lesion.

Methods: From Oct.2003 to Dec.2004, the patients in the
Gynecological Department of Peking University People’s
Hospital were enrolled in this swudy. Diagnosed by
Liquid-based Cytology test, 1436 cases with abnormal
cytology were also performed a HR-HPV test by Hybrid
Capture II. To compare the different methods used in the
screening of cervical lesion, the Liquid-based Cytology,
HR-HPV test and colposcopy/pathology analysis were
performed parallelly in 1476 cases. The average age was
35.6 yrs in this study population.

Results: 1436 cases with abnormal cytology included
939(65.4%) cases with ASC, 389(27.1%) cases with LSIL
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and 108(7.5%) cases with HSIL. The ratios of HR-HPVY
positive infection among these groups with different
cytological diagnosis were 28.6% (269/939), 74.0% (288/389)
and B8.0% (95/108), respectively. High ratio of HR-HPV
infection was positively associated with the apgravation of
cervical lesion (p<(L(}). In the 1476 cases, compared with
the final pathological diagnosis, the ratio of HR-HPV
positive infection were increasing ‘with aggravation of
cervical lesion:  36.6% (444/1214)  in  cervicitis;
84.39:(70/83) in CIN-I, 90.0% (54/60) in CIN-1I; 95.8%
(69/72) in CIN Il and 100% (17/17) in early invasive cancer.
In the patients with  Cyto(-yHR-HPV(-) or
Cyto(-)/HR-HPV(+), no case was diagnosed with CIN-{ or
higher than CIN-I by pathology. Moreover, in the patients
with Cyto{+VHR-HPV{-), 22 cases (3.1%, 22/714) were
diagnosed with = CIN-I (including CIN-1 13,CIN-1l 6,CIN-
I 3). However, in the patients with Cyto(+YHR-HPV(+),
210 cases (35.6%, 210/590) were diagnosed with = CIN-1
(including CIN-I 70,CIN- [I S4,CIN-1II 69 and early
invasive cancer 17). In the patients with abnormal cytology,
compared with the HR-HPV negative group, the HR-HPV
positive group is significantly associated with the CIN
(p<0.001).

Conclusion: Combined analysis of Cytology, HR-HPV test
and colposcopy provide very helpful information for the
screening of cervical lesion. HR-HPV analysis significantly
improved the diagnostic accuracy of cervical lesion in the
patients with abnormal cytology.
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FUTURE DIRECTIONS IN OVARIAN CANCER:
NEW AGENTS, SCREENING AND PREVENTION
Robert F. Ozols

Fox Chase Cancer Center, Philadelphia, PA, USA

There has been little overall improvement in survival for
patients with ovarian cancer despite the development of more
effective chemotherapy regimens. Current therapy consists
of six cycles of paclitaxel plus carboplatin.  Based on the
high activity of new two- and three-drug combinations, a
series of prospective randomized trials are in progress to
evaluate whether three-drug combinations, such as
gemcitabine plus carboplatin plus paclitaxel or encapsulated
doxorubicin plus carboplatin plus paclitaxel, can improve
survival compared to treatment with the standard two-drug
combination. At present, there is no evidence that any
combination is superior to the two-drug combination of
carboplatin plus paclitaxel. A series of novel cylotoxic
agents are being studied in ovarian cancer, including
TLK286, yondelis, pemetrexed, and epothilones. In
addition, new molecular-targeted therapies are being
eviluated in ovarian cancer.  Inhibitors of epidermal growth
factor receptor (EGFR) have been shown to have activity in
ovarian cancer with erlotinib producing an 8% response rate.
Phase 1I trials of the monoclonal antibody cetuximab are
currently in progress. Bevacizumab is a monoclonal
antibody targeting vascular epithelial growth factor (VEGF).
In a Gynecologic Oncology Group (GOG) trial, bevacizumab
was shown to produce responses in 17% of patients with
recurrent ovarian cancer.  Currently, the GOG is performing
a trial of bevacizumab in combination with paclitaxel and
carboplatin in patients with previously untreated advanced
ovarian cancer. Other biological agents, such as rituximab
and endostaurin, are also undergoing clinical evaluation in
ovarian cancer. Numerous screening strategies are also
heing studied in an effort to identify women with earlier
stage disease when it is much more curable. Multiple novel
biomarkers as well as proteomic assays are being evaluated
based on encouraging preliminary resuits. At this point, no
screening test has been shown to impact upon morbidity and
mortality from this disease. Prevention studies are focused
on using hormones, COX-2 inhibitors, and fenretinide.
Clinical studies of fenretinide are still in progress by the
GOG.  Molecular studies are in progress to better identify
high-risk individuals who may be candidates for additional
prevention studies.
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A NOVEL TARGETING THERAPY FOR OVARIAN
CANCER THROUGH LUTEINIZING HORMONE
RECEPTOR (LHR) USING A HECATE-CHORIONIC
GONADOTROPIN (CG)-B CONJUGATE

Nafis A Rahman', Adolfo Rivero-Muller', Gabriel Bodek?,
Xiangdong Li*, Bill Hansel’, Adam Ziecik® and Ilpo
Huhtaniemi"*

'Department of Physiology, University of Turku, Turku,
Finland, *Polish Academy of Sciences, Olsztyn, Poland;
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Faculty of Biosciences, Chinese Agricultural University,
Beijing, China, ‘Pennington Biomedical Center, Baton
Rouge, LA, USA, IRDB, *Imperial College, London, UK.

Objectives: The development of targeted antitumor drug
delivery systems based on certain carrier molecules and their
specific binding sites in tumor tissucs has a great potential
for cancer treatment. Based on such an approach, Lytic
peptide Hecale, a fusion protein of a 23-amino acid and a
15-amino acid (81-95) fragment of the human CG# chain
were conjugated in order to form a novel anticancer drug
which could induce selectively the destruction of ovarian
cancer cells expressing LHR in vitro and in vivo.

Materials and Methods: We analyzed the molecular
mechanisms underlying the cell death induced Hecate—CG S
conjugate, its antitumoral efficacy and the endocrine
consequences in a transgenic {TG) mouse model bearing the
inhibin ¢-subunit promoter (inho)/Simian Virus 40 T-antigen
(Tag), that develops LHR expressing granulosa cell tumors
with 100% incidence. Wild-type control littermates and TG
mice presenting with gonadal tumors, and, were treated
either with Hecate or Hecale-CGf conjugate.

Results: We found that the evaluation of inhibition potential
of the Hecate-CGf conjugate to LHR and also that the
Hecate-CG# conjugate selectively and in a dose-dependent
manner kills cells possessing LHR in lower concentrations
compared to the Hecate alone and that the cytotoxic effect
strongly correlates with the number of LHR. The hecate
conjugate drug showed to be highly effective for treatment of
human ovarian epitheliam carcinoma cell xenografts and also
in vitro, Hecate-CG/ conjugate treatment was effective in
reducing significantly the testicular and ovarian tumor
burden (tumor volume/body weight), whereas no change in
ovarian, but concomitant increase in testicular volumes was
observed during Hecate treatment. Increase in serum LH and
a drop in progesterone (produced by the tumors), in
Hecate-CG/ conjugate treated mice, in comparison with TG
sham and Hecate treated groups, emphasized the positive
treatment results. A rapid and cell-specific membrane
permeabilization of LHR expressing cells in vitro after the
Hecate-CG/7 conjugate treatment suggested a necrotic mode
of cell death, without activation of apoptosis, as determined
by flow cytometry, caspase-3 aclivation. and by the
pan-caspase inhibitor Z-VAD treatment.

Conclusions: Hecate-CGf conjugate provides a mnovel
specific lead into ovarian cancer therapy by targeted
destruction of LHR. expressing tumor cells.
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LARGEST  REPORTED FALLOPIAN  TUBE
CYSTADENOFIBROMA: A CASE REPORT AND
ANALYSIS OF THE PUBLISHED ARTICLES

Dr Aruna Sharma, Dr Bavanathan Thirumagal, Mr Sabah
Baghadadi

Deparment of Obstetrics and Gynaecology, City Hospital,
Birmingham, UK

Aim and Objectives: To repont the largest fallopian tube
cystadenofibroma and review the literature.

Background: Primary tumours of the fallopian tube, both
benign and malignant, are extremely uncommon. The
majority of benign tubal tumours are litle more than

interesting pathologic curiosities and generally incidental *

findings at the time of pelvic surgery. Nonetheless, some
have important clinical significance.

Materials and Methods: We report a case of papillary
cystadenofibroma of fallopian tube in early pregnancy, in a
2lyear old patient presented to us initially with threatened
miscarriage.  Ultrasound revealed large right adnexal
multicystic mass of 7x10x6ecm size. She underwent
emergency laparotomy and right salpingectomy.

Results: Histology revealed this as benign papillary
cystadenofibroma of fallopian tube.

Summary / Conclusion: To the best of our knowledge, this
is the largest cystadenofibroma of the fallopian tube
published in the literature and it weighed 300.

512-2

DIAGNOSIS OF OVARIAN CANCER USING
DIFFERENTIALLY EXPRESSED PROTEIN PATTERN
IN SERUM

Hui Zhang, Bei-Hua Kong

Department of Obstetrics and Gynecology, Qilu Hospital of
Shandong University, Ji'nan 250012, China

Objective: To develop a diagnostic model of ovarian caner
with analyzing differentially expressed protein in serum and
evaluate its clinical significance.

Meihods: 64 cases of patienis with ovanan cancer, 61
cases of ape-matched controls were tested by
SELDI-TOF-MS and WCX2 PrateinChip technology, and set
up a primary diagnosis model of ovanan cancer by
Biomarker Wizard and Biomarker Patterns Software. This
model was further valuated by blind test. Meanwhile, the
serum levels of CA;y5 were detected in the same samples and
the differences of these two methods were compared with.
Results: 4 protein peaks(6195. 6311, 6366 and 11 498
mfz ywere significantly different between ovarian caner and
controls, the diagnostic sensitivity, specificity and positive
predictive value were 89.3% (25/28), 90% (18/20) and
92.6%(6 samples with early stage were all distinguished
correctly), compared with 60.7% (11/28), 40.0% (8/20) and
58.6% respectively foP CAjas for the same samples (3 of 6
samples with early stage were successfully distinguished).
The diagnostic values of these 2 methods were significantly
different (P <0.05).

Conclusion: High sensitivity and specificity achieved by this
diagnoslic pattern showed great potential for early diagnosis
of ovarian cancer.

Keywords:  Ovarian  cancer;
desorption/ionization  time-of-flight mass
Diagnosis; Proteomics
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DIFFERENTIAL EXPRESSION OF ALTERNATIVELY
SPLICED OF HLA-G ISOFORMS IN OVARIAN
CANCER

Chunling Chen, Xin Yan, Yq Yao, lan L. Sargent, Qinping
Liao

Department of Obstetrics and Gynecology, Peking University
First Hospital, Beijing China; Department of Obstetrics and
Gynecology, University of Oxford, John Radcliffe Hospital,
UK

Aims: It has recently been reported that HLA-G involved in
cancer immune escape, however, it is not known which of
the membrane bound (HLA-G 1-4) and soluble (HLA-G 5-6)
alternatively spliced forms play the key role in the
development of ovarian cancer.  So we investigated the
mRNA expression of the 6 HLA-G mRNA isoforms in
ovarian cancer tissues and nortnal ovaries.

Methods: The mRNA Levels of HLA-G isoforms were
detected in 18 of normal ovary and 70 of ovarian cancer,
among which 44 were primary and 16 were recurrent
ovarian cancer.  Semiquantitative RT-PCR method was used
and the expression level was also analyzed by SPSS with the
clinical pathological results,

Results:  The total isoforms of HLA-G were increased in
recurrent ovarian cancer. We found that all the ovarian cancer
tissues and the normal ovaries have HLA-G mRNA
expression. The HLA-G isoforms expressed differently in
both normal ovaries and ovarian cancer. The mRNA of the
total HLA-G isoforms in the tissues of normal ovary, primary
ovarian cancer and recurrent ovarian cancer were as follows:
GO 11.49+7.42, 11.13+6.04 and 16.61+8.51, recpectively.
The ditference was significant between the recurrent tissues
and the other two types of normal tissues and primary
ovarian cancer. The mRNA of G1-G6 in the normal ovary,
primary cancer and recurrent cancer tissues were as
following: G1:1.79+ 1.12, 337+1.64, 4.8333.05; G
6.9624.51, 7.34+4.62, 7.46+3.82; G3: 8.61+4.55, 9.445.75,
10.78+3.81; G4:0.79:0.25, 1.09+0.74, 3.56x3.20; G5:0.43
+0.54, 0.89£1.47, 1.61£2.14; G6: 6.91£6.10, 6.68+4.45,
8.75+5.46, the difference were significant in G1, G4 and
G35, (p<0.05). However, the mRNA level was increased in
the recurrent ovarian cancer tissues in G1, G4, G5, G6 and
the total isoforms GO (p<0.01).

Conclusion: The membrane isoforms of Gl, G4 and the
soluble isoforms of G5, G6 were most important for
developing of primary and recurrent ovarian cancer through
elevating their mRNA level. It suggested that overexpression
of HLA-G or its specific isoforms may contribute o the
immune escape and associated with ovarian cancer and its
TECUITency.
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CONTROVERSIES ABOUT PAIN RELIEF FOR
LABOR

Nancy E Orol

Department of Anesthesia and Critical Care, Beth Israel
Deaconess Medical Center, Boston, USA

Background: Many women want pain relief for labor.
However, there is some evidence that pain relief for labor
may interfere with the progress of labor. Systemic analgesics,
such as inhalation nitrous oxide or parenteral narcotics,
provide some, but not complete relief. Parenteral narcotics
cross the placenta and may adversely affect the fetus.
Regional anesthetic techniques each have specific problems.
Pudendal blocks are technically difficult. Paracervical blocks
cause fetal bradycardia and pose the risk of inadvertent
injection into the fetal head. Epidurals, spinals and the
combine spinal-epidural give excellent pain relief but some
studies suggest they slow the progress of labor or increase
the cesarean section rate.

Hypothesis:  Epidurals, spinals or the combined
epidural/spinal can provide adequate pain relief without
interfering in the progress of labor, if a low dose of
anesthetic drugs is used.

Results: Several studies will be presented that show how
using a low dose anesthetic technique can provide excellent
pain relief for labor and not prolong labor, cause fetal
distress or increase the incidence of cesarean section. Several
studies suggest that providing pain relief for labor can lower
the cesarcan section rate and improve maternal satisfaction,
One particular technique the “Walking Epidural” will be
described in detail. This technigue provides excellent
anesthesia and does not interfere with the normal painless
sensations of labor or the ability to valsalva and push the
baby out. With a walking epidural, the wornen in labor will
have complete pain relief but she will feel normal enough
that she will be able to walk if she chooses.
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MEDICAL ABORTION

PC.Ho

Department of Obstetrics and Gynaecology, University of
Hong Kong, Poxfulam Road, Hong Kong

With the introduction of the anitprogestin, mifepristone,
medical abortion has become a reality. Various studies have
shown that the combination of mifepristone with a
prostaglandin  analogue is an effective method for
termination of pregnancy up to 63 days of pregnancy with a
complete abortion rate of over 95% in many series. The dose
of mifepristone can be reduced to 200 mg without loss of
efficacy. The prostaglandin most commonly used now is
misoprostol which is orally active, stable at room
temperature and cheap. Vaginal administration of
misoprostol is more effective than oral administration. There
is recent evidence that sublingual administration of
misoprostol is as effective as vaginal administration.
Comparative studies have shown that the complete abortion
rate for surgical abortion is higher than that of medical
abortion but the incidence of administration of antibiotics is
higher with surgical abortion. Both surgical and medical
abortions were well accepted by women especially if it is the
method they have chosen. Recent studies have shown that
the combination of mifepristone and misoprostol can also be
used to terminate pregnancies between 63 to 84 days. In the
second trimester, the combination of mifepristone and a
prostaglandin analogue is also a very effective method for
termination of pregnancy. Mifepristone is more effective than
laminaria tent in shortening the induction-abortion interval.
Misoprostol has also been shown to be more effective than
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gemeprost for termination of pregnancy in the second
trimester.

Si4-1
SURGICAL
CARCINOMA
Dr. Bernd-Uwe Sevin

MANAGEMENT OF OVARIAN

This presentation will discuss the current surgical procedures
applied in the multi-modal treatment of ovarian cancer,
combining surgery and chemotherapy of primary and
recurrent disease.

Issues addressed include surgical staging, conservative
(fertility maintaining) surgery, tumor debulking as well as
interval debulking.

Tumor debulking, (cytoreductive surgery) reducing tumor
volumes to minimal residual disease has been shown to be
instrumental in improving response to chemotherapy and
disease free survival.  The concept is rational because
primary ovarian cancer has a response rate to current
chemotherapy regimen of over 75%. Tumor debulking in
advanced ovarian cancer may include radical cophorectomy,
omentectomy, bowel resection, splenectomy  and
therapeutic lymph node dissection.

Surgery for recurrent ovarian carcinoma will be highly
individualized and will depend on the length of the discase

free interval (DFI) between primary treatment and recurrence.

After a DF1 of more than 6 — 12 months tumor debulking
again is beneficial only if minimal residual
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Advance of PCOS diagnosis and treatment

Jie QIAO

Department of Obstetrics and Gynecology, Peking
University Third Hospital, Beijing, China

Polycystic ovary syndrome (PCOS) affects 5%-~10% of
reproductive aged women and is characterized by polycystic
ovaries, hyperandrogenism and chronic  anovulation.
Although the underlying pathophysiclogy of PCOS remains
unknown, attention has centered upon primary defects in the
hypothalamic—pituitary axis, ovarian function, and insulin

secretion and action. Hyperandrogenemia, LH hypersecretion,

insulin resistance, and cc ory hyperinsuli ia are
common biochemical features of PCOS.

To explore the parent’s phenotypes in the families of the
Chinese women with polycystic ovary syndrome (PCOS), we
collected the Clinical data by questionnaires from 139
parents of women with PCOS and from 137 parents of
controls with normal menses. It was compared for the
distribution of mother's irregular menses, father's premature
balding and parent’s hypertension among parents of the
PCOS group and of the controls. A multiple Logistic
regression model was applied for more detailed analysis. The
result showed that the prevalence of mother's irregular
menses, father's premature balding and father's hypertension
were significantly higher in PCOS group (38.1%, 19.4% and
30.9%, respectively) than in the controls (3.6%, 5.1% and
16.1%, P<0.01, respectively). The prevalence of mother's
hypertension was higher in the PCOS group (23.0%) than in
the controls (13.9%), but had no significance (P=0.06).
When mother's irregular menses, father's premature balding
and father's hypertension were entered the Logistic
regression model, all the OR values were still much higher

than 1, P<0.005. The partial regression coefficients of the
three-predictor variables changed little when they entered the
madel in turn, The partial regression coefficients for father's
age as a possible confounding factor was very small when it
entered the model, P>0.05. The differences between
maximum -2log likelihoods used to evaluate the role
responsible for the incidence of PCOS in their daughters
indicated that: mother's irregular menses > father's premature
balding > father's hypertension. Se in addition to mother's
irregular menses and father's premature balding, father's
hypertension may be also an independent phenotype in
families of Chinese women with PCOS.

To explore the pene differential expression pattern of
Chinese polycystic ovary syndrome, we performed
microarray analysis of gene expressions of PCOS granulosa
cells to identify differentially expressed genes in PCOS
patients. Granulosa cells from five PCOS cases and five
normal cases were obtained during oocyte retrieval from
women undergoing IVF. As compared with normal human
ovarian granulosa cell, forty-six genes were screened out, 25
genes were up-regulated, and 21genes were down-regulated
in PCOS. These differentially expressed genes are involved
in various biologic functions, such as regulation of fatty acid
metabolism, cell-cell signal transduction, immune and
inflammatory response, reflecting the complexity of clinical
manifestations of PCOS. Our analysis revealed that PCOS
granulosa cells have a gene expression profile that is distinct
from normal granulosa cells. The genes of FABP4 and CD36
are most important among these. Our study will further our
understanding of the pathogenesis of PCOS and help us to
identify new targets for future studies and for the
development of new therapeutic interventions.

For decades there always be disputed about its diagnostic
criteria. In 1999, NIH published its criteria: (1) Chronic
anovulation, (2) Clinical andfor biochemical signs of
hyperandrogenism, and had excluded other aetiologies. (3)
Polycystic ovaries. The diagnose should be done in case of
the above items coexistenck.

Up tili the year 2003 the consensus in diagnosis of PCOS
was mainly based on a majority opinion rather than on
clinical trial evidence by ESHRE/ASRM. The criteria
include: (1) Oligo- andfor anovulation, (2) Clinical or
biochemical signs of hyperandrogenism, (3) Polycystic
ovaries. Exclusion of other aetiologies (eg. Cushing’s disease,
congenital adrenal hyperplasia, androgen-secreting tumors,
exogenous androgen exces). The diagnose should be done if
two of three is accordance. PCO is nowadays defined as the
presence of 12 or more follicles in each ovary measuring 2-9
mm in diameter, and/or an increased ovarian volume (N10
mL). Follicle distribution seems not of any value as is
stromal echogenicity and the subjective appearance of PCO.
The measurement of ovarian volume constitutes a good
substitute for stromal echogenicity. Only one ovary fitting
this definition is sufficient to define PCO.
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