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MENOPAUSE AND OSTEOPOROSIS
June 09, 2011, 09.40–11.10, Bramante C

OVULATION AND LOSS OF BONE DENSITY DURING THE
PERIMENOPAUSAL TRANSITION: THE PEKNO STUDY

Wimmer Teresa (DE), Seifert-Klauss Vanadin, Müller Dirk1,

Schuster Tibor2, Goppel Katharina

Frauenklinik und Poliklinik, Technical University Munich 1Institut
für Röntgendiagnostik; 2IMSE der TU München

Introduction: The PeKnO-Study is a prospective observational study

on the influence of perimenopausal luteal phase hormones and
ovulation patterns on bone mineral density (BMD) changes over 2

years. Computer-based cycle monitoring, pre-menstrual serum hor-

mones, and BMD measurements by QCT are used to answer the

question: Is there a correlation between decreasing rates of ovulation
during the menopausal transition and increased perimenopausal bone

loss? Methods: Cycle-length and ovulation were monitored by

participants using a commercially available cycle-monitor. Serum

hormones and bone-markers were drawn during the luteal phase of
every 6th cycle. At baseline and after 2 years, trabecular bone density

was determined by QCT in lumbar vertebrae 1–3. Results: 68 women

aged 45–53 years have been recruited so far, 44 have completed all

five visits. The rate of ovulatory cycles decreased from 67% to 47%
during 2 years. The decreasing rate of ovulation correlated signifi-

cantly with an increased loss of bone density (r¼0,68; p5 0,001).

13% of the women (95% CI: 5%–27%) left the normal range of bone
density and were osteopenic after 2 years. After 2 years a total of 29%

participating women had osteopenia. Conclusion: The decreasing

number of ovulations in the aging ovary seems to influence the bone

density of perimenopausal women. This ongoing study will further
investigate the connection between anovulatory cycles in pre- and

perimenopausal women and the later development of osteoporosis.

PERFECTION OF PRINCIPLES OF PREVENTION OF LOSS
AND RESTORATION OF A MINERAL BONE DENSITY IN
WOMEN OF THE REPRODUCTIVE PERIOD WITH A
DRUG – DEPENDED HYPOESTROGENIA

Novikova Vladislava (RU), Pendzojan G. A. and Fedorovich O. K.

Kuban State Medical University

Research objective: to optimize measures of preventive maintenance
of loss of mineral density of bone fabric and ways of its restoration at

women of the reproductive period with drug depended. The system of

prevention of loss of mineral density of a bone and methods of its

restoration by appointment of the preparations normalising bone
remodeling, depending on a kind drug depended hypoestrogenia.

Materials and methods is developed: 2024 women of the reproductive

period of Krasnodar territory from which 80 women of the reproduc-

tive period with hyperplasic processes in female reproductive sphere
by which be spent estrogen-suppressive therapy are allocated are

surveyed. Inspection was spent within two years: 6 months against

estrogen-suppressive therapies and 18 months after its carrying out. At
therapy by agonists of gonadoliberins decrease in level of markers

bone forming is revealed: the Osteocalcin in 6 months to 7,14+0,27

(p5 0,01); Calcitonin in 3 months (p5 0,05); increase in markers

bone resorbtion: b cross laps in 3 months of therapy (p50,05), PTG
in a month (p5 0,05); the tendency to increase the excretion calcium/

creatinin in 1 month (p50,01) is revealed; reduction mineral bone

density (MBD) (LI - LIV) on 8% (p50,01), MBD (hips) - on 7%

(p5 0,01). At therapy by antygonadotropins the tendency of decrease
the markers of bone formation has come to light: Osteocalcin in 3

months (p50,01), Calcitonin in 3 months (p50,01), increase in

markers bone pe3jp6 : b - cross laps in 1 month of therapy
(p50,01), PTG in 6 months (p5 0,05); the the excretion calcium/

creatinin has increased in 1 month (p50,05). Reduction MBD (LI -

LIV) on 5% (0,814+ 0,118 p�0,05); MBD (hips) on 5%

(0,855+ 0,060 p�0,05). At 1 (5%) women the osteoporosis, in 8
(40%) cases - osteopenia is revealed, in 11 (55%) cases the mineral

density of a bone were normal. Application monophase combine oral

contraceptive (drospirenon contain) within 6 months after drug
depended hypoestrogenia provides a complete recovery of mineral

density of a bone at women of the late reproductive period in LI-LIV

from 90+4,24% to 102+ 2,06% (p5 0,01), in a hip neck from

88+ 3,95% to 98+ 1,7% (p50,01). Application bisphosfonates
(once monthly ibandronate) within 6 months has led to authentically

significant increase in mineral density of a bone at women in LI-LIV

backbone department c 83+ 1,4% to 94,5+3,53% (p50,01), in a

hip neck c 85+2,12% to 95,5+ 0,7% (p5 0,01). Application of the
combined preparation Calcium D3 has not led to authentic change

MBD. Conclusions: At women of the reproductive period at drug

depended hypoestrogenia, caused by reception agonists of gonadoli-

berins and antygonadotropins, it is necessary to define in dynamics
bone remodeling markers: through 1, 3, 6 months. At increase in level

blood PTG and b-CrossLaps it is necessary to appoint the therapy

directed on suppression bone ressorbtion. At condition MBD, below
normal values, treatment carrying out on restoration of a bone fabric

is necessary. At women with hyperplastic processes in reproductive

system it is necessary to specify a condition of mineral density of a

bone initially and on end of drug depended hypoestrogenia. At
decrease of BMD of L1-LV below 1,0 g/sm2, hip necks below

0,750 g/sm2 appointment of the preparations improving bone

formation (monophase low-dose combine oral contraceptives; bispho-

sphonates).

FSH, UFSH AND BONE DENSITY

Schmidmayr Monika (DE), Baumgartner L,

Kiechle M and Seifert-Klauss V

Technische Universität München

Introduction During perimenopause, when estradiol serum levels are
still adequate, some women rapidly loose trabecular bone. Estradiol

deficiency is known as a strong risk factor for bone loss, but the

influence of other hormones such as progesterone or the gonado-

trophins is poorly understood. The aim of this study was to investigate
FSH levels in women with normal bone density, osteopenia and

osteoporosis. Methods In this study bone density of 50 pre-(n¼ 8) and

postmenopausal (n¼42) women (average age 56.9y.) was measured

using quantitative CT scans, and serum FSH, estradiol and LH levels
as well as urinary FSH levels were analysed. The women were divided

into three groups according to their qCT result: group 1 normal bone

density (HA 4¼120 mg/ml; n¼12), group 2 osteopenia (HA 80–

119 mg/ml; n¼22), group 3 osteoporosis (HA 580 mg/ml; n¼13).
Results There was no significant correlation between urinary FSH

(r¼ 0.275, p¼0.062), LH (r¼70.273) and BMD, but an inverse

correlation between FSH serum levels (r¼70,292; p50,05*), age
(r¼70.607) and bone mineral density, and a significant positive

correlation beween estradiol and BMD (r¼0,421; p¼0,003*).

Urinary FSH levels were significantly lower in group 1 than in group

3 (r¼0.038*), but serum FSH levels did not differ significantly
between the two groups (r¼0.129). In women with normal BMD LH

serum levels were significantly lower (r¼0.033*) and estradiol levels

were significantly higher than in osteopenic (r¼ 0.011*) or osteo-

porotic women (r¼ 0.023*). Between groups 2 and 3 there was no
significant difference concerning LH or estradiol serum levels.

Conclusion Our data show that bone loss correlates with higher
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urinary and serum FSH levels. FSH may play an important role in the

complex regulation of bone formation and resorption during

perimenopause. Further investigations on the influence of FSH and
FSH isoforms on bone metabolism are needed.

IS LIVER TRANSPLANTATION ASSOCIATED WITH LOWER
BONE MASS IN CLIMACTERIC WOMEN?

Baccaro Luiz Francisco (BR), Boin Ilka de Fátima, Pedro Adriana

Orcesi, Costa-Paiva Lúcia, Leal Aline Garcia, Ramos Celso Dario and

Pinto-Neto Aarão Mendes

State University of Campinas

Introduction: The advances made in medical transplantology have led

to an increased survival rate of liver transplant patients. Being in the

menopause and having received a liver transplant within the last two

years are factors associated with lower bone mass in transplanted
patients. We carried out a study to evaluate whether climacteric

women undergoing liver transplantation had a higher prevalence of

altered bone mass than climacteric women without any liver disease.
Methods: A cross-sectional study of 48 women receiving follow-up

care at the Outpatient Clinic in the State University of Campinas from

02/04/09 to 01/05/11 was conducted. Of these women, 24 were 35

years or older and had undergone liver transplantation within the last
year. The remaining 24 women had no liver disease and their ages and

menstrual patterns were similar to those of transplanted patients. An

interview was conducted to obtain clinical and social demographic

data from these women. Laboratory tests (FSH/estradiol) and bone
density measurements of the lumbar spine and femur were performed

with the use of Hologic Discovery WI bone densitometry equipment.

Statistical analysis was carried out by Fisher’s exact test and simple

odds ratio. Results: The mean age of the women included in the study
was 52.8 (+10.7) years, 27.1% were premenopausal and 72.9% were

peri/postmenopausal. Approximately 14.6% of these women exhib-

ited osteoporosis and 35.4% had low bone mass. Among the
transplanted women, the mean posttransplantation time was 6.1

(+3.3) years. Being perimenopausal OR 37.80 (95%CI 1.46–980.81;

p50.0001), being postmenopausal OR 71.47 (95% CI 3.81–

1339.74; p5 0.0001), current age over 49 years OR 11.40 (95% CI
2.95–44.0; p¼0.0002) and serum estradiol levels lower than 44.5 pg/

ml OR 18.33 (95% CI 3.46–97.08; p5 0.0001) were associated with

lower bone mass. Having a history of liver transplantation was not

associated with lower bone mass OR 1.4 (95% CI 0.45–4.35;
p¼0.5637). The remaining clinical variables including corticosteroid

use were not associated with a reduction in bone mass. Conclusion:

Liver transplantation was not associated with lower bone mass in
the group of climacteric women studied. Funding FAPESP 2008/

09726-6.

POSTMENOPAUSAL WOMEN AND OSTEOPOROSIS FROM
ONE PRIMARY GYNECOLOGICAL UNIT IN SERBIA

Uskokovic Tatjana, D. Ljusic, A. Nikolov and D. Vuletic

ZZZZ ZTP

Aim: Osteoporosis is a silent and unnoticed disease leading to reduced

bone density and increased fracture risk, with greatest prevalence in

menopause. The aim is to determine the frequency of primary
osteoporosis and risk factors in women. Subjects and methods: The

study included 166 consecutive women 40 to 65 years, from

Gynecology Department, Railway Health Institute, from january

2009 to January 2010, who have additional health care insurance and
possibilities for screening on osteoporosis. The measurements for bone

mineral density were performed by dual energy x ray absorptiometry

(DXA), with Discovery C (S/N 83200) instrument. Serum estradiol

levels presented in pmol/L, were measured by commercial radi

immuno assays (RIA). According to WHO guidelines, osteoporosis
is diagnosed in individuals with Bone Mineral Density (BMD) T score

below 2,5 SD, osteopenia with T score between 71 SD to 72,5 SD. T

score above 71 SD indicates normal BMD(T- score and Z- score on

lumbal spine L1–L4 and femoral neck) [8]. The subjects undergone the
following procedures: clinical examination, labor and abortion history,

The questions included risk factors that can be influenced (diet,

smoking, alcohol, physical activity, teraphy, contraceptive pil, falls) and

factors that cannot be influenced (sex, age, menarche, early menopause,
previous fractures, family anamnesis). Results: The subjects were

postmenopausal women with amenorrhoea in duration of more than a

year (n¼ 111, mean age¼53.95+5.38). Osteoporosis was most

prevalent in postmenopausal women 35 (31.5%). Estrogen levels and
bone density are in direct correlation with occurence of osteoporosis

(r¼70.477; p50.001), as well as age (r¼0.30; p50.001). Other

risk factors did not show significant correlation with osteoporosis
(p40.05) : height (r¼70.0884; p¼ 0.257); weight (r¼70.0976;

p¼0.211); age of menarche (r¼ 0.0193; p¼0.805); parity (r¼
70.1082; p¼0.165); number of abortions (r¼70.1142; p¼0.143).

Conclusions: Our research implies that osteoporosis in menopausl
women is a reflection and/or indirect index of altered female hormone

status and reduced estradiol synthesis, with additional influnece of age,

menarche onset and smoking. These results imply great responsibility

for health care professionals at primary level in our conutry who can
influence non-inherited factors, in order to prevent osteoporosis and

consequences like hip or lumbal fracture which are frequent causes of

morbidity and mortality in older age. With adequate diet from early
childhood, physical activity, recognition of gonadal dysfunction, early

screening for osteoporosis, and substitution estrogen therapy the risk of

osteoporosis could be reduced.

LONG-TERM EFFICACY AND SAFETY OF BAZEDOXIFENE
IN POSTMENOPAUSAL WOMEN WITH OSTEOPOROSIS:
RESULTS OF A 7-YEAR, RANDOMIZED,
PLACEBO-CONTROLLED STUDY

Palacios Santiago (ES), Stuart Silverman, Amy B. Levine, Jean M.
Kaufman, Jacques P. Brown, Fiorenzo de Cicco Nardone, Javier

Santos and Arkadi A. Chines

Instituto Palacios de Salud y Medicina de la Mujer

Introduction: In a pivotal phase 3 study, bazedoxifene (BZA) was

shown to be safe and efficacious in the treatment of postmenopausal

women with osteoporosis over 5 years of therapy. Here we describe

the efficacy and safety of BZA over 7 years. Methods: In the 3-year
core study, generally healthy postmenopausal women with osteo-

porosis (N¼7,492; mean age, 66.4 y) were randomized to BZA 20 or

40 mg, raloxifene (RLX) 60 mg, or placebo (PBO) daily; subjects

were supplemented with elemental calcium (1,000–1,200 mg/d) and
vitamin D (400–800 IU/d). In a 2-year extension (N¼ 4,216; Years 4

and 5), the RLX 60-mg arm was discontinued and subjects receiving

BZA 40 mg were transitioned to BZA 20 mg. In a second 2-year
extension (Years 6 and 7) which remained double-blinded, all subjects

continued to receive BZA 20 mg or PBO. Findings at 7 years are

reported for BZA 20 mg, BZA combined (BZA 20 mg group plus

group that transitioned from BZA 40 to 20 mg after 4 years), and
PBO. Primary endpoint was the cumulative incidence of new vertebral

fractures; incidence of nonvertebral fractures (NVFs) was a secondary

endpoint. Safety was assessed based on adverse event (AE) reports.

Results: Of 1,732 subjects who enrolled in the second 2-year
extension, 1,295 (75%) completed the study. At 7 years, the

Kaplan-Meier estimates of the incidence of new vertebral fractures
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were significantly lower with BZA 20 mg (7.6%) and BZA combined
(6.4%) compared with PBO (9.9%), corresponding to relative risk

reductions of 30.4% (P¼0.022) and 36.5% (P5 0.001), respectively.

The cumulative incidence of NVFs was similar among groups (11.9%

[BZA 20 mg], 11.2% [BZA combined], and 10.8% [PBO]). BZA was
generally safe and well tolerated over 7 years of therapy. The overall

incidence of treatment-emergent AEs (95.1%–95.5%), serious AEs

(25.4%–26.9%), and discontinuations due to AEs (17.1%–18.4%)
were similar among the BZA and PBO groups. Risk of venous

thromboembolic events with BZA was similar to that at 3 and 5 years.

Conclusion: After 7 years of therapy, BZA was associated with a

significantly lower cumulative incidence of vertebral fractures
compared with PBO and demonstrated a favorable safety and

tolerability profile in postmenopausal women with osteoporosis.

ASSOCIATIONS BETWEEN COGNITIVE DECLINE AND
BONE MINERAL DENSITY IN POSTMENOPAUSAL
WOMEN

Lee Dong-Yun (KR), Sang Won Seo, Juhee Chin, DooSeok Choi,
Yong-Ki Min, Duk L. Na and Byung-Koo Yoon

Samsung Medical Center

OBJECTIVE: To determine an association between the progression of

cognitive decline and a decrease in bone mineral density (BMD), a

surrogate marker for cumulative estrogen exposure. METHODS: This
cross-sectional study included 120 postmenopausal women. Based on

neuropsychological tests, subjects were classified into three groups:

subjective memory impairment (SMI, n¼40), amnestic mild cognitive
impairment (aMCI, n¼50), and early Alzheimer’s disease (AD,

n¼30). A complete medical history was obtained, as were results for

dual-energy X-ray absorptiometry and spine X-ray examination. The

clinical characteristics, BMD, and prevalence of major osteoporotic
fractures were compared among the groups. In addition, correlations

of cognitive status and BMD were tested. RESULTS: The SMI group

was younger than either the AD or the aMCI group. There were no

significant differences among the groups with respect to other clinical
characteristics. The BMDs at both the lumbar spine and total hip were

significantly decreased, as was the decline in cognitive function. These

differences still existed after adjusting for age. Regression analyses,
even with age adjustment, revealed a significant positive correlation

between the Mini-Mental State Examination score and BMD at both

sites. There was a negative correlation between the Sum of Boxes of

Clinical Dementia Rating and BMD at the lumbar spine (P50.05).
Major osteoporotic fractures were less prevalent in the SMI group, but

the difference was not statistically significant. CONCLUSIONS:

Cognitive decline is significantly associated with a decrease in BMD

in postmenopausal women. This finding suggests that cognitive aging
might, at least in part, be attributed to estrogen insufficiency.

FUNDAMENTAL RESEARCH IN MENOPAUSE:
FROM THE BENCH TO THE BEDSIDE
June 09, 2011, 09.40–11.10, Bramante D

REGULATION OF PLASMINOGEN ACTIVATOR
INHIBITOR (PAI-1) BY ESTRADIOL THROUGH C-FOS AND
C-JUN

Gopal Santhosh (IT), Garibaldi S, Goglia L, Russo E, Genazzani AR,

Genazzani AD and Simoncini T

University of Pisa

The aim of this study is to characterize the signaling pathways through
which estrogen regulates plasminogen activator inhibitor (PAI-1) in

endothelial cells. We tested the effects of 17b-estradiol (E2) on PAI-1

expression in human endothelial cells and ovarectomized rats. At
physiological concentrations, E2 increases the expression of PAI-1

within 6–12 hours through an activation of a signaling cascade

initiated by ERa and involving G-proteins, PI3K and the Rho-Activated

Kinase II (ROCK-II). ROCK-II activation turns into an over-expression
of c-Jun and c-Fos that is required for the E2 induced expression of PAI-

1. In conclusion, we here characterize the mechanisms through which

estrogen regulates PAI-1 in endothelial cells. These findings describe
new mechanisms of action of estrogens in the vessels and may be useful

to interfere with the effects of estrogens on fibrinolysis.

ESTROGEN RECEPTOR BETA INHIBITS HYPOXIA
INDUCIBLE FACTOR THROUGH THE
DOWNREGULATION OF HYPOXIA INDUCIBLE
FACTOR-1BETA

Lee YoungJoo (KR)

Sejong University

Estrogen receptor (ER) b is predicted to play an important role in breast

cancer development and metastasis. We have shown previously that

ERb inhibits hypoxia inducible factor (HIF)-1a mediated transcription,
but the mechanism by which ERb works to exert this effect is not

understood. In this study, we found that the inhibition of HIF-1 activity

by ERb expression was correlated with ERb’s ability to decrease Aryl

hydrocarbon receptor nuclear translocator (ARNT; HIF-1beta) levels
through the proteasomal degradation of ARNT via ubiquitination

processes leading to the reduction of active HIF-1a/ARNT complexes.

HIF-1 repression by ERb was rescued by overexpression of ARNT.

Furthermore, ERb attenuated the hypoxic induction of erythropoietin
(EPO) mRNA. ERb expression directly decreased HIF-1a binding to the

EPO gene promoter. These results show that ERb suppresses HIF-1a-

mediated transcription via ARNT degradation, which clearly explains
for the tumor suppressive function of ERb.

EFFECTS OF EQUOL ON THE UTERUS AND THE
MAMMARY GLAND IN OVARIECTOMIZED RATS. CAN
EQUOL BECOME AN ALTERNATIVE THERAPY TO
CLASSICAL ESTROGEN REPLACEMENT IN
POSTMENOPAUSAL WOMEN?

Rachoń Dominik (PL), Wolfgang Wuttke and Dana Seidlová-Wuttke

Medical University of Gdańsk

It has become apparent now that the clinical effectiveness of supple-

ments containing phytoestrogens, so widely advertised nowadays as

an alternative to classical estrogen replacement therapy (ERT),
depends on the woman’s individual ability of their biotransformation

into equol [7-hydroxy-3-(4’-hydroxyphenyl)-chroman]. The main

sources of equol are soy (Glycine max) products and red clover

(Trifolium pratense) preparations which contain its precursors:
daidzin and formononetin, respectively. Could then treatment with

pure equol, protect from the consequences of menopause and be

devoid of side effects attributed to oestrogen use? The two main
organs of concern in the classical ERT are the uterus and the

mammary gland where natural estrogens induce hyperplasia and thus

may raise the risk of cancer. Therefore, this study evaluated the

uterotropic and mammotropic effects of oral equol administration in
an ovariectomized (OVX) rat model of menopause. DESIGN: Sixty

OVX Sprague-Dawley rats were divided into five groups (n¼12) and

fed soy-free chow with the addition of equol (400 mg/kg of chow) or

estradiol-3 benzoate (E2B) (4.3 mg/kg of chow). Control animals were
fed soy-free chow. After 3 months, animals were sacrificed, blood was

collected and the uteri as well as the mammary glands were removed
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for histological and immunohistochemical evaluation. The expression

of selected estrogen responsive genes was also measured using real

time RT-PCR. RESULTS: Uterine weights in animals treated with
equol were significantly higher, presented histologic features of mild

estrogenic stimulation and had greater epithelial height and thickness of

the uterine stroma and myometrium compared to controls. Staining for

the presence of the proliferating cell nuclear antigen (PCNA) also
showed a greater prevalence of the PCNA positive cells in the uterine

stroma in animals treated with equol versus controls. Dietary equol also

increased significantly uterine insulin like growth factor 1 (IGF-1),

progesterone receptor (PR) and complement 3 protein (C3) mRNA
levels. Although statistically significant, all these effects were lower in

magnitude compared to E2B treatment. The mammary glands of the

animals treated with equol had a significantly higher number of

terminal ducts and lobules type II compared to controls. This was also
apparent in animals treated with E2B but also a higher number of

lobules type I was seen. Compared to controls, animals treated with

equol also had a significantly higher percentage of epithelial mammary
PCNA positive cells in terminal ducts and lobules type II. The

percentage of epithelial mammary PR positive cells in animals treated

with equol was only significantly higher in lobules type II. In animals

treated with E2B, the percentage of epithelial mammary PCNA and PR
positive cells was significantly higher in all the mammary structures.

Summarising, due to its evident uterotropic and mamotropic effects, it

is very unlikely for equol to become an alternative therapy to classical

estrogen replacement in postmenopausal women. Additionally, the
above presented data also question the safety of uncontrolled and

unlimited consumption of daidzein and formononetin containing

supplements by postmenopausal women.

PAROXETINE EFFECTS ON PLASMA BRAIN-DERIVED
NEUROTROPHIC FACTOR (BDNF) AND SERUM
CORTISOL LEVELS IN MENOPAUSAL WOMEN

Cubeddu Alessandra (IT), Russo M, Russo N, Daino D, Santoro A,

Pluchino N, Casarosa E, Luisi M and Genazzani AR

University of Pisa

In women, gonadal hormones have an important role in the regulation
of brain activities like affective and cognitive functions; for instance,

they modulate BDNF expression, serotonin biosynthesis and bioavail-

ability and influence HPA axis activity. Moreover, interactions

between BDNF, the HPA axis and sex steroids might play a critical
role in homeostasis and adaptation. Menopause is marked by a decline

in ovarian function resulting in one or more climacteric symptoms. In

the last years, it has been demonstrated the efficacy of SSRIs in the

treatment of climacteric symptoms, especially vasomotor symptoms.
We aim to evaluate the effects of paroxetine in a group of menopausal

women and to clarify the possible relationship between paroxetine,

plasma BDNF levels, serum cortisol and climacteric symptoms. 23

menopausal women (age: 48–60 years, menopausal age: 1–13 years)
were included. Women were treated with paroxetine 10 mg/die for 6

months; blood samples have been taken before the beginning of the

therapy, at three and six months. The Green Climacteric Scale (GCS)
questionnaire was used to follow up women clinical conditions.

Plasma BDNF levels significantly increased after 3 and 6 months of

therapy (p5 0.001), although a negative correlation between plasma

BDNF with both age and menopausal age persists throughout the
treatment. Serum cortisol levels significantly decrease after 3 months

of treatment (p5 0.001) with no differences at six months. Moreover,

a significant reduction of the GCS score has been observed. The

present data suggest that in menopausal women a low dose of
paroxetine is effective in enhancing BDNF plasma levels and reducing

serum cortisol levels with a concomitant reduction of climacteric

symptoms, highlighting its possible role in the regulation of

endocrinological and cognitive functions.

EFFECTS OF BLACK COHOSH EXTRACT ON BODY
WEIGHT GAIN, INTRAABDOMINAL FAT
ACCUMULATION, PLASMA LIPIDS AND GLUCOSE
TOLERANCE IN OVARIECTOMIZED SPRAGUE-DAWLEY
RATS

Rachoń Dominik (PL), Wolfgang Wuttke and Dana Seidlová-Wuttke

Medical University of Gdańsk

Extracts of the black cohosh (Actaea/Cimicifuga racemosa - CR) have
long been used to treat estrogen deficiency symptoms in women after

menopause. Recent data from randomized controlled studies have

shown that CR consumption alleviates ‘‘hot flushes’’ and due to the

lack of uterotropic effects can be a safe alternative to classical estrogen
replacement. The aim of this study was to evaluate the effects of

dietary CR extract on body weight (BW) gain, intraabdominal fat

accumulation, plasma leptin, lipids and glucose tolerance in ovar-
iectomized rats and to compare them with the effects of 17beta-

estradiol. Design: Twenty-seven female Sprague-Dawley rats were

ovariectomized and fed soy free chow with the addition of estradiol-3

benzoate (E2B) (10 mg/kg, n¼10) or CR BNO 1055 extract (6.67 g/
kg, n¼ 9). The control group (n¼ 8) received soy-free chow only.

Weight and food intake were recorded once a week. After six weeks,

intraabdominal fat (IAF) was measured using computer tomography

(CT) and the intraperitoneal glucose tolerance test (IPGTT) was
performed. In the seventh week of the experiment animals were

sacrificed, blood was collected for plasma and uteri were removed.

Results: Dietary CR BNO 1055 extract had no effects on uterine mass

but significantly reduced serum lutenizing hormone (LH) levels
(P50.05). Although, the average weekly food consumption through-

out the experiment (calculated in grams per kg of BW) did not differ

between our studied groups, E2B or CR BNO 1055 treated animals
gained less weight and had significantly less IAF accumulation

compared to control animals (P50.05). E2B treatment also decreased

plasma total (T-,) high density lipoprotein (HDL-) and low density

lipoprotein (LDL)-Cholesterol (P50.05). Plasma T-Ch levels in CR
BNO 1055 treated animals did not differ from the controls whereas

LDL-Ch levels were significantly higher and plasma triglycerides (TG)

significantly lower (P5 0.05). In the glucose tolerance test, the area

under the curve (AUC) was significantly smaller in the E2B treated
animals compared to controls (P50.05). AUC in CR BNO 1055

treated animals did not differ significantly from the controls

(P40.05). Nevertheless, fasting plasma insulin (FPI) levels were
significantly lower in E2B and CR BNO 1055 treated animals

(P50.05). Summarizing, in ovx rats CR BNO 1055 extract

consumption decreases enhanced pituitary LH secretion, attenuates

body weight gain and IAF accumulation, lowers FPI and has no effects
on uterine mass. The effects on plasma lipids seem to be more complex

and are characterized by an increase of LDL-Ch and decrease of TG

levels which is in contrast to the effects of estrogen.

THE EFFECT OF HORMONE REPLACEMENT THERAPY IN
MITOCHONDRIAL FUNCTION OF POSTMENOPAUSAL
WOMEN

Caramelo Olga (PT)1, Ana Rodrigues1, Renato Santos2,3, Paula

Moreira2,4 and Isabel Torgal1

Coimbra’s University Hospital

Introduction Mitochondrial dysfunction and bioenergetics failure are

involved in the etiology of menopause. The purpose of this study was the
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evaluation of hormone replacement therapy (HRT) effect on platelet
mitochondrial function of postmenopausal women. Materials and

Methods Volunteer patients were selected from in author’s institution

and 56 postmenopausal women were included in this study: 22

postmenopausal women treated with HTR combined therapy (17b-
estradiol 1 mg and acetate norethisterone 0.5 mg, within a minimal

period of 12 months) and 34 controls without hormonal therapy. Blood

was collected and mitochondria were isolated from platelets following
standard procedures. Several parameters were evaluated: activity of

mitochondrial respiratory chain complexes, reactive oxygen species

levels and caspase-3 and 9 activities. Results The mean age of the control

and HRT group was 58,2+4,5 and 54,3+7,4 years old, respectively.
The mean age of menopause in the control and HRT group was

50,5+3,4 and 47,4+4,6 years old, respectively. The HRT group under

therapy 4,2 years (min 1 max 8 years). No statistical differences were

observed mitochondrial respiratory chain complexes I (NADH-ubiqui-
none oxidoreductase) II/III (Succinate-cytochrome c oxidoreductase) and

IV (Cytochrome c oxidase) and caspases activities and reactive oxygen

species levels. Conclusions Since mitochondrial function has been used

as a toxicological indicator, our results support the idea that HTR is
innocuous at mitochondrial level.

QUANTITATIVE CORRELATION OF ESTROGEN
RECEPTOR EXPRESSION AND ANGIOGENESIS IN
PATIENTS WITH BREAST CANCER

Chatziioannou Marina (GR), Apostolou P, Toloudi M and

Papasotiriou I

R.G.C.C. LTD

Backround: Estrogens, in particular b-estradiol, are well known

stimulators of breast growth, both in normal and pathological
circumstances, and angiogenesis. They mediate their effects via two

types of receptors, estrogen receptor a and b (ESRa, ESRb respectively).

ESRa seems to modulate the proliferative actions of estradiol whereas
ESRb opposes the proliferative effect of ESRa. To correlate the

estrogen’s receptor expression and angiogenesis we quantified the

expression of two different pro-angiogenic growth factors in breast

cancer patients. Several growth factors have been proposed to enhance
the proliferative effects of estradiol. In this study, Vascular Endothelial

Growth Factor (VEGF) and Platelet Derived Growth Factor (PDGF)

were chosen. VEGF’s main function is to restore the oxygen supply to

tissues, through its receptors, and thus stimulate vasculogenesis and
angiogenesis in tissues where blood supply is inadequate. On the other

hand, PDGF plays a significant role in blood vessel formation and the

growth of blood vessels in already existing blood vessel tissue. Materials
and methods: RNA was extracted from 30 different breast cancer

patient’s cells with TRIzoL reagent. cDNA synthesis and real time PCR

followed and were done with First Strand cDNA synthesis and Maxima

SYBR Green qPCR Master Mix respectively. Results: Real time PCR
showed that patients with increased ESR expression present over-

expression of both VEGF and PDGF growth factors. These findings

confirm that estrogen promote angiogenesis in patients with breast

cancer. Conclusion: The purpose of the present study was to determine
and quantify the estrogen’s impact to angiogenesis in patients with

breast cancer of different stages. The results indicate that estrogen

promote angiogenesis in a great level in breast cancer.

EXPRESSION OF MATRICELLULAR PROTEINS IN
UTERINE LEIOMYOMAS

Bogusiewicz Michał (PL), Andrzej Semczuk1, Małgorzata Juszczak2,
Ewa Langner2,3, Katarzyna Walczak2,3, Wojciech Rzeski2,4,

Jacek Tomaszewski1 and Tomasz Rechberger1

Medical University of Lublin, 12nd Department of Gynecology,
Medical University of Lublin, Poland; 2Department of Medical
Biology, Institute of Agricultural Medicine, Lublin, Poland;
3Department of Pharmacology, Medical University, Lublin, Poland;
4Department of Virology and Immunology, Institute of Microbiology
and Biotechnology, Maria Curie-Sklodowska University, Lublin,
Poland

Objectives: Matricellular proteins modulate cell-cell and cell-extra-

cellular matrix interactions regulating many processes such as
adhesion, proliferation, angiogenesis or apoptosis. The aim of the

study was to evaluate the expression of thrombospondin-1, SPARC/

osteonectin, tenascin C and tenascin X in uterine leiomyomas (UL).

Materials and methods Immunohistochemical analysis was performed
on formalin-fixed and paraffin embedded sections of UL and normal

myometrium derived from 25 premenopausal women. Staining was

performed by the biotin-streptavidin-peroxidase method. Seven pairs

of UL and myometrium were cultured to check the influence of
estradiol and progesterone on matricellular proteins expression.

Statistical analysis was done using w2 testing. Results Thrombospon-

din-1, SPARC/osteonectin, tenascin C were expressed on cell
membranes and within the extracellular matrix, however confined

only to some areas of examined specimens. Staining for tenascin C

was observed exclusively in 48% of UL and in none of control tissues.

Thrombospondin-1, SPARC/osteonectin, were more frequently ex-
pressed by tumours than by myometrium (60% vs. 36% and 56% vs

32%), respectively, but the differences were not statistically signifi-

cant. In cultured cells abundant expression of tenascin C was observed

both in tumours and control tissues, whereas expression of
thrombospondin-1 and SPARC/osteonectin was weak to moderate.

We found no evidence for hormonal regulation of these proteins. No

expression of tenascin X has been observed. Conclusions Results of

our study suggest that expression of matricellular proteins may be
altered during the growth of uterine leiomyomas. Tenascin C seems to

play an important role in this process, which potentially may be result

of its influence on proliferation, cell shape and attachment to the
extracellular matrix.

EFFECT OF DIFFERENT PROGESTINS ON OXIDATIVE
BURST OF NEUTROPHILS

Stocco Bianca (BR), Bertozi RI, Franceschini SA, Azzolini AECS,
Lucisano-Valim YM, Torqueti MR and Marzocchi-Machado CM

Faculty of Pharmaceutical Sciences of Ribeirão Preto-University of
Sao Paulo

Of interest are the immunomodulatory effects of sex hormones upon

susceptibility to infections, in particular their influence on the
neutrophil functions. Neutrophils are crucial in host defense and

maintenance of cellular redox homeostasis through reactive oxygen

species (ROS) production that is also known as oxidative burst (OB).

Some studies have demonstrated a higher susceptibility to infections
and attenuation of the inflammatory process when progesterone levels

are at their highest. We evaluated the effect of a second- and a fourth-

generation progestin on OB of neutrophils and the correlation
between the OB and the time of the progestin use. This study was

approved by Ethics Committee. All volunteers gave written informed

consent. Healthy women, contraceptive (C) users or not 46 months,

were assigned to one of three groups: control (C non-users, n¼19);
group 1 (30 mg ethinylestradiol (E)/3 mg drospirenone) and group 2

(30 mg E/0.15 mg levonorgestrel; n¼8). The OB of neutrophils was

measured by a chemiluminescence (CL) assay. Isolated neutrophils

were stimulated with Zymosan (Zy), opsonised or not with comple-
ment from normal human serum (NHS), hormonal contraceptive

serum (HCS) or NHS inactivated by heat (NHI) as control. The
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following differences were observed among the groups: an increased

OB in neutrophils from group 1 when stimulated with Zy/NHS and

Zy/HCS compared to control group (Zy/NHS) (p5 0.05); and the OB
of neutrophils of group 3 was higher than that observed for the

control group stimulated with Zy not opsonised (p5 0.05). No

differences were observed between the different progestins. There was

not correlation between the time of the progestin use and the CL
response. These results suggest that different progestins influence the

OB of the neutrophil and this observation may have consequences to

women’s healthy during inflammatory and homeostatic processes.

EFFECTS OF SURGICAL MENOPAUSE AND ESTROGEN/
PROGESTERONE THERAPY ON CIRCULATING
PROGENITOR CELLS

Goglia Lorenzo (IT), S. Pacini, E. Casarosa, E. Russo, S. Gopal, M.
Petrini, A. R. Genazzani, A. D. Genazzani and T. Simoncini

University of Pisa

Introduction: Endothelial progenitor cells (EPCs) are circulating
mononuclear cells that participate in angiogenesis. The aim of this

study was to determine the influence of HRT on the number and

function of EPCs, and to investigate their relationship with circulating

concentrations of sex steroids. Methods: Twelve healthy, premeno-
pausal, non-smoking women with menstrual cycle were studied over a

total abdominal hysterectomy with bilateral salpingo-oophorectomy.

Venepuncture was performed in twelve patients the day before surgery
and every one month for three months. EPCs were quantified by flow

cytometry and the colony-forming unit (CFU-EPC) functional assay.

Circulating concentrations of steroids hormones were measured by

immunoassays. Results: The number of circulating EPCs is decreased
after bilateral salpingo-oophorectomy, and increased in those with

hormone replacement therapy compared to women without HRT.

There is a significant positive correlation between serum steroid levels

and number of circulating EPCs in postmenopausal women. Conclu-
sions: EPCs are important for the repairing of vascular injury; HRT

induce an increase of this progenitor cells. There is a synergistic

relationship between estrogen replacement therapy and progesterone
replacement therapy.

MENOPAUSE AND BREAST CANCER
June 09, 2011, 11.30–13.00, Bramante D

DIFFERENT EFFECTS BETWEEN PERCUTANEOUS
ESTRADIOL/ORAL PROGESTERONE AND ORAL
CONJUGATED EQUINE ESTROGENS/
MEDROXYPROGESTERONE ACETATE ON
MAMMOGRAPHIC BREAST DENSITY

Söderqvist Gunnar (SE), Murkes D2, Lundström E1 and Leifland K3

Karolinska Hospital/Institutet, 1Karolinska Hospital, Stockholm,
Sweden; 2Södertälje Hospital, Södertälje; 3Unilabs Mammography,
Capio S:t Görańs Hospital, Stockholm, Sweden

Mammographic breast density(MD) is a strong and independent risk

factor for breast cancer. Women during traditional combined HRT

with estradiol (E2) or conjugated equine estrogens (CEE) and

synthetic norethisterone acetate (NETA), dienogest or Medroxypro-
gesterone Acetate (MPA) have shown an increase in mammographic

density (MD) as well as breast cell proliferation according to earlier

studies by our group and others. Although progestogens have

proliferative effects in the breast in common, there are indications
of potentially important differences between preparations. In the

French E3N cohort women on estrogen in combination with natural

micronized progesterone were found to have no increase in breast
cancer risk at least for five years, in contradiction to women on

estrogen in combination with synthetic progestogens. Seventy-seven

women were randomized to receive sequential hormone therapy with

two 28 day cycles of either oral 0.625 mg (CEE) or 2,5g 0.06%
percutaneous estradiol gel (¼1,5 mg E2), daily, with the addition of

respectively 5 mg of oral (MPA), or 200 mg of oral micronized

progesterone, daily, for the last 14 days of each cycle. Mammographic
density was evaluated and classified into four breast density classes

according to the Bi-Rad scale. CEE-MPA treatment was found to

increase mammographic density one class or more in 7/37 patients

(p¼0.01), while percutaneous E2 /micronized progesterone only
increased mammographic density (one density class) in 2 of

34 patients (n.s). Recently, we evaluated breast epithelial cell

proliferation and bcl-2 in the same women through the use of

Core needle biopsy. After two months of treatment with CEE -MPA
orally, there was a highly significant increase in breast

epithelial cell proliferation. Treatment with percutaneous estradiol

in combination with oral micronized progesterone, did not signifi-

cantly increase proliferation. The anti-apoptotic protein bcl-2 was
down-regulated by both therapies. Conclusions: This recent evalua-

tion of mammographic density adds to the increasing data showing

that treatment with natural percutaneous E2 in combination with
micronized progesterone has less adverse effects on the normal human

breast in vivo.

TREATMENT OF DYSPAREUNIA IN CANCER PATIENTS

Del Pup Lino (IT)

Oncological Gynecology Department, National Cancer Institute,
Aviano, PN, Italy

Treatment of dyspareunia in female cancer patients Lino Del Pup

Oncological Gynecology Department, National Cancer Institute,

Aviano, PN, Italy Women treated for cancer often suffer from vaginal
dryness and dyspareunia expecially if radiotherapy or aromatase

inhibitors are used. Most of them can’’t use vaginal estrogens because

of an estrogen sensitive cancer, of contraindications to the use of

estrogens or because they are reluctant. Commonly used vaginal
lubricants which are shortly effective. A vaginal fluid simulant was

studied because it has the same composition of the physiologic vaginal

fluid/fluor and mucoadhesive properties that ensure up to 24 hours of

local permanence. Methods. At the Ambulatorio Endocrino-Oncolo-
gico of the Gynecology Oncology Department of the National Cancer

Insitute of Aviano, PN we studied 40 consecutive patients with a

diagnosed cancer and complaining of vaginal dryness and dyspareunia

related to antiblastic or antiestrogenic treatment. Within 6 months of
one application/day for a week and three times a week in the

subsequent weeks, the patients were asked to evaluate their vaginal

lubrication degree on a 10 points scale. Results. Patients showed an
increase of lubrication from 1.60 to 7.98 which was statistically

significant (p5 0.001). Most of them (85%) reported satisfaction

about product effects. Conclusion. When estrogen therapy is contra-

indicated or not accepted this new non hormonal, long lasting, vaginal
simulant for vaginal dryness and dyspareunia due to the vaginal

atrophy caused by the oncologic treatment proved to be a satisfactory

treatment. Bibliography 1) Del Pup L. How to treat vaginal

atrophy and dyspareunia in oncological patients? 138 World Congress
on Human reproduction. Abstract on CD 2) Paternoster M. D. A

vaginal fluor stimulant (mifluor, vaginal gel) for relief of symptoms

and signs of vaginal dryness. European Bulletin of Drug Research
2008; 16: 1–4 3) Amoruso E. et al. Non hormonal approach to relieve

symptoms of postmenopausal vaginal hypotrophy. Clinical experience

with Mifluor, the vaginal fluor simulant. Eur. Bull. Dr. Res.

2009;17:9–14.
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QUALITY OF LIFE AFTER BREAST CANCER: DATA FROM
THE LIBERATE TRIAL

Moggio Giulia (IT), Piero Sismondi, Rainer Kimmig, Ernst Kubista,

Nicoletta Biglia, Jan Egberts, Roel Mulder, Juan Planellas, Mirjam
Mol-Arts and Peter Kenemans

Università di Torino

Objective: The LIBERATE trial was the largest, randomized, double-

blind, placebo controlled designed to investigate the safety of tibolone

2.5 mg/day for the treatment of climacteric symptoms in women with
a history of breast cancer (BC). Secondary endpoint of the study was

to assess the efficacy of tibolone on vasomotor symptoms and health-

related quality of life (QOL) as well as overall survival and bone
mineral density. Materials and methods: Women with vasomotor

symptoms surgically treated for primary BC within the last 5 years,

were randomly assigned to tibolone or placebo group. The frequency

and severity of climacteric symptoms, especially hot flushes, were
recorded during the total trial period. QOL was assessed on a subset

of patients using the Women’s Health Questionnaire. Results: 3098

women (1556 on tibolone, 1542 on placebo group) were included in

the intention-to-treat (ITT) population. Tibolone showed a significant
efficacy in reducing number and severity of hot flushes as compared

with placebo. A significant improvement in QOL domains, as sexual

functioning and sleep quality, was reported in tibolone group.
Conclusion: Tibolone is effective in relieving vasomotor symptoms

and improving QOL in women with a BC cancer history but it

remains contra-indicated because increases the risk of recurrence.

WHY DOES OESTROGEN-ONLY HORMONE THERAPY
HAVE SUCH A SMALL IMPACT ON BREAST CANCER RISK?
A HYPOTHESIS

Eden John (AU)

Royal Hospital for Women, Sydney

The links between breast cancer and oestrogen seem irrefutable and

yet the oestrogen only arm of WHI showed a non-significant reduction

in breast cancer (BC) risk amongst the treatment group. This would

seem to be counter-intuitive. A two-part hypothesis is proposed to
explain this apparent paradox. First, it is increasingly likely that breast

stem cells (BSC) are involved in the pathogenesis of BC. These BSC are

ER- although their progenitors often acquire hormone receptors.

Malignant stems (breast cancer stem cells [BCSC]) are also ER- but
their malignant daughter cells often acquire hormone receptors. Cell

culture studies have shown that progesterone, not oestrogen increases

the BCSC number via an effect on progenitors. Second, over the last

twenty years, it has become apparent that local breast production of
oestrogen is much more important than circulating levels. Breast

oestrogen levels go up after menopause. In contrast, oestradiol inhibits

breast aromatase activity. Recent research suggests that specialised
BSC sensors may regulate this activity. Thus paradoxically, giving

low-dose exogenous oestrogen may reduce intra-breast aromatase

activity whilst simultaneously having some direct breast effects. Ref:

Eden JA. Why does oestrogen-only hormone therapy have such a
small impact on breast cancer risk? A hypothesis. Gynecological

Endocrinology, 2010; Early Online, 1–6.

MISSION STUDY, 3RD FOLLOW-UP: THE NEW RESULTS
OF A FRENCH NATIONAL COHORT ON BREAST CANCER
INCIDENCE IN POSTMENOPAUSAL WOMEN TREATED BY
HORMONE REPLACEMENT THERAPY OR NOT

Micheletti Marie Christine (MC)2, P. de Reilhac1, J.-P. Daures3,

T. Maudelonde4 and M. Espié5

Laboratoire Theramex, 13 Place Ladmirault, Nantes, France;
2Laboratoire Théramex, Groupe TEVA, Monaco; 3Laboratoire de
Biostatistique, d’Epidémiologie et de Recherche Clinique,
Montpellier, France; 4CHU Hôpital Arnaud de Villeneuve,
Montpellier, France; and 5Hôpital Saint-Louis, Paris, France

Objective: The MISSION study is a national historical-prospective
study carried out in France by the National Federation of Medical

Gynaecology Colleges (F.N.C.G.M.). Its aim is to determine the

prevalence (historical phase) and incidence (prospective phase) of the
morbidity in postmenopausal women, under a gynaecologist’s care,

depending on whether or not they are treated with the Hormone

Replacement Therapies (HRT) commonly prescribed in France. The

results of the historical phase and the first two follow-ups of the
prospective phase have already been published. Here we present

the new results of the third follow-up concerning the breast cancer

incidence. Design and Method: The prospective phase started on 5

January 2004 and the cut-off date for the 3 rd data collection was
December 31, 2009. Two groups were defined: Exposed Group

‘‘postmenopausal women on HRTs commonly prescribed in France

or stopped 5 or¼ 5 years previously-; Unexposed Group ‘‘never
received HRT or stopped 4 5 years previously-. Results: 6755

patients were initially included and the MISSION cohort of this

prospective phase consisted of more than 5000 randomised patients:

about half in the Exposed group and half in the Unexposed group.
The incidence of breast cancer was not significantly different in the

Exposed group whatever the duration of HRT exposure: less or

more than 10 years compared to the Unexposed group. Conclusion:

At the end of the third prospective follow-up of the MISSION
cohort, no increased risk of breast cancer was found in the Exposed

patients compared to the Unexposed patients whatever the duration

of HRT exposure.

EVOLUTION OF THE BREAST CANCER INCIDENCE IN
RELATION TO HORMONE REPLACEMENT THERAPY USE
IN BELGIUM

Antoine Caroline (BE), Lieveke Ameye, Michel Moreau, Marianne

Paesmans and Serge Rozenberg

CHU Saint-Pierre

BACKGROUND Recent randomized studies concluded that an

increased risk of breast cancer (BC) is associated with hormone

replacement therapy (HRT). Since then, HRT use decreased in many

countries. Several studies reported a subsequent decrease in BC
incidence. AIM As Belgium stands among the highest BC incidence in

Europe and had a high rate of HRT use, with differences between

regions, we assessed the evolution of BC incidence and HRT sales per
region and per regimen. Materials and Methods BC incidence rates

(provided by the Belgian Cancer Registry) and HRT sales data

(provided by IMS Health) were analysed by region, age class and HRT

regimens. We also calculated the correlation between BC incidence
and HRT sales. RESULTS BC incidence decreased from 2003 onwards

for Flanders, Brussels and Wallonia, especially in the age group 50–

69. In the three regions, HRT use decreased by half from 2002

onwards. Greater decreases were observed for estrogens combined
with androgenic progestins, estrogens only and estrogens prescribed

with a separate progestin. The correlation between BC incidence rates

and HRT sales in the previous year was 0.55 (p¼0.04). But when

adjusted for the number of women in the age class 40–69 in each
region, the correlation was no longer statistically significant (r¼0.39,

p¼0.17). CONCLUSION Although many arguments support the

hypothesis that the drop in BC incidence can be partly explained by
the decrease in HRT use, we were unable to find a strong association

between the two in Belgium.
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THE MULTIDISCIPLINARY MANAGEMENT OF
MENOPAUSAL SYMPTOMS AFTER BREAST CANCER:
NATURE AND SEVERITY OF SYMPTOMS

Hickey Martha (AU), Laura I. Emery, Jane Gregson, Dorota A.

Doherty and Christobel M. Saunders

Objective: The aim of this study was to describe a unique model of

multidisciplinary care for women with menopausal symptoms after

breast cancer and present preliminary data for 653 women.

Methods: The nature and severity of menopausal symptoms in
women with breast cancer were measured using a standardized scale.

Results: A total of 578 women with breast cancer were managed at

the Menopausal Symptoms After Cancer Clinic between January

2003 and December 2008. The most common reasons for these
women to seek treatment were hot flushes (41%), night sweats

(36%), loss of interest in sex (30%), difficulty sleeping (25%), and

fatigue (22%). Extreme vaginal dryness was also reported in 19% of
these women. Chemotherapy-induced ovarian failure was reported

by 29% of the breast cancer patients seen. A range of management

approaches were offered, with 55% of the women prescribed

nonhormonal pharmacological therapies for vasomotor symptoms,
including vitamin E 400 IU twice daily (21%), venlafaxine 75 mg

CR once daily (13%), clonidine 50 Kg twice daily (11%), or

gabapentin 300 mg three times daily (4%). Conclusions: Vasomotor

symptoms, sexual dysfunction, and sleep disturbance are the most
distressing menopausal symptoms requiring management after breast

cancer. Menopausal symptom management after breast cancer may

be complex, and we present a novel model of care using a
multidisciplinary approach. Additional benefits of this multidisci-

plinary approach include education opportunities, improved com-

munication and networking opportunities, and decision making in

line with evidence-based guidelines.

HORMONE REPLACEMENT THERAPY-DEPENDENT
CHANGES IN THE EXPRESSION OF BREAST CANCER-
RELATED GENES IN BREAST TISSUE OF HEALTHY
POSTMENOPAUSAL WOMEN

De Geyter Christian (CH), Anieta M. Sieuwerts, Giuseppina De

Napoli, Anne van Galen, Helenius J. Kloosterboer, Vanja de Weerd,

Hong Zhang, John W.M. Martens and John A. Foekens

University of Basel

Mammographic density and circulating sex steroid levels both

correlate with higher breast cancer incidence rates in postmenopau-

sal women. The differential effects of estradiol, estradiol and
gestagens, or tibolone on breast cancer-related gene expression in

normal breast tissue samples taken from postmenopausal women

may be used to identify the expression genes which are specifically

associated with a higher risk of breast cancer. A prospective trial was
carried out, in which breast biopsies were taken from 33 healthy

postmenopausal women before and after a six month treatment with

either 2 mg micronized estradiol, 2 mg micronized estradiolþ 1 mg
norethisterone acetate (NETA), 2.5 mg tibolone or none. Except for

estradiol, which was only given to hysterectomized women, the

allocation to each group was randomized. Sufficient good quality

RNA was extracted from 22 biopsies (66.7%). The expression of
102 mRNAs and 46 microRNAs putatively involved in breast cancer

was determined in the biopsies of 6 women receiving no HRT, 5

women receiving estradiol, 5 women receiving estradiolþNETA,

and 6 receiving tibolone. Treatment with estradiolþNETA resulted
in the highest number of differentially (p50.05) regulated genes

(16.2%) compared to baseline, followed by estradiol (10.1%) and

tibolone (4.7%). Among the genes that were significantly down-

regulated by estradiolþNETA ranked estrogen-receptor-1 (p

0.019) and androgen-receptor (p¼0.019), whereas CYP1B1, a gene
encoding an estrogen-metabolizing enzyme, was significantly up-

regulated (p¼0.016). Our data suggest that normal mammary cells

triggered by estradiolþNETA adjust for steroidogenic up-regulation

through down-regulation of the estrogen-receptor pathway. We
concluded that the administration of estradiolþNETA and of

estradiol alone but not tibolone were associated with changed

expression of genes putatively involved in breast cancer. The results

of this trial have also demonstrated that sufficient good-quality RNA
can be obtained from breast tissue of healthy postmenopausal

women allowing for the establishment of more complete gene

expression profiles.

THE EFFECT OF PROGESTERONE AND SYNTHETIC
PROGESTINS ON THE PROLIFERATION OF HUMAN
BREAST CANCER CELLS EXPRESSING A
MEMBRANE-BOUND PROGESTERONE RECEPTOR

Xiangyan Ruan (CN), Mueck Alfred, Hans Neubauer2, Harald

Seeger2, Tanja Fehm2, Michael A Cahill3 and Yang Yang4

1Dept. of Gynecol. Endocrinology, Beijing Ob/Gyn Hospital; Capital
Medical University, Beijing, China; 2University Women’s Hospital,
Tuebingen, Germany; 3School of Biomedical Sciences, Charles Sturt
University, Wagga Wagga, NSW, Australia; 4Dept. Obstetrics and
Gynecology, Tongji Hospital of Tongji University, Shanghai, China

Objectives: Evidence is accumulating that progestogens may play a

crucial role in the development of breast cancer under contraception

and hormone therapy in the postmenopause. Progesterone receptor

membrane component 1 (PGRMC1) expressed in breast cancer may
be important in tumorigenesis and thus may increase breast cancer

risk. The aim of this project was to investigate the influence of

progesterone and nine synthetic progestins on MCF-7 breast cancer

cells overexpressing PGRMC1. Methods: MCF-7 cells were stably
transfected with PGRMC1 expression plasmid (MCF-7/PGRMC1–

3HA). To test the effects of progestogerone (P) and the synthetic

progestins chlormadinone acetate (CMA), desogestrel (DSG), dieno-
gest (DNG), drospirenone (DRSP), dydrogesterone (DYD), levonor-

gestrel (LNG), medroxyprogesterone acetate (MPA), nomegestrol

(NOM) and norethisterone (NET) on cell proliferation MCF-7 and

MCF-7/PGRMC1–3HA (WT-12) cells were stimulated with different
concentrations (10–9 M to 10–7 M). Results: In MCF-7 cells DNG,

DRSP, DSG, DYD, LNG and NET increased the proliferation at 10–

7 M, the effect being highest for NET with about 20%. In WT-12

cells the same progestins, but additionally MPA, showed a significant
increase, which was much higher (30–245%) than in MCF-7 cells.

Here again NET showed the highest proliferative effect. No effect

was found for CMA, NOM and P. Conclusion: Synthetic progestins
trigger a proliferative response of PGRMC1 overexpressed MCF-7

cancer cells. The effect of progestogens on breast cancer tumorigen-

esis may clearly depend on the specific pharmacology of the various

synthetic progestins. These data and already published ones by us
and others indicate that especially progesterone acts very neutral in

the breast.

PHARMACOLOGICAL OPTIONS FOR
MENOPAUSAL COMPLAINTS

June 09, 2011, 16.20–17.50, Bramante D
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COMPARATIVE PHARMACOKINETICS AND
PRELIMINARY EFFICACY OF TWO TOPICAL VAGINAL
FORMULATIONS OF ESTRIOL (0.005% ESTRIOL VAGINAL
GEL, AND 0.002% ESTRIOL VAGINAL GEL) VS. THE
MARKETED REFERENCE PRODUCT (OVESTINON,
ESTRIOL VAGINAL CREAM 0.1%) IN POST-MENOPAUSAL
HEALTHY VOLUNTEERS

Nieto Concepcion (ES)5, Juan Luis Delgado1, Jose Estévez2,

Ramón Usandizaga3, Marı́a de la Calle3 and Elena Castellanos4

Italfarmaco, 1Obstetrics & Gynecology Dpt., HU Virgen de Arrixaca,
Murcia, Spain; 2Obstetrics & Gynecology Dpt., HU Marques de
Valdecilla, Santander, Spain; 3Obstetrics & Gynecology Dpt.,
Universidad Autonoma de Madrid. HU La Paz, Madrid, Spain;
4Obstetrics & Gynecology Unit, Clinica Teknon, Barcelona, Spain;
5Medical Dpt., Italfarmaco SA, Madrid, Spain

Objective: Estriol is an estrogen with a long lasting clinical experience
for the local treatment of postmenopausal vaginal atrophy. The main

objective of this study was to evaluate the PK profile (rate and extent

of systemic absorption) of two new ultra-low dose estriol vaginal gel

formulations administered at the strengths of 20 and 50 mg in
comparison with the marketed reference product (500 mg/applica-

tion). Preliminary efficacy was also evaluated. Design: 43 postmeno-

pausal healthy volunteers were enrolled in a single centre, randomised,
placebo-controlled, parallel group study. Three groups were studied:

0.002% estriol vaginal gel (T1), 0.005% estriol vaginal gel (T2) and

Ovestinon1 (R), receiving 20, 50 or 500 mg of estriol per application.

Estriol systemic absorption was measured after a single dose and after
three weeks daily administration. Vaginal smears were obtained at

baseline and at day 22 for cytological evaluation. Results: After single

dose of T1, T2 and R, mean+ SD AUC0-t were 171+ 80, 406+ 199

and 1221+549 pg/mLh. After 21 days mean AUCssmax were
36+ 30, 73+ 46 and 800+363 pg/mLh. The difference between

each test formulation and the R was significant at d1 and 21. AUC

difference between T1 and T2 was significant at d1, whereas no
difference was observed at d21, showing undistinguishable and very

low AUCs. While T1 and T2 estriol levels were significantly lower

after repeated as compared to single dose, estriol levels were only

slightly and not significantly lowered on d21 vs d1 for the R. A
marked improvement of maturation value (MV) on d22 vs baseline

was shown in the three active groups, while no change was observed

in the placebo. All active treatments were different from placebo, and

no differences in MV were detected among them. Conclusion: The
safety profile of 0.002% and 0.005% estriol vaginal gel formulations

is highly favorable as their systemic exposure to estriol after repeated

administration is extremely low. Systemic exposure of estriol from the

new formulations is significantly inferior to that of Ovestinon1 both
after single and after multiple dose administration while showing a

comparable efficacy in the cytological reversal of vaginal atrophy to

that of the reference product.

COC WITH ESTRADIOL VALERATE AND DIENOGEST IN
THE MANAGEMENT OF MENSTRUALLY-RELATED
MIGRAINE IN PREMENOPAUSAL WOMEN

Nappi Rossella E. (IT)1, E. Terreno1,2, E. Martini1,2, E. Brambilla1,2,
F. Albani3, V. Santamaria1,2, S. Tonani1,2 and A. Martino1

University of Pavia 1Research Center for Reproductive Medicine;
2Gynecological Endocrinology and Menopause Unit, IRCCS San
Matteo Foundation, University of Pavia; 3Dept of Internal Medicine
and Endocrinology, IRCCS Maugeri Foundation, Pavia, Italy

Background. Menstrually-related migraine may be exacerbated by

irregular menstruation and heavy bleeding during the premenopau-

sal years as a consequence of erratic estradiol fluctuation and/or
unbalanced estradiol/progesterone ratio. On the other hand, COC,

eventually prescribed to manage the bleeding pattern, may

negatively affect the course of headache. Objective. The aim of

the present pilot study was to investigate whether the use of COC
with Estradiol Valerate and Dienogest may be useful in the

management of headache pain in a sample of women over 40 years

of age. Methods. Headache diaries were used to follow 12
premenopausal women (mean age+ SD: 42.7+ 1.6 yrs) reporting

at baseline menstrually-related migraine according to the IHS

criteria. Characteristics of menstrual bleeding were also recorded

throughout the 3-month observation period in which women
assumed COC. Results. At baseline the mean (+SD) number of

migraine attacks per menstrual cycle were 3.2+ 0.7 with a total

duration of headache pain of 48.2+ 20.5 hours and a number of

analgesics of 5.3+ 0.8. The average menstrual cycle interval at
baseline was 24.3+ 1.9 days and the duration of bleeding was

5.6+ 1.6 days. At the 3rd of COC, the analysis of headache diaries

revealed a significant reduction of the numer of migraine attacks

(p.5005) with less hours of headache pain (p5 .001) and less
analgesics (p5 .001). Interestingly enough, menstrual bleeding was

significantly reduced (p.5008) with a trend toward a better

improvement of headache pain in those women reporting less days
of menstrual bleeding. Intermestrual bleeding/spotting was docu-

mented in 5 women (42%). Conclusions. This preliminary report

supports the potential use of COC with Estradiol Valerate and

Dienogest in the clinical management of menstrually-related
migraine in premenopausal women, with benefits on headache pain

and bleeding profile.

MELOXICAM-RELEASING VAGINAL RING: A NON
HORMONAL CONTRACEPTIVE FOR WOMEN
APPROACHING THE MENOPAUSE

Croxatto Horacio (CL)*, Jesam C, Cardenas H* and Salvatierra AM

USACH Universidad de Santiago de Chile* and Instituto Chileno de
Medicina Reproductiva, Santiago, Chile

COX-2 activity in the follicle is essential for follicular rupture,
therefore if a woman takes a COX-2 inhibitor during the periovula-

tory period, no oocyte will be released and fertilization will be

prevented. On the other hand the endocrine function of the ovary and

the menstrual pattern are not affected by COX-2 inhibitors. A
contraceptive method with these features is especially appropriate for

women approaching the menopause since it will not hide the clinical

manifestations that announce the onset of the menopause. We tested

the ability of Meloxicam for its ability to interfere with follicular
rupture in normally cycling women. Meloxicam 15 or 30 mg/day was

given for five days beginning when the leading follicle reached 18 mm.

The study was double blind. Daily TVU and blood sampling were

conducted to assess follicular outcome and endocrine ovarian
function. The results indicate that both treatments delayed or

prevented follicular rupture in almost every instance. These findings

open the possibility of using a COX 2 inhibitor to abolish ovulation
and prevent pregnancy. The main potential drawback of this approach

is the incidence of gastric disturbances reported by subjects under

chronic treatment with COX 2 inhibitors. This problem could be

minimized using a galenic formulation that delivers the drug in the
vagina. A vaginal ring releasing Meloxicam is now under develop-

ment. The ring is to be inserted at the end of menses and removed at

the onset of the next menses. An important advantage of this approach

is that the hormonal profile of the cycle is preserved because the
treatment does not affect gonadotropin levels and does not alter

estradiol or progesterone production by the ovary. As a consequence,
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menstrual bleeding is normal and probably metabolic and coagulation

parameters are unaltered. Continued search for better COX-2

inhibitors will go on allowing improvements for this approach.

EFFECT OF SECOND- AND FOURTH-GENERATION
PROGESTINS ON HEMOSTASIS

Stocco Bianca (BR), Bertozi RI, Franceschini SA, Martinez EZ,

Marzocchi-Machado CM and Torqueti MR

Faculty of Pharmaceutical Sciences of Ribeirão Preto-University of
Sao Paulo

Initially, the estrogen was considered the sole responsible for the pro-
thrombotic effects of hormonal contraception and hormone replace-

ment therapy, due to its metabolization that occurs at liver,

stimulating the synthesis of the plasmatic proteins, among them, the

ones that control the coagulation system and fibrinolysis. However,
with the continuous incidence of thrombosis induced by contra-

ceptives containing low concentrations of estrogen and different

progestogens, it was possible observing that the hypercoagulant effect
of the contraceptive was not only dose-dependent of estrogen, but also

from the antiestrogenic activity of the progesterone used. This study

contemplated 54 participants from the Health Center School of

Ribeirão Preto Medical School - USP and from the Faculty of
Pharmaceutical Sciences of Ribeirño Preto - USP. These volunteers

have given their consent, by written and they were distributed into

three groups: control (20 patientes), and two oral contraceptive

containing ethinylestradiol 30mg combined with 3000mg drospirenone
(20 patientes) and ethinylestradiol 30mg combined with 150mg

levonorgestrel (14 patientes). From these were assessed the following

parameters: TP, Factor VII, TTPA, Factor XII, Fibrinogen, Factor

1þ2, Protein C, Protein S, Antithrombin, D-dimers and PAI -1. The
contraceptive containg ethinylestradiol 30mg and drospirenone has

provoked favourable alterations to the hypercoagulability on the

parameters TP, Fibrinogen and Protein S. For the formulation with
ethinylestradiol 30mg and levonorgestrel we’ve found alterations on

the parameters TP, Protein C, Factor 1þ2 and PAI-1. The changes in

hemostatic parameters can explain why the use of oral contraceptives

increased the risk of venous thrombosis, however further studies are
needed to investigate differential effects of second and fourth

generation progestogens on hemostasis.

WHY IS TRANSDERMAL ESTRADIOL IN ASSOCIATION
WITH NATURAL MICRONIZED PROGESTERONE
PUSHING THE BALANCE FROM RISK TO BENEFIT IN
HRT?

Piette Paul (BE)

Besins Healthcare

Since WHI study results, evidence suggests that the benefits and risks
balance is negative more especially beside the window of opportunity

with one specific oral synthetic hormone therapy (HT) formulation

when used for more than 7 years in asymptomatic postmenopausal
women. Transdermal estradiol (TdLE2) compared to oral minimizing

the hepatic induction of clotting factors and others proteins associated

with the first-pass effect, is associated with significant advantages on

the cardiovascular system, not only on venous thromboembolism risk
(VTE) but perhaps also on coronary heart disease and stoke risks.

Oral but not TdLE2 may contribute to destabilization of vulnerable

plaques. Transdermal route avoids changes in hepatocytes metabolism

that have been linked to gallbladder disease and enhanced synthesis of
estrogen-dependent liver proteins, plasma renin substrate, clotting

factors, and triglycerides. Oral natural micronized progesterone

(micP4) improves depressive, restores physiological sleep patterns.
Furthermore, natriuretic effect counteracting hyperestrogenic stimula-

tion effects of estradiol on the mammary gland might contribute to

prevent to some extent stroke occurrence that is closely associated

with uncontrolled hypertension. A recent prospective observational
study (E3N study) has shown that estradiol in association with oral

micP4 is the only combined oestroprogestin treatment without any

statistically significant increase of the breast cancer risk. TdLE2
associated to micP4 does not stimulate breast cell proliferation, down-

regulate bcl-2 protein positive cells in healthy women and does not

increase mammographic density on the contrary of combined

continuous or sequential oral treatments. In conclusion, in specific
clinical settings TdLE2 in association with micronized natural

progesterone offer significant benefits adding safety on the breast

and the cardiovascular system. It would be the first option in women

with hypertriglyceridemia, liver disease, high blood pressure and
migraine headaches.

BLEEDING PATTERNS DURING REPLACEMENT THERAPY
WITH CONTINUOUS TRANSDERMAL ESTRADIOL IN
ASSOCIATION WITH ORAL OR VAGINAL SEQUENTIAL
NATURAL PROGESTERONE: A PROSPECTIVE,
RANDOMIZED TRIAL

Di Carlo Costantino (IT), Annamaria Fabozzi, Virginia Gargano,
Nicoletta De Rosa Romina Santoro, Mariangela Massaro, Carmine

Nappi

University of Naples

Background. Progestins are administered in postmenopausal women,

during estrogen-progestogen replacement therapy (RT), in order to
prevent endometrial hyperplasia. Micronized natural progesterone

(NP) is chemically identical to progesterone of ovarian origin and

has been shown to be as effective as the synthetic progestins (SP) for
controlling endometrial growth, offering fewer metabolic side effects.

However, we recently observed a lower incidence of regular bleeding

and a higher incidence of irregular bleeding and spotting in patients

receiving oral NP in comparison to the other oral SP. Objective.
Given the hypothetic advantages of NP over other SP, we evaluated

the effects on bleeding pattern of two different doses of NP

administered orally or per vagina in association with transdermal

estradiol in a continuous sequential estrogen-progestin therapy.
Setting. Menopause Clinic of Department of Gynecology and

Obstetrics, and Pathophysiology of Human Reproduction, University

of Naples ‘‘Federico II’’. Materials and Methods. A prospective,

randomized trial was conducted on 100 patients randomized into 4
groups. Each group (n¼ 25) received 50 mg/day of transdermal 17b-

estradiol. Groups A and B received respectively 100 and 200 mg/day

of NP orally. Groups C and D received respectively 100 and 200 mg/
day of NP per vagina. Results. After 12 cycles of treatment, no

significant differences were observed in endometrial thickness

between groups, suggesting that all treatments are effective in

controlling endometrial growth. Regarding to bleeding control,
patient in group C and D showed higher episodes of regular

bleeding than patient in groups A and B and fewer episodes of

spotting. The better control of bleeding was associated with an

higher treatment compliance in patients who received vaginal NP
with a larger percentage of women ending the study. Conclusion.

Transdermal estrogen RT combined to 100 mg of micronized NP,

administered per vagina from the 14th to the 25th day of each
cycle of 28 days, leads to a good cycle control and provides an

excellent patient satisfaction without serious side effects. This

therapy could be a treatment of first choice in early postmenopausal

patients.
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THE SAFETY OF BAZEDOXIFENE IN POSTMENOPAUSAL
WOMEN WITH RENAL IMPAIRMENT

Chines Arkadi (US), Silvano Adami, Santiago Palacios, Amy B. Levine

Pfizer Inc

Introduction: Two global, double-blind, placebo- and active-con-
trolled phase 3 studies (2-year prevention [N¼1,583] and 3-year

treatment [N¼7,492]) have shown that bazedoxifene (BZA) is safe

and effective for prevention and treatment of postmenopausal

osteoporosis. The effects of BZA could be affected by kidney function,
which generally worsens with age. This analysis assessed the safety

and tolerability of BZA as a function of baseline glomerular filtration

rate (GFR) in women enrolled in these studies. Methods: Data for
women in the BZA 20- and 40-mg, raloxifene (RLX) 60-mg, and

placebo groups from the 2 studies were integrated. GFR was estimated

by the Modification of Diet in Renal Disease Study equation. Women

were categorized by GFR in mL/min per 1.73 m2: normal (GFR �90;
n¼1,982), mild impairment (60�GFR 590; n¼6,032), moderate

impairment (30 �GFR 560; n¼719), severe impairment (GFR 530;

n¼4 [these 4 subjects not included in analysis]). Safety assessments

included adverse event (AE) reports and laboratory parameters.
Results: Within each renal function subgroup, demographics were

similar among treatment groups. Compared with women with normal

renal function and mild impairment, those with moderate impairment
were generally older and postmenopausal for longer. There were no

statistically significant differences among the BZA, RLX, and placebo

groups in the overall incidence of AEs (94%–98%), serious AEs

(SAEs; 16%–27%), or discontinuations due to AEs (10%–23%)
across subgroups by baseline GFR; those with moderate impairment

had more SAEs and discontinuations due to AEs than the other 2

subgroups. Incidence of renal-related AEs (hematuria, hydronephro-

sis, kidney failure, abnormal kidney function, oliguria, polyuria,
uremia) was low (2%–7%) and similar among groups regardless of

baseline GFR. At 36 months, creatinine increased from baseline for all

subgroups, with no overall differences among treatments within each
subgroup. Conclusion: There were no clinically meaningful differences

in AEs between treatment groups within each GFR category,

indicating that BZA was generally safe and well tolerated in women

with normal function and those with mild and moderate renal
impairment.

COMPARING CHINESE MEDICINE WITH HORMONE
THERAPY IN THE TREATMENT OF MENOPAUSAL
SYMPTOMS IN PERIMENOPAUSAL VERSUS POST
MENOPAUSAL WOMEN

Azizi Hoda (IR), Yan Feng Liu, Lin Du, Chao Hua Wang,

Habib Esmaily, Hamidreza Bahrami-Taghanaki, Hamideh Azizi and
Xiao Ou Xue

Mashhad University of Medical Sciences

Objective: To compare the therapeutic effect of Chinese herbal

medicine (KBW), acupuncture and hormone therapy on menopause

related symptoms of peri- and postmenopausal women Material and
Methods: Fifty seven Chinese women completed 2 months of

treatment with either KBW (5 gr BID, n¼ 22), acupunctureþKBW

(KBW 5 gr BIDþ10 sessions of acupuncture, n¼ 20) or hormone

therapy (n¼15). Clinical symptoms were assessed by Kupperman
index. Levels of FSH, Estradiol, and the number of symptoms

were measured before and after the treatment. Results: KBW,

acupunctureþ KBW and hormone therapy significantly decreased

Kupperman score (P50.001 in each group) and patient’s number of
symptoms (p5 0.05). The mean difference in Kupperman score

between baseline and 2 months among the 3 groups was significantly

varied (P¼ 0.02) with better results for acupunctureþKBW com-
pared with KBW alone. AcupunctureþKBW, as well as hormone

therapy significantly reduced the level of FSH (P5 0.05), but KBW

alone didn’t cause any significant decrease in the Level of FSH

(P40.05). The mean difference in the level of FSH between baseline
and 2 months among the 3 groups was significantly different

(P¼0.02) with significantly better results by hormone therapy than

KBW. The 3 treatments didn’t make any significant increase in the
level of E2 (P4 0.05). In postmenopausal women, the effect of

hormone therapy and acupunctureþKBW were significantly better

than KBW alone (P50.05) whilst in perimenopausal women they

were the same. There was no significant difference between peri- and
postmenopausal patients in changes of the FSH, E2 and LH levels

before and after the treatment by any of 3 treatments (P40.05).

Conclusion: Application of the combination of Chinese herbal

medicine and acupuncture proved as effective as hormone therapy
in the treatment of menopause related symptoms, and it achieved

better outcome than herbal medicine alone, especially in postmeno-

pausal women.

CONTINUOUS COMBINED PARENTERAL ESTROGEN
SUBSTITUTION AND INTRAUTERINE PROGESTOGEN
DELIVERY: THE SAFEST HRT REGIMEN?

Wildemeersch Dirk (BE) and Weyers S*

Contrel Europ NV, *Dept Ob/Gyn, University Hospital Ghent,
Ghent, Belgium

INTRODUCTION Continuous combined parenteral estrogen repla-
cement and intrauterine progestogen delivery could be a method of

choice for endometrial suppression in women using HRT. While

systemically applied progestogens have been the subject of consider-
able debate since the publication of the WHI study in 2002

intrauterine progestogen delivery could be the safest regimen.

METHODS ‘‘Frameless’’ and ‘‘framed’’ low-dose levonorgestrel-

releasing IUS (releasing 14–20 microgram/day) were used in over
500 symptomatic perimenopausal and postmenopausal women in

several phase 2 and phase 3 clinical trials for endometrial suppression

during ERT. The majority of women received percutaneous 17 beta-

estradiol (Oestrogel, Besins Int., Belgium), 1.5 mg daily on a
continuous basis, which in most women provides sufficient blood

levels of estrogen to suppress climacteric symptoms and to protect

against bone loss. Main outcome measures: Endometrial histology
using Pipelle biopsy. RESULTS The dominant endometrial histologic

picture was that of inactive endometrium characterized by glandular

atrophy and stroma decidualization (Kurman classification 5b). No

cases of endometrial hyperplasia were found. The mean duration of
use of the regimen was 70 months (range 25–98). CONCLUSION The

LNG-IUS effectively opposes the estrogenic effect on the endometrium

resulting in strong suppression during the entire period of ERT. The

LNG-IUS was recently compared with other HRT regimens.1
Parenteral estrogen combined with a LNG-IUS was associated with

a reduced risk of endometrial cancer whilst other regimens,

particularly sequential and long-cycle HRT regimen, were associated
with an increased risk. Ref.: Jaakkola S et al. Endometrial cancer

associated with various forms of postmenopausal hormone therapy: a

case control study. Int J Cancer 2011;128:1644–51.

THE SOURCES OF KNOWLEDGE ON HORMONE
REPLACEMENT THERAPY, OSTEOPOROSIS AND
MENOPAUSE, AMONG MEDIA PERSONNEL IN SRI LANKA

Perera Hemantha (LK), Pubudu de Silva and Supipi Karunanayake

Sri Jayewardenepura General Hospital & Postgraduate Centre
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Introduction Media is probably the most powerful channel of

communication. With the development of information technology

the media has the ability to reach any person any where in the world
within matter of minutes. Media personnel are also powerful envoys

of health messages. Hormone replacement therapy (HRT), osteo-

porosis and menopause are some of the important health topics the

general public and the health services all over the world are and
should be interested in, in view of the associated health consequences,

quality of life issues and the socio-economic consequences. Sri Lanka

has the best health indices among the south Asian countries. Life

expectancy at birth (years) for females is 76.4 and males is 71.71.
Neonatal mortality rate (per 1,000 live births) 8.41 Infant mortality

rate (per 1,000 live births) 11.171 Under-five mortality rate (per 1,000

live births) 13.391 Total fertility rate (per woman) 2.32 Maternal

mortality rate (per 100,000 live births) 14.31 As a result of the
satisfactory healthy life enjoyed, the population demographics keep

changing at a brisk pace. Sri Lanka has a population of 20.4 million3.

Age pyramids indicate the expected increase in the elderly population
in the future4. As such, the public need to be aware of these very

pertinent health matters from the present time if we were to effectively

manage menopause and allied problems in the years to come.

Hormone replacement therapy (HRT), osteoporosis and menopause
are also important areas where the commercial sector invests to

market their products by spreading information, sometimes miscon-

ceptions, which cannot be combated in developing countries due to

legal loopholes regarding advertisement of products. Therefore it is
important for the general public to know the current evidence about

these health topics in order to decide on accepting or buying a

pharmacological agent or a related health product. The health
awareness provided by the commercial sources has conflicts of

interest. Since it is difficult for a developing country to reach out to

the whole population to create awareness on these health topics,

media personnel are important conveyers of correct health messages.
However to be able to do this, media personnel should have adequate

knowledge on HRT, osteoporosis and menopause. Compared to the

others South Asian countries, Sri Lanka has a high literacy rate (Male

92.7% : Females 89.1%) due to mandatory, free of charge education
from kindergarten to university provided by 10,447 schools and 15

universities5. Sri Lanka has a wide spread net work of electronic

media. There are 59 radio stations and 20 television stations6.
Newspapers, published in all 03 languages used in the country

(Sinhalese, Tamil & English) have a circulation of 26 and 79 copies

per thousand persons per day in daily and weekly publications

respectively6. Internet usage has increased significantly due to
availability of telephone services to every corner of the country

(telephone density of 85 per 100 persons), provision of broadband

internet services by all telephone services providers and every small

town having internet cafeteria (240,000 internet users in 2009)6. As
such, it could be reasonably assumed that our media personnel, having

adequate opportunities, would be possessed with adequate knowledge

of important health subjects. Objectives The objective of this study

was to describe knowledge and its source on HRT, osteoporosis and
menopause among media personnel who will be crucial in disseminat-

ing this knowledge to the public. Methods This was a cross sectional

descriptive study carried out in media institutions covering television,
radio and newspapers. The study subjects were media personnel. One

hundred and seven media personnel were randomly selected. Their

knowledge on HRT, osteoporosis and menopause was assessed using

a pre tested self administered questionnaire. Results The demographic
characteristics of the media personnel are described. Majority were

Sinhalese, Buddhists with an educational level of A/L and above. The

occupational characteristics of the media personnel are described.

None of the media personnel knew all the correct methods of estrogen
intake. There were 13.2% who knew all the correct methods of

progesterone intake. All the effects of estrogen therapy were known to

6.6%. Osteoporosis With regard to osteoporosis 69.2% knew the

meaning of osteoporosis. Majority knew that it is a condition of old

age (56%) causing fractures (70.3%). False beliefs on; prevention of
osteoporosis by drinking high calcium milk (52.7%) and fish & meat

(33.0%), high risk among vegetarians (28.6%) and milk being

essential for prevention of osteoporosis (19.8%) existed. Many

(39.6%) identified body and joint pain as an early symptom. All
correct prevention methods were mentioned by 8.8% only. Meno-

pause Regarding menopause 48.4% knew the definition and the age of

onset of menopause. The correct symptoms were known by 11% and

another 11% identified the correct causes for menopause. The
hormones involved in menopause were correctly identified by

19.8%. The complications of menopause were identified by 13.2%.

These results show that the knowledge on osteoporosis was fairly high

when compared to menopause and HRT. Sources of health informa-
tion for media personal: the main sources of health information for

media personnel were obtained using multiple response questions.

HRT Mass media was the commonest source of information on HRT
(17.6%). The commonest source of information obtained from

healthcare workers had come from Consultant Obstetrician and

Gynaecologists (11. 10.3%). The most preferred mode of information

on HRT was media (52, 48.5%), hand outs (19, 17.8%) and general
practitioners (14, 13.1%). Conferences were the least preferred

method (1, 0.9%). Among the media the most preferred modes were

television (41, 38.3%), news paper (23, 21.5%), internet (20, 18.7%)

and radio (17, 15.9%). Osteoporosis The commonest sources of
information on osteoporosis for media personnel were television (59,

55.1%), newspapers (45,42.1%) and General practitioner

(17,15.9%). Menopause Majority had obtained information on
menopause from newspapers (28, 26.2%), magazines (21, 19.6%),

television (22, 20.6%), school lessons (20,18.7%), internet

(17,15.9%) and general practitioners (16,15%). Discussion The

sample selected is a representative sample. This can be observed by
looking at the demographic characteristics of the study sample. The

availability of free education reaching all can be a possible

explanation for the observed high education level among the media

personnel. The high percentage of media personnel having knowledge
on osteoporosis compared to HRT and menopause can be attributed

to the existing marketing practices on products related to the

treatment and prevention of osteoporosis. However, false beliefs were
quite common indicating the need to scrutinize the information

reaching the public through advertisements. The knowledge on HRT

and menopause is unsatisfactory when considering the fact that the

majority are well educated. Most had obtained information regarding
HRT, osteoporosis and menopause from the media. The main reason

for this is the ready availability of mass communications as described

in the introduction. With the projected population pyramids indicat-

ing a large elderly population in the country in the years to come,
these results indicate the urgent need of providing correct information

to the media personnel through their preferred channels of commu-

nication. Conclusion Despite the aforementioned high literacy rate

and the availability of accessible media to all the people in the
country, Our study showed that in respect of HRT, Osteoporosis and

Menopause in general, the knowledge possessed by media personnel

was not satisfactory. The mass media, school lessons and internet are
the major information sources while the most frequent information

provider among the healthcare workers was the general practitioner.

Programs to provide correct information to the media personnel is

stressed. References 1. Department of Health Services 2007, Annual
Health Bulletin 2003 (24th ed.), Ministry of Healthcare and

Nutrition, Sri Lanka. 2. Demography and Health Survey 2006,

Department of Census and Statistics, 2007. 3. Economic and Social

Statistics of Sri Lanka 2010 Vol. XXXII, Central Bank of Sri Lanka,
2010. 4. De Silva WI. A population projection of Sri Lanka for the

new millennium 2001 - 2101: Trends and implications. Institute for
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Health Policy, 2007. 5. Annual report 2009, Central Bank of Sri
Lanka, 2009. 6. Recent economic developments, Highlights of 2010

and prospects for 2011, Central Bank of Sri Lanka, 2010.

MENOPAUSE, METABOLISM AND
CARDIOVASCULAR DISEASE
June 10, 2011, 15.40–17.40, Bramante D

INTERRELATIONSHIP BETWEEN CHANGES IN BMI AND
LEPTIN AT MENOPAUSAL TRANSITION. DRECAN STUDY

Bergmann Sybille (DE), Cornelia Mix, Gabriele Siegert and Werner
Jaross

TU Dresden Universitätsklinikum

Menopausal transition is thought to be accompanied by weight gain

and an increasing frequency of the metabolic syndrome. Among 40–

65 years old women of the DRECAN_2005 survey the frequency of a
metabolic syndrome was 20%. Abdominal obesity was the most

frequent feature observed. It was associated by lower concentration of

adiponectin and sign. higher concentration of leptin. The aim of the

present pilot study was to establish the intraindividual interrelation-
ship of weight gain and serum concentration of leptin at menopausal

transition. 200 women participating in the first (1990) and forth

(1998) DRECAN survey were selected. At baseline 1/4 of them were
postmenopausal. Premenopausal women (44,0+5,1 years) were at

the same age as women after surgical menopause but younger than

natural postmenopausal women (51,5+4,1 years). Within eight years

41/3 of the premenopausal women became postmenopausal.
Additionally, in 1998 about 1/3 was at menopausal transition (peri).

In the whole group, the intraindividual 8-year-change in BMI was

106+8% (23,8+ 3,0 –4 25,1+ 3,8 kg/m2; p50,001). There was

no statistically significant difference between subgroups. The leptin
concentration was correlated with BMI significantly (1990 r¼0,609;

1998 r¼ 0,779; p5 0,001). The intraindividual 8-year-changes varied

in a wide range: 108+ 61%; group mean 17,5+9,9 –4 16,8+10,2

ng/ml). Changes in BMI and leptin were correlated significantly
(r¼ 0,426; p5 0,01). The highest variability was observed among

perimenopausal women. Comparing subgroups pre-pre and pre-post

no significant differences were found for BMI or leptin but HbA1c
was significantly higher in pre-post in 1996 (5,26+0,43 vs.

5.78+ 0,45%, p¼ 0,011) and in 1998 (5,58+0,41 vs. 5,87+
0,60%; p¼0,015). This difference was more strongly influenced by

BMI than by leptin concentration. Data could not confirm the
interrelationship of leptin concentration and weight gain at meno-

pausal transition but gave a hint to prediabetes.

VASOMOTOR HOT FLASHES AND HEART RATE
VARIABILITY: A PLACEBO-CONTROLLED TRIAL OF
POSTMENOPAUSAL HORMONE THERAPY

Lantto Hanna (FI), Petri Haapalahti, Pauliina Tuomikoski, Matti
Viitasalo, Heikki Väänänen, Anssi R. A. Sovijärvi, Olavi Ylikorkala

and Tomi S. Mikkola

Helsinki University Central Hospital

Objective: Heart rate variability (HRV) is a comprehensive marker for

autonomic function and also a risk marker for cardiac events. The aim
of the study was to compare the responses of HRV to hormone

therapy (HT) in healthy, recently postmenopausal women with and

without vasomotor hot flashes. Methods: Seventy-two women with (at

least 7 moderate or severe hot flashes/day) and 78 women without
clinically significant hot flashes (no more than 3 mild hot flashes/day)

were treated in randomized order with transdermal estradiol gel

(1g/day), oral estradiol alone (2mg/day) or combined with medrox-
yprogesterone acetate (MPA, 5mg/day), or placebo for 6 months. The

time and frequency domain measures of HRV were assessed from

24-hour electrocardiographic recordings at baseline and after HT.

Results: At baseline, cardiac variables were comparable in women
with and without hot flashes. In women with hot flashes, mean

24-hour heart rate and nighttime heart rate showed a tendency

towards reduction in estradiol-only users compared with those on
placebo and estradiol combined with MPA. Time domain measures of

nighttime HRV were reduced in women with hot flushes using oral

estradiol compared with transdermal estradiol (triangular index

727+ 36 vs. 8+ 36, P¼ 0.042), and in women without hot flashes
using of oral estradiol with MPA (SDNN; 711+13 ms, P¼ 0.048,

and RMSSD; 76+ 8 ms, P¼0.036). Women with hot flashes had

more supraventricular ectopic beats when using oral estradiol with

MPA vs. oral estradiol only (71+ 128 vs. 12+11, P¼ 0.018).
Conclusions: Oral estrogen, especially when combined with MPA,

may have adverse effects on HRV in women with and without hot

flashes, whereas transdermal estradiol showed no such effects.

Furthermore, women with hot flashes receiving oral estrogen
combined with MPA are possibly more prone to cardiac arrhythmias

than women using estrogen only.

HORMONE REPLACEMENT THERAPY DECREASES DNA
AND LIPID OXIDATION IN POSTMENOPAUSAL WOMEN:
A POSSIBLE ROLE IN AGING AND CARDIOVASCULAR
RISK?

Escalante Carlos (CR) and Silvia Quesada

Universidad de Costa Rica

Background: Scientific discovery has prompted debate as to whether
oxidation, or more specifically, oxidative stress, is a primary cause or

a secondary phenomenon of many chronic disease as well as the aging

process itself. Postmenopausal women have increased oxidative stress

and decreased antioxidant status. Estrogen has great antioxidant
capacity both, in-vitro and in-vivo. Few authors have studied the

effect HRT has on the oxidant and antioxidant status and none have

studied the effect on DNA oxidation as a possible explanation for the
aging process itself. Objective: The aim of this study was to evaluate

both oxidation and antioxidation markers in the postmenopausal

woman and to determine the effects that hormone replacement

therapy has over them. Design: 62 postmenopausal women with
similar biophysical characteristics where divided in 3 groups: 1)18

with no HRT, 2) 20 with ERT, and 3) 22 with HRT. Specific

molecular oxidative damage was detected by measuring 8-OH-2dG

(DNA damage), TBARS (lipid damage) and Protein Carbonyl
(proteins). Antioxidant enzyme activity was detected by measuring

Catalase activity and Total Antioxidant Status (TAS) was measured

using DPPH. Both ELISA and Photometric methods were used.

Results: 8-OH-2dG was significantly lower in women whom received
combined HRT compared to women who didn’t receive HRT

(ANOVA, p5 0.05). Lipid oxidation was significantly lower in

women on ERT compared to women with no HRT (ANOVA,
50.05). Pearson correlation showed that lipid oxidation decreased as

estradiol concentration increased within the study range (r¼
70.6281, p5 0.05). No statistical difference was noted on protein

oxidation and catalase activity among groups. No statistical difference
was found between the TAS of the groups (ANOVA), but when

Pearson analysis was done to evaluate the relationship between TAS

and estradiol levels, a weak but statistically significant correlation

indicated that greater estadiol levels where related to a greater
antioxidant status (r¼ 0.311, p5 0.05). Conclusions: HRT decreases

oxidative damage to both DNA and Lipids in postmenopausal
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women. Total Antioxidant Status may be directly related to estrogen

levels in postmenopausal women.

CORRELATION BETWEEN MENOPAUSE-RELATED
SYMPTOMS AND BODY MASS IN SURGICALLY
CASTRATED WOMEN

Dragojević-Dikić Svetlana (RS), Lidija Tasić and Mladenko Vasiljević

Gyn&Obst Clinic

Objectives: In postmenopause androgens are the essential precursors

for estrogen synthesis through their conversion in peripheral tissues.

The main postmenopausal estrogen is estrone, which is also
peripherally converted into estradiol. Concentrations of these two

estrogens are directly proportional in circulation. The study sought to

determine whether there is a direct correlation between quantity of

estrogen production and menopausal symptoms in relation to the
body mass in surgically castrated women. Design: We analyzed 60

patients with artificially induced menopause, 3–12 months after the

operation (hysterectomy with bilateral adnexectomy). Prior to being
put on hormone replacement therapy the following was obtained from

the the patients: Body Mass Index - BMI (kg/m2), measurements of

estradiol (E2) by RIA method, and 12 subjective symptoms analyzed

according to intensity and frequency. The relationship between BMI,
E2 level and subjective symptoms were assessed. Results: By analyzing

the correlation coefficient it was shown that there was statistically

significant causal-consequential connection between the E2 level and

BMI (R2¼ 0.1647, p50.05). There is no strong correlation between
BMI and symptoms (R2¼0.004, p5 0.05). However, E2 level

correlated with subjective symptoms (R2¼ 0.2123, p5 0.05). Con-

clusion: Estrogen production in postmenopause is dependent on the

substrate availability, and thus with adiposity. Therefore, we were
surprised by the lack of correlation between BMI and symptoms. This

suggests that estrogen metabolism and biological effects are not

primarily affected by BMI. Expression of menopause-related symp-
toms does not depend only on estrogen level, but includes changes in

the activity of various endocrine, neurotransmitting systems and

chronopsychophysiological factors.

MISSION STUDY, 3rd FOLLOW UP: THE NEWS RESULTS OF
A FRENCH NATIONAL COHORT ON CORONARY HEART
DISEASE INCIDENCE IN POSTMENOPAUSAL WOMEN
TREATED BY HORMONE REPLACEMENT THERAPY OR
NOT

Micheletti Marie Christine (MC)2, P. de Reilhac1, J.-P. Daures3 and P.
Mares4

Laboratoire Theramex, 13 Place Ladmirault, Nantes, France;
2Laboratoire Théramex, Groupe TEVA, Monaco; 3Laboratoire de
Biostatistique, d’Epidémiologie et de Recherche Clinique,
Montpellier, France, and 4Service de Gynécologie Obstétrique, CHU
Hôpital Caremeau, Nı̂mes, France

Objective: The MISSION study is a national historical-prospective
study carried out in France by the National Federation of Medical

Gynaecology Colleges (F.N.C.G.M.). Its aim is to determine the

prevalence (historical phase) and incidence (prospective phase) of the

morbidity in postmenopausal women, under a gynaecologist’s care,
depending on whether or not they are treated with the Hormone

Replacement Therapies (HRT) commonly prescribed in France. The

results of the historical phase and first two follow-ups have already

been published. Here we present the new results of the third follow-up
concerning coronary heart disease. Design and Method: The

prospective phase started on 5 January 2004 and the cut-off date

for the 3 rd data collection was December 31, 2009. Two groups were

defined: Exposed Group ‘‘postmenopausal women on HRTs com-

monly prescribed in France or stopped 55 years previously-;
Unexposed Group ‘‘never received HRT or stopped 45 years

previously-. Results: 6755 patients were initially included and more

than 5400 patients of this cohort have been analyzed concerning

coronary heart disease incidence because they had no personal history
of cardiovascular event at baseline: about half in the Exposed group

and half in the Unexposed group. The incidence of myocardial

infarction was not significantly different in the exposed group

compared to unexposed group. On average HRT was initialized 1.6
years after the beginning of menopause. Conclusion: At the end of the

third prospective follow-up of the MISSION cohort, no increased risk

of coronary heart disease was found in the Exposed group compared

to the Unexposed group.

EFFECTS OF METFORMIN ON MENOPAUSAL WHR AND
SYMPTOMS IN NON OBESE HYPERINSULINEMIC
WOMEN

De Cicco Nardone Fiorenzo (IT), C. Neri, A. De Cicco, P. Carfagna,

and A. Caruso

Università Cattolica del Sacro Cuore, Roma

INTRODUCTION: The menopause transition is associated with an

accumulation of abdominal and, in particular, visceral adipose tissue.

Central body fatness correlates with insulin resistance and increases

the risk to develop metabolic syndrome, type 2 diabetes and
cardiovascular complications. The circumference of waist and hip

ratio (WHR) is commonly used as an index of regional adiposity and

its values well correlate with visceral abdominal fat. METHODS: A

prospective series of 40 menopausal women, non-obese (BMI 5 25),
with an increased WHR (40,8) and a hyperinsulinemic but not

hyperglycemic profile (75-g oral glucose tolerance test). All patients

had long-standing hot flashes, excessive sweating, fatigue and were
not taking HRT. A dose of metformin, 500 mg once daily, was

initiated in all patients and continued for one year. We report the

findings of clinical evaluations and WHR measurement in these

patients. RESULTS: Over 40 patients, metformin therapy markedly
relieved the symptoms and improved WHR in 32 (80%) patients. In 6

(15%) patients metformin was not effective. Two patients (5%) did

not tolerate this therapy because of intestinal bloating. CONCLU-

SIONS: Early correction of hyperinsulinemia with a healthy lifestyle
and pharmacologic agents lead to significant improvement in the

WHR and symptoms. Hyperinsulinemia without hypoglycemia may

produce a sympathoexcitatory response that manifests as hot flashes
and increased sweating. Metformin may have sympathoinhibitory

actions that alleviate these symptoms. Therapies aiming to prevent

these changes in fat distribution are likely to provide long-term

cardiovascular and metabolic benefits. The use of metformin may be
considered in the future to reduce WHR and symptoms in not obese

and hyperinsulinemic postmenopausal women, and it could also be

useful as treatment option in symptomatic menopausal women with

breast cancer, although randomized trials are needed that can further
support our experience.

CARDIORESPIRATORY TRAINING ZONE INTENSITY FOR
POSTMENOPAUSAL WOMEN BY VENTILATORY
THRESHOLD

Aragão Florbela (PT)1, Helena Moreira2, Ronaldo Gabriel3 and
Catarina Abrantes2

University of Trás-os-Montes e Alto Douro 1University of Trás-os-
Montes and Alto Douro, Research Centre in Sports Sciences, Health
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and Human Development (CIDESD), University of Trás-os-Montes
and Alto Douro, Vila Real, Portugal; 2University of Trás-os-Montes
and Alto Douro, Department of Sport Sciences, Exercise and Health,
Research Centre in Sports Sciences, Health and Human Development
(CIDESD), Vila Real, Portugal and 3University of Trás-os-Montes
and Alto Douro, Department of Sport Sciences, Exercise and Health,
Centre for the Research and Technology of Agro-Environment and
Biological Sciences (CITAB), Vila Real, Portugal

Purpose: To enable a more targeted exercise prescription for

postmenopausal women (PM), the purpose of this study was to

consider exercise intensity guidelines (ACSM, 2010) and assess a
specific cardiorespiratory exercise intensity for postmenopausal

women using ventilatory threshold (VT). Methods: Sixty-seven PM

(59.83+ 4.41 yr; 26.91+ 3.55 kg.m-2; 29.29+4.85 ml.kg.min-1)
were randomly assigned to this study. The aerobic power (VO2max)

was assessed via modified Balke cycle ergometer protocol (Monark

E839). Throughout the tests, heart rate (HR) and gas-exchange

variables were measured using a portable gas analyzer system
(Cosmed K4b, Rome, Italy). First (VT1) and second (VT2) ventilatory

thresholds were determined by the time course curves of ventilation

and ventilatory equivalents for O2 and CO2. Exercise intensities of

40% and 75% HR reserve were assessed by Karvonen’s formula and
compared with HR at VT1 and VT2, respectively. Group differences

were evaluated by paired t-test and the VO2max cut-off point was

�30.34 ml.kg.min-1. Results: HR at VT1 was significantly higher
than 40% HR reserve (4.57%, p 50.01) and HR at VT2 was

significantly lower than 75% HR reserve (-3.59%, p 50.05). Women

with VO2max lower levels presented higher %HR reserve value in

VT1 (5.00%, p¼ 0.01), on the other hand, PM with higher VO2max
levels presented differences in VT2 (77.09%, p50.01). Conclusion:

Study indicated that 45–71% HR reserve exercise intensity target zone

should be recommended for postmenopausal women. Funding

Research was supported by the Portuguese Science and Technology
Foundation (POCI/DES/59049/2004 and SFRH/BD/63984/2009) and

Operational Program for Science and Innovation 2010 (POCI 2010)

co-financed by Social European Fund (FEDER). Keywords: exercise

intensity, postmenopausal women, cardiorespiratory fitness, heart rate
reserve, Karvonen’s formula.

GENISTEIN AGLYCONE A NUTRACEUTICAL APPROACH
TO METABOLIC SYNDROME: PRELIMINARY RESULTS
FROM A RANDOMIZED CLINICAL TRIAL IN
POSTMENOPAUSAL WOMEN

Interdonato Maria Lieta (IT), Alessandra Bitto, Herbert Marini,
Francesca Polito, Rosario D’Anna, Domenica Altavilla and Francesco

Squadrito

Policlinico Universitario

The metabolic syndrome refers to the clustering of cardiovascular risk

factors that include diabetes, obesity, dyslipidaemia and hypertension.
Postmenopausal women develop obesity, insulin resistance, and

potentially metabolic syndrome because of decreased serum estrogen

levels. Insulin resistance and visceral obesity have been recognized as
the most important pathogenic factors. The clinical heterogeneity of

the syndrome can be explained by its significant impact on glucose, fat

and protein metabolism, cellular growth and differentiation, and

endothelial function. While leptin increases with body fat, low
adiponectin levels are strongly associated with insulin resistance. We

measured glucose, insulin, HOMA-IR, total cholesterol, triglycerides,

leptin, visfatin and adiponectin in 120 postmenopausal women with

metabolic syndrome who were randomized to receive 54 mg/day of
genistein aglycone or placebo, in addition to their usual therapy, for 1

year. At 6 months genistein treatment significantly reduced (p50.05

vs placebo recipents) HOMA-IR, total cholesterol, triglycerides, leptin
and visfatin. Moreover a marked increase (p5 0.01 vs placebo

recipients) in serum levels of adiponectin was also observed. These

promising preliminary results suggest a role for genistein aglycone in

the treatment of metabolic disorders associated with menopause.

EFFECTS OF DROSPIRENONE ON PLASMA LEPTIN AND
ADIPONECTIN LEVELS IN POSTMENOPAUSAL WOMEN
TREATED WITH HORMONAL REPLACEMENT THERAPY
AND IN PERIMENOPAUSAL WOMEN REQUESTING
CONTRACEPTION

Di Carlo Costantino (IT), Virginia Gargano, Annamaria Fabozzi,

Nicoletta De Rosa Romina Santoro, Giulia Massaro and Carmine Nappi

University of Naples

Background. Hormonal components of oral contraceptives (COCs)
and hormonal replacement therapy (HRT), estrogens and progesto-

gens, are known to exert various actions on different metabolic

pathways, including lipidic metabolism and, therefore, they may

influence cardiovascular risk. Drospirenone (DRSP) is a novel
progestin similar to natural progesterone, combining potent progesto-

genic and antiandrogenic activities with antimineralcorticoid actions,

that could influence adipo-vascular axis activity, regulating adipo-

nectin and leptin expression. Objective. This study was conducted to
evaluate the impact of HRT and COCs containing different

progestogens on adiponectin and leptin serum levels, in postmeno-

pausal women using HRT and in perimenopausal women requesting
contraceptive therapy. Setting: Menopause Clinic of Department of

Gynecology and Obstetrics, and Pathophysiology of Human Repro-

duction, University of Naples ‘‘Federico II’’. Materials and Methods.

In this longitudinal randomized study we evaluated at basal and after
6 months of hormonal therapy adiponectin and leptin serum levels

in 45 postmenopausal and in 45 perimenopausal healthy

women, respectively randomized in 3 groups, as follows: 2 mg

drospirenoneþ 1 mg 17b-oestradiol (DRSP/E2, n¼ 15) or 0.5 mg
noretisterone acetateþ1 mg 17b-oestradiol (NETA/E2, n¼ 15), or no

treatment (controls, n¼ 15); 0.020 mg ethinilestradiolþ 3 mg dros-

pirenone (DRSP/ EE, n¼15), 0.020 mg ethinilestradiolþ 0.15 mg
desogestrel (DSG/EE, n¼ 15), or no treatment (controls, n¼15).

Results: No significant difference in leptin levels was detected after 6

months in any group. Adiponectin levels were significantly reduced in

NETA/E2 group and increased in DRSP/EE group, while remained
unmodified in all the other groups. Conclusion: HRT with NETA, but

not with DRSP, decreases adiponectin. COCs containing DRSP

increases adiponectin level. These results may be due to the

antimineralcorticoid properties of drospirenone and may lead to a
better cardiovascular profile by increasing serum levels of adiponectin,

an antinflammatory adipokine with anti-atherogenic and insulin-

sensitizing activities.

POLYCYSTIC OVARIAN SYNDROME AND
CARDIOVASCULAR RISK: A TRANSVERSAL MATCHED
CONTROLLED STUDY

Rozenberg Serge (BE), Virginie Lienaert, Liliane Jahjah, Tarik El
Mahi, Candice Autin

CHU st Pierre, Department of Obstetrics and Gynaecology. C.H.U.
Saint-Pierre, Université Libre de Bruxelles, Brussels, Belgium

Background: PCOS (Polycystic Ovary Syndrome) is associated with

an increased cardiovascular risk. Aim: To analyse whether young
PCOS women attending a fertility clinic have different cardiovas-

cular markers than other matched women with tubal infertility or
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male infertility. Material and method: Matched case controlled
transversal study. We recruited 10 PCOS patients and 21 controls

(mean ageþ SD 30,40+ 4,55 versus 33,86+5,46). The following

parameters were measured : physical examination, Ferriman-Gallwey

score, anthropometric measurements, US carotid intima media
measurement, evaluation of endothelial dysfunction (assessed by

ultrasound measurement of the superficial femoral and brachial

arteries diameters at rest and during reactive hyperaemia after
sublingual glyceryl trinitrate, fasting serum measurements of

cholesterol, & lipids, lipoprotein a, high sensitivity CRP, homo-

cystein, fibrinogen, GB, myeloperoxydase IL-6, LH, FSH, oestradiol,

testosterone, SHBG, free testosterone, Insulin resistance assessed by
(HOMA: Homeostasis Model). Results: After matching women for

age, PCOS patients were found to have an increased HOMA test

(P5 0,05), less physical activity (P5 0,05), an increased Ferriman-

Gallwey score (P5 0,05), lower HDL-cholesterol (P5 0,05) as
compared to control patients. There were no differences in other

surrogate endpoints (intima media thickness, endothelial dysfunc-

tion), LDL-cholesterol, triglyceride, fibrinogen, homocystein, CRP,

myeloperoxydase, IL-6. Conclusion: As other authors, we were able
to find differences in early cardiovascular risk but only for selected

markers. We may have missed differences in other markers due to

lack of power.

THE ROLE OF MENOPAUSE ON LIPID PROFILE CHANGE

Hosokawa Kumiko (JP), K. Kasamatsu, A. Katou, K. Mitsuya, K.

Kawano, H. Satomi, N. Fukuno, M. Kaneshima and N. Kamitani

Fukuiken Saiseikai Hospital

Objective: To reveal the influence of menopause on lipid profile, one

of the risk factors of cardiovascular diseases (CVD). Design &
Methods: The study sample was composed of 128 women who were

aged 35–55 years at the start of the investigation and have taken

annual medical check-ups (history taking, body measurements, pelvic
examination, transvaginal ultrasound, laboratory studies) in our

hospital from April 1998 through March 2008 without any hormone

therapy and any operation of the uterus or ovary. During the study

period 76 women were diagnosed for menopause based on the above
data (¼menopausal transition group), 36 women had menstruation

throughout that period (¼premenopause group). Average levels of

each serum lipid were plotted according to either chronological age or

years around the final menstrual period (FMP). Differences in rates of
serum lipid level change were statistically evaluated by ANCOVA.

Results: In menopausal transition group, LDL-cholesterol level (LDL-

C) demonstrated increase from -7 to 0 years around the FMP (¼before

FMP), then the increase was stopped after 0 toþ7 years around the
FMP (¼after FMP) (P5 0.01). HDL-cholesterol level (HDL-C) and

Triglyceride level (TG) were gradually increasing across before and

after FMP periods (P¼ 0.056, 0.238). LDL-C /HDL-cholesterol ratio
(L/H), an excellent predictor of CVD rather than LDL-C or HDL-C

alone, showed no change across before and after FMP (P¼ 0.217).

When the lipids data were rearranged according to chronological

aging LDL-C demonstrated the same pattern as FMP based aging, i.e.
increasing from 43 to 51 years old (¼before mean menopause age that

was 51.28 calculated from age of FMP), then no change from 51 to 59

years old (¼after mean menopause age) (P50.01) HDL-C and L/H in

chronological aging showed the same patterns as in FMP based aging
(P4 0.05, both) while TG did not (P¼0.041). Compared to

menopausal transition group, premenopause group showed no

increase of LDL-C during the same range of chronological age (43–
51) (P50.01). Conclusion: Menopausal transition has more impact

on elevating serum LDL-C than chronological aging but it is not

directly related to the increase of CVD risk because of no alteration

of L/H.

COGNITIVE IMPAIRMENT AND HYPERTENSION
INDUCTION IN THE ACCELERATED OVARIAN FAILURE
MODEL OF MENOPAUSE

Van Kempen Tracey (US), Teresa A Milner1,2 and Elizabeth M
Waters2

Weill Cornell Graduate School of Medical Sciences, 1Division of
Neurobiology, Weill Cornell Medical College, New York, NY and
2Laboratory of Neuroendocrinology, The Rockefeller University,
New York, NY

A novel rodent model of menopause, Accelerated Ovarian Failure

(AOF), allows for the retention of senescent ovarian tissue and the

dissociation of aging effects, more closely paralleling the peri- and
post-menopausal hormonal milieu observed in women during

menopause than existing models (reviewed in Van Kempen et al.,

2011). To study perimenopause, ovary-intact rodents can be treated

with vinylcyclohexene diepoxide (VCD) to selectively accelerate the
loss of small primordial and primary follicles, resulting in gradual

ovarian cessation without affecting other peripheral tissues. For our

studies, female C57BL6 mice 50 days old were injected i.p. with

130 mg/kg VCD or vehicle (0.5% DMSO in sesame oil) for 15 days.
Mice were tested on Object Placement at pre-, early peri-, late peri-,

and post-menopausal time points (24, 52, 73 and 129 days after

first injection, respectively). Estrous cycle stage was assessed 10 days
prior to each behavioral testing time point. Eighty days after the

initiation of VCD injections, 50% of the AOF animals were acyclic.

On an Object Placement cognitive task, AOF animals demonstrated

impaired postmenopausal performance and increased measures of
anxiety in perimenopause. A group of postmenopausal mice were

implanted with osmotic minipumps filled with saline or slow pressor

does of angiotensin (AngII) that is known to induce hypertension in

male mice. Blood pressure was measured at select time points using
tail-cuff plethysmography. Postmenopausal administration of slow

pressor AngII induced more rapid and stable hypertension in AOF

animals. Applying the AOF model to models of anxiety learning and
hypertension will not only elucidate the role of and mechanisms

underlying physiological changes in peri- and post-menopause, but

may also illuminate the emerging connection between anxiety and

hypertension.

FOLLOW UP OF AN ACTIVE WALKING PROGRAM ON
SEDENTARY AND MODERATELY OBESE
POSTMENOPAUSAL WOMEN

Garnier Garnier (FR), Garnier Sophie, Gaubert Isabelle, Auneau

Gérard and Mauriége Pascale UFRSTAPS

Université Paul Sabatier, 118 route de Narbonne, 31062 Toulouse
cédex 4, France

Introduction Participation to an active walking program helps

postmenopausal women to feel better (Lean and Lara, 2003) and

improves their cardiometabolic risk profile (Roussel et al 2009).

However, these beneficial effects at long term have not been fully
investigated. Aims of the present study were to examine the impact of

an active walking program on cardiorespiratory fitness (CRF), body

composition, selected metabolic risk factors and perceived health two

years after the intervention. Methods 248 initially sedentary and
moderately obese (mean body mass index, BMI¼ 30+4 kg/m2)

postmenopausal women (60+ 5 yrs-old) were recruited. 196 were

subjected to walking (3 sessions/week at 60% VO2max, 16 weeks)
(exercise group) and 52 women remained inactive (control group).

Following measurements were performed in both groups before and

after the 16 week study-period as well as two years later: - height,

body weight and waist circumference were measured, - fat mass and
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fat-free mass were determined by electrical bioimpedance - CRF was
assessed by the 2-km walking test and estimated VO2max was

calculated, - perceived health was assessed by six questions (visual

analogue scales). The lipid-lipoprotein profile was determined in the

exercise group. Results Two years later, the decrease in body weight,
fat mass, resting systolic and diastolic blood pressures as well as the

increase in CRF (p5 .001) were maintained in the 91 women who

completed the study. Changes in lipid-lipoprotein profile and in
perceived health were maintained for five on six items (p5 .05).

Discussion The walking program reduced body fatness, improved the

cardiometabolic risk profile, CRF and perceived health of postmeno-

pausal women. These improvements were sustainable two years later.
References Lean MEJ and Lara J. In: Progress in Obesity Research,

2003, p 859–865. Roussel M, et al. Menopause, 2009, 16: 566–575.

MENOPAUSE AND ENDOMETRIAL DISORDERS
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LEVONORGESTREL-RELEASING INTRAUTERINE DEVICE
(LGN-IUD) VERSUS ORAL PROGESTINS (OP) IN PATIENTS
TAKING HORMONE-REPLACEMENT THERAPY (HRT): A
CASE-CONTROL STUDY

Palaia Innocenza (IT), Giorgia Perniola, Angela Musella, Morena

Antonilli, Claudia Marchetti, Violante Di Donato, Federica Tomao,

Marialida Graziano, Pierangelo Faiano, Cristina Donfrancesco, Lucia
Riganelli, Angela Martoccia, Pierluigi Benedetti Panici

Objective: To compare two routes of administration of progestins in

patients taking HRT. Patients and methods: LGN-IUD insertion was
proposed to peri and postmenopausal women requiring HRT, and

they (Group A, Case) were enrolled in this study. Exclusion criteria

were: history of breast cancer, abnormal mammography, signs of
ovarian or uterine disease, abnormal uterine bleeding, abnormal Pap

smear, obesity (BMI4 30), concomitant cardiovascular disease,

abnormal liver or renal function. Ultrasound was performed to

establish the correct position of the IUD planned to be left for 5 years.
Data regarding tolerability and side effects of this HRT association

were prospectively compared with those coming from a group of 30

historical patients taking oral progestins (Group B, Control). All

patients took transdermal estrogens. Results: From January 2008 to
December 2010, 15 patients were enrolled in the study. LGN-IUD was

inserted in outpatients clinic in 12/15 patients, while in 3 cases

insertion was possible only under narcosis because of cervical stenosis.
Overall, we observed some side effects related to treatment in 33% (5/

15) and 37% (11/30) of patients in group A and B respectively (one

patient could have more than one side effect). In particular, in group A

we found 2 cases of severe spotting and vaginal discharge and 4 cases
of pelvic pain. In 2 cases LGN-IUD was removed because of persistent

symptoms. In group B we observed abnormal lipid metabolism (2

cases), scarce compliance to treatment (9 cases), water retention and

headache (6 cases). Discussion: In our opinion, LGN-IUD seems to be
the best way to administer progestins in HRT patients. However a

randomized study on larger population is needed to better define

which is the best route of progestins administration in these patients.

EFFECT OF MIRENA INSERTION ON BLEEDING
PATTERNS AND ENDOMETRIAL MARKERS IN
PERIMENOPAUSAL PATIENTS

Maia Jr. Hugo (BR), C. Haddad, Julio Casoy and Elsimar M

Coutinho

CEPARH

Objective: To investigate whether Mirena insertion after endometrial

resection in perimenopausal patients with myomas and adenomyosis

increases amenorrhea rates. The effects of Mirena were also
investigated on the endometrial expression of aromatase p450, VEGF

and nuclear NF-Kappa.b. Patient and Methods: Ninety-two perime-

nopausal patients with menorrhagia, dysmenorrhea and premenstrual

syndrome (PMS) were enrolled for this study. Sixty-two patients had
adenomyosis and the remaining 30 had submucous or intramural

myomas. All patients were submitted to endometrial resection

followed by Mirena insertion. The presence of aromatase p450,
VEGF and nuclear NF-Kappa.b was determined by immunohisto-

chemistry. Seventy patients completed five years of use and a second

Mirena was inserted. An endometrial-myometrial biopsy was carried

out at this time. Results: The amenorrhea rate was 98% in the fifth
year following an endometrial resection and Mirena insertion.

Complete resolution of dysmenorrhea and PMS was reported by over

90% of the patients. The presence of Mirena was also associated with

a significant decrease in the incidence of positive endometrial samples
for aromatase, VEGF and nuclear NF-Kappa.b. In historical controls

submitted to endometrial resection, the amenorrhea rate was only

20% with a failure rate of 40%. Conclusion: The use of Mirena

following endometrial resection in uteri with pathology significantly
increased amenorrhea rates and exerted a positive effect on

dysmenorrhea and PMS. The presence of Mirena also inhibited the

expression of aromatase p450, VEGF and NF-Kappa.b in the
endometrium, thus exerting a local antiinflammatory effect. Endo-

metrial resection with Mirena is a viable alternative to hysterectomy in

perimenopausal patients.

SEAMLESS TRANSITION THROUGH THE MENOPAUSE

Wildemeersch Dirk (BE)

Contrel europ nv, Contrel Research, Technology Park, University
Ghent, Zwijnaarde, Belgium

Objective: To investigate the acceptability of the use of the LNG-IUS

for seamless transition through the menopause, combined with

estrogen substitution, in women with climacteric symptoms. Design
and Method: Out of a group of over 500 women who participated in a

contraceptive trial with Femilis LNG-IUS, 150 women over 48 years

of age were allowed to continue the use of the LNG-IUS in the peri-

and postmenopause to protect the endometrium from becoming
hyperplastic due to estrogen substitution. The main outcome

measures: acceptability and continued use of the method for the

treatment of climacteric symptoms and for prevention of cardiovas-
cular disease, osteoporosis and for the prevention of other adverse

effects caused by estrogen deprivation. Results: The combination of

intrauterine progestogen delivery to suppress the endometrium, in

combination with systemic estrogen, is highly acceptable resulting in a
high continuation of use due to absence of side effects in the large

majority of women. Conclusion: The very low absorption of LNG

when delivered in the uterine cavity results in an almost ‘‘estrogen

alone’’ HRT which has been shown to have clear advantages over
combined estrogen-progestogen HRT. Due to its high efficacy and

absence of systemic effects, this regimen could be a first choice method

for the management of menopausal symptoms and for long-term
preventive treatment in postmenopausal women.

PATTERNS OF FAILURES IN ENDOMETRIAL CANCER:
CLINICO-PATHOLOGICAL VARIABLES PREDICTIVE OF
THE RISK OF LOCAL, DISTANT AND RETROPERITONEAL
FAILURE

Gadducci Angiolo (IT)*, *Stefania Cosio, **Maria Grazia Fabrini,

*Antonio Fanucchi*, *Cecilia Barsotti, *Roberta Tana, *Nicoletta
Spirito, *Maria Elena Guerrieri*, **Carlo Greco and *Andrea

Riccardo Genazzani
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*Department of Procreative Medicine, Division of Gynecology and
Obstetrics University of Pisa; **Department of Oncology, Division of
Radiation Oncology, University of Pisa, Pisa, Italy

The aim of this paper was: i) to assess the pattern of failure and the

clinical outcome of 511 patients with endometrial cancer and ii) to

analyze the variables predictive of the risk of recurrence in different
sites. The median follow-up of survivors was 74 months. Tumor

relapsed in 83 (16.2%) patients. Median time to recurrence was

18.5 months (range, 3–129 months). The relapse was local in 13
cases (16%), distant in 37 (45%), retroperitoneal in 22 (26%) and

involved both distant and other sites in 11 (13%). On univariate

analysis, local recurrence rate was significantly related to cervical

involvement (p¼ 0.0165) and myometrial invasion (p¼ 0.029).
Distant failure rate was significantly associated with patient age

(p¼ 0.0102), tumor grade (p50.0001), cervical involvement (p¼
0.0025), myometrial involvement (p5 0.0001) and lymph-vascular

space involvement [LVSI] (p5 0.0001). Retro-peritoneal recurrence
rate was significantly related to FIGO stage (p5 0.0001), histolo-

gical type (p¼0.0185), tumor grade (p5 0.0001), cervical involve-

ment (p¼ 0.015), myometrial involvement (p¼0.0007), LVSI
(p¼ 0.0008) and lymph node status (p5 0.0001). Multiple logistic

regression showed that cervical involvement (p¼ 0.0248) was the

only independent predictor of local recurrence. Poorly differentiated

grade (p¼ 0.0005), positive LVSI (p¼ 0.0051), unknown LVSI
(p¼ 0.0141), and deep myometrial invasion (p¼0.0341) were

independent predictors of distant failure. Positive lymph node

status (p¼ 0.0003) and poorly differentiated grade (p¼ 0.0032)

were independent predictors of retroperitoneal recurrence. Five-year
and 10-year overall survival rates were 87.1% and 79.5%,

respectively. By log-rank test overall survival was significantly

associated with patient age (p5 0.0001), myometrial

invasion (p50.0001), tumor grade (p5 0.0001), histological type
(p¼ 0.048), LVSI (p5 0.0001), cervical invasion (p50.0001),

FIGO stage (p¼0.0022), and lymph node status (p50.0001).

Cox proportional hazard model showed that patient age, lymph
node status, cervical involvement, LVSI, tumor grade and myome-

trial invasion were independent prognostic variables for overall

survival. In conclusion, cervical involvement was an independent

predictor of local recurrence, LVSI and myometrial invasion
were independent predictors of distant failure, lymph node status

was an independent predictor of retroperitoneal relapse, and

tumor grade was an independent predictor of both distant and

retroperitoneal recurrence. The identification of risk factors for
different patterns of failure can be useful to better tailor adjuvant

treatment.

TUMOR NECROSIS FACTOR-ALPHA (TNF-ALPHA)
REGULATES MARKERS OF HEMOSTASIS AND
FIBRINOLYSIS IN HUMAN ENDOMETRIAL
ENDOTHELIAL CELLS

Archer David (US) and T. Jacot

Eastern Virginia Medical School

Objective: The objective was to determine whether TNF-alpha, a

cytokine expressed in the endometrium, stimulates von Willebrand

factor (vWF), tissue plasminogen activator (tPA), and plasminogen

activator inhibitor 1 (PAI-1) in human endometrial endothelial cells
(HEECs). Responses to thrombin were the comparator. Methods:

TNF-alpha (5–10 ng/ml) or thrombin (2.5U/ml) was added to

HEEC cultures for 24 hours. Media was collected and cells lysed

for protein analysis. vWF levels in the media were analyzed by
western blotting and semi-quantitated using densitometry (NIH

Image). t-PA and PAI-1 in the media were quantitated by

commercial ELISA kits. Protein levels of vWF, tPA, and PAI-1

were normalized to total protein of the lysates. Data is expressed as

percent of control. TNF-alpha data were analyzed using repeated

measures one-way ANOVA on log ratios. Thrombin data were
analyzed by a log ratio t-test (GraphPad Prism 5.0). Results: TNF-

alpha (5 and 10 ng/ml) increased PAI-1 and tPA levels equally

between 1.6 and 1.9 times above levels in control (untreated)

cultures, with a marked increase in vWF secretion 2.8 and 3.9 times
above control, respectively. Thrombin increased vWF secretion 1.9

times higher compared to control, with a larger effect on tPA and

PAI-1 levels at 2.5 and 3.5 times above control, respectively. All
data were statistically significant (P5 0.05, n¼ 3–4 experiments).

Conclusion: TNF-alpha and thrombin increased vWF, tPA, and

PAI-1 secretion by HEECs shifting the overall balance toward

coagulation, but with a different pattern of preferential
effects. TNF-alpha may contribute to the formation of platelet

plugs and clots through regulation of vWF and the dissolution of

those clots through tPA and PAI-1, mechanisms similar but not

identical to thrombin.

MENOPAUSE AND ENDOMETRIAL DISORDERS
June 11, 2011, 08.30–10.00, Bramante C

RISK OF UNDIAGNOSED CANCER IN PATIENTS
PRIMARILY DIAGNOSED WITH ATYPICAL
ENDOMETRIAL CANCER IS RELATED TO AGE AND
MENOPAUSE BUT NOT TO BMI

Leisby Antonsen Sofie (DK), Claus Hãgdall and Lian Ulrich

Copenhagen University hospital, Rigshospitalet

Objectives: The aim of this study was to examine the prevalence of

undiagnosed endometrial carcinoma among women with a pre-
operative diagnosis of atypical endometrial hyperplasia (AEH) and

to correlate this to age, BMI and menopause. Material and methods:

The material consists of data from the Danish Gynecological Cancer

Database (DGCD) covering women diagnosed with AEH between
January 1, 2005 and November 1, 2010 undergoing surgery, a total

of 773 patients. DGCD is a multidisciplinary nationwide clinical

database that contains information on all gynecological cancer and

AEH patients in Denmark diagnosed after January 1, 2005. All
gynecology, pathology and oncology departments register data on-

line and registration is compulsory. Primary outcome is preoperative-

and postoperative final diagnosis. Secondary outcomes are relation-
ship to BMI, age and menopause. Results of preoperative endome-

trial biopsies were divided into simple and complex AEH.

Postoperative diagnosis was registered in the database with

histology, grad, and stage. Results: Of the patients with a
preoperative diagnosis of AEH 41% maintained the hyperplasia

diagnosis. The rest (59%) had endometrial cancer of whom 11%

were stage II or higher. The majority had endometroid adenocarci-

noma, but more malignant types were seen as well. Cancer risk was
significantly related to age (p50.0001) and menopause

(p50.0001). Of women with a preoperative diagnosis of AEH,

four of five were postmenopausal and these had a significantly higher
risk of postoperative cancer diagnosis compared to the younger

group (63% vs. 37%). Only one in three in their forties had cancer,

compared to two of three in their seventies. There was no significant

difference regarding BMI (p¼0.6). Conclusion: We found that the
majority of 773 Danish women primarily diagnosed with AEH had

undiagnosed cancer. The failure to accurately diagnose endometrial

carcinoma preoperatively can lead to inadequate staging and

potentially suboptimal treatment for some women, which is why
atypical endometrial hyperplasia should be treated as carcinoma in

specialized gynecological oncology centers.
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ENDOMETRIAL THICKNESS BY TVS MONITORING FOR
TRANSDERMAL ERT THERAPY WITH LONG INTERVAL
INTERMITTENT PROGESTIN

Aharoni Ariel (IL), A. Agranat and Y. Mamet

Laniado Medical Center

Introduction In the last years the HRT pendulum has once more been

on the rise. However, four main preferences have emerged from the

vast research that followed the WHI study: 1. Prefer the transdermal

route for hormonal replacement over the oral one. 2. Reduce estrogen
therapy to the lowest possible effective dose. 3. Aim at starting the

treatment early in menopause, mainly to avoid cardiovascular events.

4. Try to reduce the progestin component of the treatment, either by
lowering its dose or by minimizing the number of days on progestin.

Objective Our objective was to evaluate endometrial proliferation

under a treatment modality that was based on these four principles,

and was introduced at the IMS meeting of 2008 in London. Methods In
the years 2007–2010, 288 menopausal women were treated by

transdermal ERT patch, for 692 woman-years, in two gynecological

clinics. The dose that was used was the lowest that relieved the

patients’ vasomotor symptoms. After two months from the initiation
of the treatment they were examined by TVS to determine the

endometrial thickness, and if it was above 5 mm, they received an

intermittent oral progestin, mainly dydrogesterone, for 12 days every 3
months. This interval was changed according to endometrial thickness

determined by regular TVS examinations every 3–6 months. For some

it was reduced to three times a year, twice a year or none at all, if the

endometrium had diminished in thickness, while for others the
progestin frequency was increased to every 2 months or even every

month. Patients with breakthrough bleeding had an endometrial

biopsy. Results As was stated the transdermal ERT dose was the lowest

that relieved the patients’ vasomotor symptoms, and accordingly 229
woman-years were under a 25 mg patch, 335 received a 50 mg patch,

85 received 75 mg patch and 43 were on 100 mg (table 1). The table

also shows the number of woman-years with each progestin interval
for the 4 different transdermal doses. Table 1: Number of woman-

years on each progestin schedule for different ERT doses Table 1:

Number of woman-years on each progestin schedule for different ERT

doses ERT dose No8 Pts Scheduled Progestin Supplement - every 1m
2m 3m 4m 6m Never Mirena 25 mg 229 0 6 56 64 7 70 26 50 mg 335

4 39 177 71 5 8 31 75 mg 85 8 32 38 2 12 100 mg 43 6 15 11 11

During the 4 year period 43 patients had 48 endometrial biopsies due

to breakthrough bleeding. The results were all benign, 14 had simple
hyperplasia, 6 had complex hyperplasia, and only one had atypia.

Conclusion The administration of transdermal ERT with long interval

intermittent progestin monitored by TVS was safe and effective.

ACCURACY OF SONOGRAPHY AND HYSTEROSCOPY IN
THE DIAGNOSIS OF PREMALIGNANT AND MALIGNANT
POLYPS IN POSTMENOPAUSAL WOMEN

Antunes-Junior Armando (BR), Carlos Eduardo Godoy, Lucia Costa-
Paiva, Sirlei Siani Morais, Aarão Mendes Pinto Neto and Adriana

Orcesi Pedro

Universidade Estadual de Campinas

Summary Objective: To evaluate the accuracy of sonographic endo-

metrial thickness and hysteroscopic characteristics in predicting
malignancy in postmenopausal women undergoing surgical resection

of endometrial polyps. Subjects and methods: Five hundred twenty-

one (521) postmenopausal women undergoing hysteroscopic resection

of endometrial polyps between January 1998 and December 2008
were studied. For each value of sonographic endometrial thickness

and polyp size on hysteroscopy, the sensitivity, specificity, positive

predictive value and negative predictive value were calculated in
relation to histologic diagnosis of malignancy. The best values of

sensitivity and specificity for the diagnosis of malignancy were

determined by the ROC (Receiver Operating Characteristic) curve.

Results: Histologic diagnosis identified the presence of premalignancy
or malignancy in 4.1% of cases. Sonographic measurement revealed a

greater endometrial thickness in cases of malignant polyps when

compared to benign and premalignant polyps. On surgical hystero-
scopy, malignant endometrial polyps were also larger. An endometrial

thickness of 13mm showed a sensitivity of 69.6%, specificity of

68.5%, PPV of 9.3% and NPV of 98% in predicting malignancy in

endometrial polyps. Polyp measurement by hysteroscopy showed that
for polyps 30mm in size, the sensitivity was 47.8%, specificity was

66.1%, PPV was 6.1% and NPV was 96.5% for predicting cancer.

Conclusions: Sonographic endometrial thickness showed a higher

level of accuracy than hysteroscopic measurement in predicting
malignancy in endometrial polyps. Despite this, both techniques were

not sufficiently accurate in excluding the need to make a histologic

evaluation in suspected cases.

NON-ORAL VS ORAL ROUTE OF HORMONE
THERAPY FOR PERIMENOPAUSAL DYSFUNCTIONAL
UTERINE BLEEDING. RESULTS OF 2 YEARS
MONITORING

Russu Manuela Cristina (RO), Ş. Nastasia, N. Mubarak and D. Hudiţ�a

Background. Hormonal treatment is one of the attempts for non-
surgical control of dysfunctional perimenopausal bleeding. Objectives:

comparison of endometrial changes after one year of non-oral (NO) vs

oral (O) hormone treatment for perimenopausal dysfunctional uterine

bleeding. Materials and methods Prospective assessment of endometrial
changes (pre-study, 12, 24 months treatment) in three perimenopausal

groups with minimum 3 months of dysfunctional uterine bleeding, after

two years treatment with three different hormonal regimens (43 cases)

comparative to placebo (15 cases): 1) 0.5g/day 17 b estradiol gel 28 days
plus 200mg/day vaginal micronized progesterone last 12 days; 2)

200 mg vaginal micronized. progesterone x 12 days from the 14 th day

of menstrual cycle; 3) Ethinyl-estradiol(0.030mg) plus Dienogest(2 mg)
for 21 days. Patients are treated if accomplish inclusion and exclusion

criteria. Endometrial samples,- collected in the 22–25th days/9–11 days

of progesterone administration of treatment, are analyzed according to

WHO classification. Endometrial safety is assessed in terms of
prevention of estrogen- induced endometrial hyperplasia. The thera-

peutic effect was appreciated on epithelium, glands, stroma and vessels;

mitosis for proliferative effect, subnuclear glycogen accumulation &

intraluminal secretions for secretory changes Statistic analysis: paired-
sample t test was performed. Differences between oral and non-oral

patients are considered significant at P50.01. Results. Microscopy

registered after 12 months: inactive/atrophic endometrium in the oral

group (4:18%) vs non-oral (3:14%) and secretory changes in non-oral
groups (25: 80.6%) vs oral (14: 64%), with accentuation of this status

after 2 years (atrophy: Oral 9: 47.3% vs non-oral 6:26%- and secretory:

non-oral 16: 66.6% vs Oral 8: 42.1%); special mention for secretory
changes when vaginal micronised progesterone (8: 80%); one case with

simple hyperplasia without atypia after 24 months on transdermal

estrogen and vaginal micronized progesterone. (proliferative endome-

trium at prestudy). No carcinoma registration. Conclusions. Non-oral
hormone treatment is endometrial safe for 2 years in perimenopausal

dysfunctional uterine bleeding. Proliferative endometrium is rare after

non-oral vs oral: P5.01 (3.2% vs 9% at 12 months, 4.5% vs 10.8% at

24 months); secretory changes are more frequent after non-oral: P5.01
(80.6% vs 63.6% at 12 months, 51.6% vs 36.7% at 24 months), and

atrophy is predominant after oral HT vs non-oral: P5.01 (9.81% vs
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9.35% at 12 months, 40.5% vs 16.4% at 24 months). The case with

hyperplasia after transdermal estrogen and vaginal micronized proges-

terone (incidence 1/43 cases) is inside the oncological safety (2 cases/100
women year). The highest percentages of secretory changes are after

vaginal micronized progesterone alone, decreasing rates with transder-

mal estradiol and sequential vaginal micronized progesterone, and with

combined oral ethynil estradiol plus dienogest Key words: perimeno-
pause dysfunctional uterine bleeding, non-oral/oral Hormone Treat-

ment, endometrial safety/hyperplasia.

ENDOMETRIAL SAFETY PROFILE OF OSPEMIFENE 60 MG
WHEN USED FOR LONG-TERM TREATMENT OF VULVAR
AND VAGINAL ATROPHY FOR UP TO 1 YEAR

Goldstein Steven (US), Gloria Bachmann, Vivian Lin, James Simon,

David Portman and Mary Phelps

NYU School of medicine, UMDNJ-Robert Wood Johnson Medical
School, New Brunswick, NJ; QuatRx Pharmaceuticals Company,
Ann Arbor, MI; The George Washington University School of
Medicine, Washington, DC; Columbus Center for Women’s Health
Research, Columbus, OH; QuatRx Pharmaceuticals Company, Ann
Arbor, MI

Introduction: Currently, the only prescription products with regula-

tory authorization for the treatment of moderate-to-severe vulvar and

vaginal atrophy (VVA) are estrogen-based. Selective estrogen receptor
modulators (SERMs) are a unique class of compounds, each with their

own tissue-specific pharmacologic profile. Ospemifene is a new

SERM, which exerts estrogenic action in the vaginal epithelium and

is currently under investigation as a chronic treatment for VVA in
postmenopausal women. Chronic therapy with any SERM warrants

careful examination for any potential negative effects on the

endometrium. This study was undertaken to evaluate for endometrial

safety and for any estrogenic effects in the endometrium of once-daily
ospemifene 60 mg for up to 1 year. Methods: A 52-wk, 6:1

randomized, double-blind, placebo-controlled, parallel-group study

compared 60 mg/d of oral ospemifene (n¼ 363) with placebo (n¼63)
in postmenopausal women with VVA and an intact uterus.

Endometrial biopsies and transvaginal ultrasound (TVU) were

performed at baseline and 52 wks. Results: No subjects developed

endometrial cancer. In the ospemifene group, there were 3 (1.0%)
cases of active proliferation and 1 (0.3%) case of endometrial

hyperplasia (simple hyperplasia without atypia), which resolved.

TVU and/or endometrial biopsy findings suspicious for endometrial

polyps were reported as adverse events in similar proportions of
subjects (placebo, 1.8%; ospemifene, 2.0%). None of the placebo

subjects and 5 (1.4%) ospemifene 60 mg subjects reported vaginal

bleeding or spotting. Of these 5 subjects, 1 had active proliferative
endometrium and the remainder showed only post-menopausal

atrophic endometrium on biopsies. Conclusion: Treatment of post-

menopausal women experiencing VVA with ospemifene 60 mg/d for

up to 1 year resulted in no significant estrogenic or clinically
important adverse effects on the endometrial tissue compared with

placebo; further supporting its potential usefulness for treating VVA.

MENOPAUSE, QUALITY OF LIFE

June 11, 2011, 08.30–10.00, Bramante D

PRESCRIBING EXERCISE TO IMPROVE QUALITY OF LIFE?

Lawton Beverley (NZ), Sally B Rose, C. Raina Elley, Sue Garrett,

Anthony Dowell, Anna Fenton, Des O’Dea and Simon A Moyes

University of Otago, Wellington NZ

Do you routinely take an exercise history from your patient? Should

we be prescribing exercise to improve QoL at the menopause? This

paper will present results from a RCT to increase physical activity and
its impact on QoL 1and the cost-effectiveness of this intervention.

Objective To assess the effectiveness and cost-effectiveness of a

primary care based ‘‘exercise on prescription’’ programme among less

active women over a two year period. Design Randomised controlled
trial. Setting 17 primary care practices in Wellington, New Zealand

Participants 1089 less active women aged 40–74 years. Intervention

Nurse-led brief physical activity intervention with 6-month follow-up

visit and monthly telephone support over 9-months. Main outcome
measure The primary outcome was physical activity assessed at

baseline, 12- and 24-months. Secondary outcomes were quality of life

(SF36), and clinical and biochemical indices. Prospective cost-

effectiveness analysis performed. Results Mean age was 58.9 (SD 7)
years. Trial retention rates were 93% and 89% at 12- and 24-months,

respectively. At baseline, 10.3% of intervention participants and

11.4% of control participants were achieving 150 minutes of at least
moderate-intensity physical activity per week. At 12-months rates

increased to 42.8% and 30.3%, and at 24-months to 39.3% and

32.8% (p50.0001) for intervention and control respectively. SF36

‘‘physical functioning’’ (p¼0.03) and ‘‘mental health’’ (p¼0.049)
scores improved in intervention compared with control participants,

but ‘‘role physical’’ scores were significantly lower (p¼0.006). More

falls (p¼ 0.004) and injuries (p¼ 0.03) were recorded in the

intervention group. This programme was very cost-effective and
compares favourably with other primary care and community-based

physical activity interventions internationally.2 Conclusions This

exercise on prescription primary care programme increased quality
of life and physical activity over two years, although falls and injuries

increased. It was found to be very cost-effective. 1. Lawton BA, et al.

Exercise on prescription for women aged 40–74 recruited through

primary care: two year randomised controlled trial. BMJ 2008;337. 2.
Elley CA, et al. Cost-effectiveness of Exercise on Prescription with

Telephone Support among Women in General Practice over 2-years.

Brit Journal of Sports Medicine 2010.

THE MENOPAUSAL EXPERIENCE AMONG INDIGENOUS
WOMEN OF BORNEO ISLAND

Syed Abdul Rahman Syed Alwi (MY), Lee Pien Ying and M. N. Md

Haizal

Universiti Malaysia Sarawak

Objectives: To document the common menopausal symptoms and

quality of life in indigenous women of Sarawak in Borneo Island.

Methods: A face-to-face interview using the Menopause-specific
Quality of Life questionnaire was conducted with 276 indigenous

Sarawakian women aged 40’’65 years to determine the mean age of

menopause and common symptoms (divided into vasomotor, psycho-

social, physical and sexual domains) associated with menopause.
Results: The mean age at menopause of postmenopausal women was

50.78þ2.47 years (range 47.3’’58.2 years). The most common

symptoms reported were aching in muscles and joints (82.6%), lack
of energy (77.5%) and low backache (77.2%). The typical menopau-

sal symptoms of hot flushes, night sweats, sweating and vaginal

dryness were experienced by 42.4%, 34.8%, 29.7% and 49.3%,

respectively of the women studied. Perimenopausal women (n¼114)
experienced the most physical and psychosocial symptoms, while

postmenopausal women (n¼ 102) experienced most sexual symp-

toms. Perimenopausal and postmenopausal women were reported to

suffer more than premenopausal women (p5 0.001) within the four
domains of symptoms (vasomotor, psychosocial, physical and sexual).

Conclusions: The menopausal symptoms in this study correspond to
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those in other studies on Asian women but the prevalence of typical
and classical menopausal symptoms was lower compared to studies on

Caucasian women. The perimenopausal women had the most

significant decrease in quality of life, followed by postmenopausal

women and premenopausal women. Vasomotor symptoms had a
predominant influence on the quality of life.

HIGH ORDER MATERNITY MAY BE A MORE
SIGNIFICANT DETERMINANT OF THE QUALITY OF
MIDLIFE THAN SOME OF THE CLIMACTERIC
SYMPTOMS

Haimov-Kochman Ronit (IL), Amnon Brzezinski and
Drorith Hochner-Celnikier

Hadassah Hebrew University Medical Center

Background: Quality of life (QoL) has been defined by the World

Health Organization as the ‘‘’’individual’s perceptions of their

position in life in the context of the cultural and value systems in
which they live and in relation to their goals, expectations, standards

and concerns’’’’. Objectives: The aim of our study was to investigate

the relative contribution of (a) the sociodemographic, psychosocial,

and lifestyle factors; (b) the concurrent menopausal symptom profile;
and (c) the use of HT to the QoL during the menopausal transition.

Methods: This was a cross-sectional study of 151 healthy women aged

45 to 55 years, attending University affiliated menopause clinics. Self
completion of a questionnaire designed by the investigators and based

on Greene climacteric score and the Utian Menopause-Specific quality

of life scale were used to obtain the data. Results: A significant gradual

increase in the total Greene’s score was observed from pre- to peri-
and postmenopausal women (p¼0.02), specifically in the vasomotor

and sexual subscores (p5 0.0001 and p¼0.001, respectively). In

contrast, the total quality of life score remained stable in every specific

aspect (occupation, health, emotion, sex) throughout the menopausal
transition, (p¼ 0.8). A significant correlation was found between the

psychological, somatic and sexual Greene’s climacteric subscores and

the Utian quality of life score (r¼70.46, p50.001; r¼70.29,
p50.05; r¼70.28, p50.05; respectively), whereas the vasomotor

subscore had no impact on the mid life quality. The number of

children was the only demographic factor that significantly impacted

the Utian’s score (p5 0.05), and to higher extent than the climacteric
syndrome. Hormonal therapy equalizes the climacteric symptom

profile of users to that of non-users, yet both users and non-users

reported similar scores of mid life quality. Conclusions: Menopause-

Specific quality of life may be affected by both demographic and
climacteric parameters. Menopause symptoms, but not vasomotor

symptoms, have a negative impact on mid life quality, yet to a lesser

degree than the number of children.

FINDING THE GAPS: RESEARCH ON WORKING
MENOPAUSAL WOMEN

Pantlin Susan (NL)

Tilburg University

The labour market participation of women over 50 in the Netherlands

is, compared to other countries, low (Otten, Arts, Siermann &

Ybema, 2010). In 2008 the labour participation of women was 63%
for ages 50–55, 48% for ages 55–60, and 17% for ages 60–65. These

figures are much lower than the figures for men (87%, 77%, and 36%

respectively in 2008, Otten et al., 2010). Changing demographics are

making it less acceptable that older workers leave the workforce at
their own discretion at or before the official retirement age of 65 years.

Workers are confronted with the rising of the retirement age, and

organisations feel a stronger need to hold on to older workers. In
recent years, a growing number of studies examined consequences of

the aging of the workforce and the influence of factors such as

motivation and stereotyping of older workers (see for an overview

Schalk & Van Veldhoven, 2010; Kanfer & Ackerman, 2004).
However, most research is focused on male respondents, since they

are the dominant group in the category of workers close to retirement

age. In the near future a larger proportion of women will work longer
in years as well as longer in hours. A forthcoming doctorate thesis

aims to study specific problems that working Dutch women of 45

years and over encounter in the workplace. One of these problems is

the fluctuation and decreasing of hormonal levels, due to the life cycle
event of menopause. It is to be expected that this will influence the

retention, well-being and work performance of 45þwomen in the

workplace. Menopause most probably has more effect on the feminine

body and mind than has been acknowledged up until now. In earlier
times women were expected to gracefully leave the stage after going

through menopause. Now society wants 50þwomen to be economic-

ally useful as long as possible. Economically useful being: in the

workplace with a paid job. Female hormones, such as estrogen,
progesterone and the male hormone testosterone work together

during the fertile or reproductive years to form a kind of protective

shield from various diseases and ailments. When the hormones
decrease, and fluctuate during perimenopause, this can lead to 35

different symptoms which can vary in their severity. There is an

amount of medical academic discussion on which symptoms are

wholly dependent on the menopause and which may be caused by
other factors. The symptoms include the well-known hot flushes but

also depression and increased stress levels (U.S. National Institute on

Aging, 2010). This could corroborate with studies that have found

that the need for recovery time (NFR) increases dramatically from the
age of 35 and then flattens out after the menopause age (Verdonk,

Hooftman, van Veldhoven, Boelens & Koppes, 2009), 35 being the

average age that women’s hormones start decreasing gradually. It is
quite possible that this variable (the menopause) can give a good

prognosis on the duration of a woman’s career in the workplace.

Research into this variable can also determine if HR practices need to

be changed or reinforced to accommodate this particular group of
women. In a forthcoming doctorate thesis these relations will be

further elaborated on and measured with both quantitative and

qualitative methods of research. During the basic exploratory research

for this thesis we found that there are undiscovered territories between
the different disciplines that overlap on this subject. The disciplines

are (bio-) medical, psychological and sociological. As the effects of the

menopause on working women cannot be examined from one

perspective, the whole picture needs to be taken into account and
researched combining the different disciplines. An example could be

the research into NFR which did not include the effect of hormones on

women in the workplace. Thus the medical aspect was not taken into
account, only the psychological and sociological. The proposed

presentation will give an overview of the existing literature on the

menopause in relation to working women. In the same vein apparent

gaps will be noted and commented on and suggestions made for
further interdisciplinary research.

QUALITY OF LIFE AT MIDLIFE: A COMPARATIVE STUDY
IN TUNISIA AND IN FRANCE

Hajri-Mezghani Selma (TN), F Ferranda, S Hajrib, S Benzinebb and V
Ringaa

INSERM, aInserm, CESP Centre for research in Epidemiology and
Population Health, U1018, Gender, Sexual and Reproductive Health
Team, F-94807, Villejuif, France; bOffice national de la famille et de la
population, ONFPF, Tunis, Tunisie
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Background: The literature on menopausal symptoms in Maghreb is

limited, and there are no comparative cross-cultural studies involving

samples of both European and Maghrebian women. Tunisia has
achieved an important demographic transition and shown several

development indicators close to those of European countries. Our aim

was to compare the quality of life (QOL) at middle-age between

Tunisian and French women while taking into account social,
demographic and hormonal characteristics. Method: Our sample

comprised 1040 Tunisian women aged 45–65, and 774 French women

aged 48–53, from separate studies. Both questionnaires included the

Women’s Health Questionnaire (WHQ), a health assessment tool
related to the QOL and well-being among middle-aged women. We

considered in our analyses 6 sub scores (somatic, depressed mood,

cognitive dimension, anxiety, vasomotor symptoms, sleep). We

estimated the association between low Qol and women’s characteristics
with logistic models, with a model for each country, with a model

designed on the pooled data of the 2 countries. Results: Tunisian

women were older, had lower educational and occupational status than
French women. After adjusting for age, Tunisian women were

significantly more likely to report a poor QoL than their French

counterparts. In Tunisia, women who had a primary school level or less

were more likely than those with a higher educational level to have a
lower QOL in all dimensions: ‘‘somatic’’ (OR¼5.4;2.7–10.3),

‘‘depressed mood’’ (OR¼4.2;2.5–7.4), ‘‘cognition’’ (OR¼ 6.8;2.7–

17.4), ‘‘anxiety’’ (OR¼¼5.3;2.8–9.6), ‘‘vasomotor symptoms’’ (OR

4.1;2–8.5), and ‘‘sleep problems’’ (OR¼ 5.4;2,1–13.8), and those not
living in couple were more likely to report a poor QoL for 4

dimensions. In France, women reporting no physical exercise were

more likely to declare a low QoL. While taking into account all
women’s characteristics and the country, Tunisian women presented a

lower QoL than French women in only 4 dimensions: ‘‘depressed

mood’’, ‘‘cognitive dimension’’, ‘‘anxiety’’ and ‘‘vasomotor symp-

toms.’’ Conclusion: Our results suggest a proper role of the country on
QoL at mid life, but social and demographic factors may also influence

the risk of reporting an impaired QOL.

SYMPTOMS, EXPERIENCES AND REPRESENTATIONS OF
MENOPAUSE AMONG TUNISIAN WOMEN:
SURVEY OF 1150 WOMEN

Benzineb Sarah (TN)a,b, Radhouane Fakhfakhb, Dora Mahfoudhc,

Nabiha Gueddanaa, Virginie Ringad and Selma Hajria,d,a

aOffice National de la Famille et de la Population, ONFP, Tunis,
Tunisia; bFaculté de médecine de Tunis, Tunisia; cDépartement of
sociology, Faculté des Sciences Sociales et Humaines, University of
Tunis, Tunisia; dInstitut National de la Santé et de la Recherche
Médicale (INSERM), Centre for Research in Epidemiology and
Population Health, (CESP) U1018, Nutrition, hormones and
women’s health Team, F-94807, Villejuif, France; Université Paris
Sud 11, UMRS 1018, F-94807, Villejuif, France; Institut National des
Etudes Démographiques (INED) 75020, Paris, France

Background In Tunisia, studies of menopause are rare and done on

small population samples. Moreover, Tunisia has special status in Arab
and Muslim world as it has already done its demographic transition,

and several indicators of development are similar to those of European

countries. Methods In order to study the characteristics of postmeno-

pausal women and the influence of the socio-cultural context, 1150
Tunisian women aged 45 to 64 years were recruited in a non-medical

population using the quota method. The questionnaire included the

WHQ (Women’s Health Questionnaire), and the depression section of

the MINI. Results 75.5% of women lived in urban areas. The non-
schooling rate was 51.6%. 60.8% were postmenopausal, with an

average age of menopause onset of 46.9+5.25 years. Education and

occupation had a significant influence on the dimension’scores of the

WHQ except for the ‘‘Attractiveness’’ dimension. Women with high

educational level and those engaged in skilled/valued occupations have
the lowest scores, corresponding.

HEALTH RELATED QUALITY OF LIFE MEASUREMENT
WITH THE WOMEN’S HEALTH QUESTIONNAIRE (WHQ)
IN MID-AGED WOMEN

Chedraui Peter (EC), Wellington Aguirre, Marı́a L. Leimberg,

Marcela Mendoza, Iván Ruilova, José Mendoza, Marı́a A.
Martı́nez, Varinia Vallarino, Lizette Valenzuela, Glenda San Miguel

and Faustino R. Pérez-López

Instituto Para Salud de la Mujer

Background: Emotional and physical health are important measures

of quality of life (QoL) during the climacteric. Objective: To assess
QoL and determinants (altitude included) in mid-aged women.

Method: Peri/postmenopausal women aged 45 to 55 from Ecuador

(Guayaquil [Coast] and Quito [Highlands]) were requested to
complete the WHQ and a socio-demographic survey containing

personal data. Bivariate analysis was performed to compare WHQ

scores and various factors. Results: A total of 400 women were

surveyed (200 per city). Median age of the whole sample was 50 years,
75.5% were postmenopausal, 23.8% had sometime use of HT, 53.0%

presented hot flushes, 69.5% had increased body mass index (BMI: 25

or more) and 67.8% were married. WHQ scores (all domains except

menstrual) did not differ when peri and postmenopausal women were
compared. Women living at high altitude presented significantly

higher WHQ scores (worse QoL) for the depression, somatic, anxiety,

menstrual and attractiveness domains. Contrarily, they displayed

lower scores for the vasomotor, sleep and sexual domains. No
differences in memory domain scores were found among studied

women. Conclusion: QoL of this series, as assessed with the WHQ,

was found to be impaired in relation to altitude.

TRANSLATION AND CULTURAL ADAPTATION OF THE
QUALITY OF LIFE SCALES INTO TRADITIONAL CHINESE

Stojanovska Lily (AU)1, Law Cindy2, Lai Beatrice2, Chung Tony2 and

Haines Christopher2

Victoria University, 1School of Biomedical and Health Sciences,
Victoria University, Melbourne, Victoria, Australia, and 2Department
of Obstetrics and Gynaecology, The Prince of Wales Hospital,
Chinese University of Hong Kong, Hong Kong

The Utian Quality Of Life (UQoL) and the Women’s Health
Questionnaire (WHQ) are reliable and valid instruments designed to

measure the quality of life (QOL) among English-speaking climacteric

women. Aim: To describe the translation and cultural adaptation of

the UQOL and the WHQ for the Chinese postmenopausal women
from Hong Kong. Methods: The English version of the UQOL and the

WHQ were translated into Chinese and cross-culturally adapted to the

Chinese from Hong Kong environment, according to standard
internationally recommended methodology of translation. This

process involved several steps: forward translation, reconciliation,

back translation into Chinese and its review, followed by harmoniza-

tion. The adapted version from each scale was administered to thirty
postmenopausal women with the purpose of assessing the level of

comprehension and cognitive equivalence of this version. A full

validation study involving over 100 participants is currently under-

way. Permission to use the instruments by the original authors was
obtained. Results: The translated version of both scales was

straightforward. In the cognitive debriefing, all the questions were
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adequately understood by more than 88% of the women interviewed.
Despite of this, the viability of the instrument and the difficulties

mentioned by the volunteers were analyzed by a five member

committee, and logical, fluent, conceptual and experiential equiv-

alences were obtained. Conclusions: The present study fulfills an
important step in the process of translation and cultural adaptation of

the UQOL and the WHQ scales, leading to its subsequent validation

and utilization in clinical practice and scientific research in Hong
Kong and mainland China. This methodology can serve as a model for

translation of UQOL and the WHQ into other languages.

EVALUATION OF SECONDARY OUTCOMES IN
POSTMENOPAUSAL WOMEN TREATED WITH
BAZEDOXIFENE/CONJUGATED ESTROGEN BY YEARS
SINCE MENOPAUSE

Pinkerton JoAnn (US), Jill Racketa, Harry Shi, Arkadi A. Chines and

Sebastian Mirkin

University of Virginia

Introduction: Bazedoxifene/conjugated estrogens (BZA/CE) is a novel

tissue selective estrogen complex (TSEC). Secondary outcomes from the

Selective estrogens, Menopause And Response to Therapy (SMART)
trials were evaluated to determine whether treatment response to BZA/

CE is affected by years since menopause (YSM). Methods: SMART-1

(N¼ 3397) and SMART-2 (N¼318) were both randomized, double-

blind, placebo-controlled phase 3 studies of 2-year and 3-month
duration, respectively, in postmenopausal women with a uterus.

Secondary outcomes for women who took BZA 20 mg/CE 0.45 mg

(n¼433 [SMART-1]; n¼ 127 [SMART-2]), BZA 20 mg/CE 0.625 mg

(n¼414 [SMART-1]; n¼ 428 [SMART-2]), or placebo (PBO; n¼ 427
[SMART-1]; n¼63 [SMART-2]) were evaluated separately in each

study in women 55 or �5 YSM. Both studies evaluated quality of life

(Menopause-specific Quality of Life [MENQOL] questionnaire), hot

flushes (diary), sleep (diary, Medical Outcomes Study [MOS] scale),
and breast pain (diary). Bleeding was assessed in SMART-1 (diary), and

satisfaction was evaluated in SMART-2 (Menopause Symptoms-

Treatment Satisfaction Questionnaire). Results: In both subgroups of
women 55 or �5 YSM, BZA 20 mg/CE 0.45 or 0.625 mg showed

significant improvement vs PBO in total and vasomotor function

MENQOL scores (P50.05 and P50.001, respectively) at Week 12,

consistent with the significant reduction in hot flush number (72% to
86% for BZA/CE doses vs 17% to 53% for PBO; P50.05) and

severity (P50.05) seen with both BZA/CE doses in symptomatic

women. Women treated with BZA 20 mg/CE 0.45 or 0.625 mg vs PBO

also had similar significant improvements (P50.05) at Week 12 in
overall sleep quality, sleep disturbance, and time to fall asleep based on

the MOS among the YSM subgroups (SMART-2). Satisfaction with

treatment at Week 12 was significantly greater for BZA 20 mg/CE 0.45
or 0.625 mg (69–83%) vs PBO (32–51%; P50.05) in women 55 or

�5 YSM. High rates of amenorrhea (80–99%) and low rates of breast

pain (2–19%) with BZA/CE were similar to those with PBO (77–100%

and 0–14%, respectively) in both subgroups. Conclusion: The
significant, positive treatment effects of BZA/CE on the outcomes

measured in this analysis were similar for women 55 or �5 YSM.

MENOPAUSE, SLEEP AND MOOD DISORDERS
June 11, 2011, 11.00–12.30, Bramante C

A RANDOMIZED, CONTROLLED PILOT TRIAL OF
HORMONE THERAPY FOR POSTMENOPAUSAL
INSOMNIA

Osorio Wender Maria Celeste (BR), Huber B and Martinez D

UFRGS

Objective: To evaluate whether there is improvement in sleep

efficiency measured by polysomnography, subjective assessment in

women with onset of insomnia during perimenopause and early
postmenopause and menopause symptoms assessed by the Kupperman

Index and Menopause Rating Scale. Study design: pilot, double-blind,

randomized, placebo controlled trial. We selected 12 postmenopausal

women complaining of insomnia with onset during perimenopause
and early postmenopause, between 40 and 60 years old, who met the

inclusion criteria. Main outcome measures: Patients were randomized

to use 1 mg estradiolþ 0.125 mg trimegestone or placebo for 28 days.

The Pittsburgh Sleep Quality Index (PSQI) was administered and
polysomnography was performed on day zero and day 28 of

treatment. Results: There was improvement in sleep efficiency and

quality of sleep in the hormone therapy (HT) group. When we

compared sleep efficiency before and after the use of estradiol and
trimegestone, its values were 72.1+4.3 and 80+ 8 (p¼ 0.041) in the

HT group, and 63.4+7.7 and 81+ 10.6 (p¼0.066) in the placebo

group. The baseline and final median score of the PSQI in the placebo
group was 15 (5–18) and 9 (2–15), respectively (p¼0.273). In the HT

group, the baseline and final median score was 9 (0–17) and 2 (0–16),

with p¼0.027, suggesting a subjective improvement in sleep in the

treatment group. There was significant improvement in menopause
symptoms in HT group evaluated by Kupperman Index (p¼ ) and

MRS (p¼ ), Conclusions: In patients with insomnia with onset in

perimenopause or early postmenopause, the use of estradiol and

trimegestone showed statistically significant improvement in sleep
efficiency measured by polysomnography and subjective assessment

using the PSQI in the comparison within the treatment group.

BRAIN-DERIVED NEUROTROPHIC FACTOR (BDNF) AND
ALLOPREGNANOLONE PERIPHERAL BLOOD VALUES IN
POSTMENOPAUSAL WOMEN

Russo Marinella (IT), Bucci F, Russo N, Daino D, Santoro A.N,

Cubeddu A, Casarosa E, Pluchino N, Luisi M and Genazzani AR

Division of Gynecology and Obstetrics, University of Pisa, Pisa, Italy

Brain-Derived Neurotrophic Factor (BDNF) is a member of
neurotrophin family abundantly expressed in the central and

peripheral nervous system but also present in a variety of non-

neuronal cells. Recent study has shown that BDNF plasma levels are

significantly higher during the luteal phase of the menstrual cycle
than in follicular phase suggesting a potential role for gonadal

sex hormones in regulating neurotrophin expression. Allopregnano-

lone, a 3a, 5a-reduced metabolite of progesterone, is largely

produced by gonads, adrenal cortex and the central nervous system.
Similarly to BDNF, also its circulating levels change throughout

menstrual cycle showing higher levels in luteal phase probably

related to increased progesterone values. Aim of our study is to
determine BDNF plasma and allopregnanolone serum levels both in

fertile and postmenopausal women in order to evaluate if, as

consequence of hormonal deficiency tipically observed in menopause,

exist any changes in trend of such molecules. BDNF plasma and
allopregnanolone serum levels were assessed in 20 fertile women

aged 20–40 years, with body mass index (BMI) between 21–25 kg/

m2 and in 25 postmenopausal women aged 52–60 years, with BMI

20–23 kg/m2. Results show that BDNF plasma levels are signifi-
cantly lower in postmenopausal women than in fertile subjects

during follicular phase (p5 0,001). Serum allopregnanolone levels in

postmenopausal women result in the same range of values as those
in fertile women during follicular phase not showing high values

observed in luteal period. On these basis, we can suppose the

existence of a link between hormonal milieu, BDNF and allopreg-

nanolone.
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SLEEP QUALITY IN PREMENOPAUSAL AND
POSTMENOPAUSAL WOMEN: SLEEP DIARY STUDY ON
WORK DAYS AND LEISURE DAYS

Lampio Laura (FI), Tarja Saaresranta, Olli Polo and Päivi Polo-

Kantola

Turku University Central Hospital, Department of Obstetrics and
Gynecology, Turku University Central Hospital, Turku, Finland;
Sleep Research Center, Departement of Physiolology, Turku
University, Turku, Finland

Objective. To evaluate subjective sleep quality in two cross-sectional
populations: premenopausal and postmenopausal women, and to

assess differences between the groups on work days and on leisure

days. Methods. Seventy-six regularly (regular hours) working

premenopausal (44–48 years) and 45 regularly working postmeno-
pausal (53–58 years) women were recruited. A sleep diary was used to

investigate sleep latency, number of awakenings, nocturnal sleep time

(ST) and total sleep time (TST) on work days and leisure days.

Correlations between sleep variables and Body Mass Index (BMI),
Follicle Stimulating Hormone (FSH) and depression (Beck Depression

Inventory, BDI) were evaluated. Results. ST (P¼0.003, P50.001)

and TST (P¼0.015, P¼0.001) were shorter and number of
awakenings (P¼ 0.023, P¼ 0.025) was more frequent in postmeno-

pausal women on entire 14 ‘‘day period and on work days, but not on

leisure days compared to premenopausal women. Latencies were

longer in postmenopausal women for entire 14 ‘‘day period
(P¼ 0.004), on work days (P¼ 0.012) and on leisure days (P¼ 0.014).

No correlations between sleep variables and BMI, FSH and BDI were

found. Conclusion. Self-reported sleep problems are more common in

postmenopausal than in premenopausal women, and the difference is
more pronounced on work days than on leisure days. This difference

might indicate that postmenopausal women do have the capacity for

good sleep quality. However, sleep deprivation caused by work days
exceeds this capacity, and results in poorer subjective sleep quality in

comparison with premenopausal women.

EFFECTS OF KLAMATH ALGAE EXTRACT ON
PSYCHOLOGICAL DISORDERS AND DEPRESSION IN
MENOPAUSAL WOMEN

Ricchieri Federica (IT), Susanna Santagni, Erika Rattighieri, Annalisa

Campedelli, Alessia Prati, Elisa Chierchia and Alessandro D. Genazzani

Menopause transition is able to induce a significant change in the

quality of life of women and a growing demand for alternative

treatments to hormonal therapy of the psychological and somatic/

vasomotor symptoms related to menopausal transition has been
observed in these last years. In this study we aimed to investigate

the effect of a two-months supplementation period with the

Klamath algae extract Klamin on the general and psychological

well-being of a group of 30 menopausal women, free from any
hormonal therapy. Patients were randomly subdivided in 2 groups

(15 patients each) and each of them was treated with Alga Klamth

extract (Klamin, Nutrigea, Urbino, Italy) (1600 g./day) or with
placebo (vanilla tablets) for 8 weeks. Patients were evaluated both

for the hormonal and psychological profiles (Symptom Rating Scale

‘‘Italian version (SRT) and Zung self-rating scale) before and after

the treatment interval. Both groups of patients were similar in
baseline conditions but significant changes were observed after the

treatment interval in the group administred with Alga Klamath

extracts. Though no hormonal changes occurred after the treatment

interval in both groups, only patients under Klamin administration
showed both SRT and Zung scales significantly improved, thus

reporting a consistent change in their quality of life, for mood,

anxiety and depressive attitude. Since the Klamath extract did not

show steroid-like effects on the hormonal parameters, it could be

proposed as valid integration for those women seeking for
alternative treatment to hormonal therapy so that to overcome

many of the menopausal symptoms.

PERSONALITY AND HORMONE THERAPY USE AMONG
POSTMENOPAUSAL WOMEN: RESULTS FROM THE
FRENCH GAZEL COHORT STUDY

Ringa Virginie (FR)d, Cédric Lemognea,b,c, Silla M. Consolia,b,
Henri Panjod, Marcel Goldberge,f and Marie Zinse,f

Inserm aUniversité Paris Descartes, Faculté de medicine, Paris,
France; bssistance Publique-Hôpitaux de Paris, Department of C-L
Psychiatry, European Georges Pompidou Hospital, Paris, France;
cINSERM U894, Centre of Psychiatry and Neuroscience, Sainte-Anne
Hospital, Paris, France; dInstitut National de la Santé et de la
Recherche Médicale (INSERM), Centre for Research in Epidemiology
and Population Health, (CESP) U1018, Nutrition, hormones and
women’s health Team, F-94807, Villejuif, France; Université Paris
Sud 11, UMRS 1018, F-94807, Villejuif, France; Institut National des
Etudes Démographiques (INED) 75020, Paris, France; eINSERM
U1018, Epidemiology of occupational and social determinants of
health, Center for research in Epidemiology and Population Health,
Villejuif, France fVersailles Saint-Quentin University, UMRS 1018,
Villejuif, France

Background Personality may affect health outcomes and mortality.
Seeking for medical treatment may partially mediate this association.

For instance, the Women’s Health Initiative Study suggested that

hormone therapy could increase the risk of coronary heart disease and

cancer. This study aimed to examine whether Type A personality (sense
of time urgency and competitiveness) or hostility would predict

hormone therapy (HT) use after menopause. Methods The French

GAZEL cohort was set up in 1989 among employees of the French
national gas and electricity company. In 1993, questionnaires were

mailed to measure Type A personality (Bortner’s scale) and hostility

(Buss and Durkee’s Hostility Inventory). Additional data from up to 6

mailed questionnaires - at inclusion (in 1990) and every 3 years - were
used to determine the date of menopause and the use of HT. The

association between personality and HT was measured by the Relative

Index of Inequality (RII) computed through binary logistic regression.

Results Among women of GAZEL who completed the personality
questionnaires before menopause, 1,865 reached menopause during the

study, including 945 who used HT within one year after menopause

and 920 who did not. Adjusting for age in 1993, HT use was associated
with Type A personality [RII¼ 1.87, 95% confidence interval (CI)¼
1.35–2.60, P50.001] and hostility (RII¼ 1.40, 95% CI¼1.00–1.94,

P¼0.047). The association with Type A personality remained

significant even after further adjusting for all potential confounders
(RII¼1.65, 95% CI¼1.10–2.47, P¼ 0.015). Conclusion Type A

personality may be associated with seeking HT after menopause,

regardless of other predictors of HT prescription, including vascular

and breast cancer risk factors. Beyond the context of menopause, these
results may suggest a model of how personality may affect health

outcome through seeking specific medical treatments.

CORTICAL THICKNESS ANALYSIS IN DEPRESSED
(MEDICATION-FREE) AND NON-DEPRESSED WOMEN
DURING MENOPAUSAL TRANSITION: A MRI STUDY

Minuzzi Luciano (CA), Benicio N. Frey, Geoffrey B. C. Hall, Ivan

Skelin, Stefanie Attard, Meir Steiner and Claudio N. Soares

McMaster University
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Introduction: Menopausal transition has been described as a period of

higher risk of development of Major Depressive Disorders (MDD) and

depressive symptoms in women. Overall, structural imaging studies in
patients with MDD have shown volume reductions in several brain

areas particularly in regions involved in emotional regulation. The

extent to which MDD affects brain areas in midlife women has yet to

be determined. The objective of the present study is to measure grey
matter cortical thickness in the brain of unmedicated midlife women

with diagnosis of depression in comparison to healthy controls using

magnetic resonance imaging data. Methods: Ten medication-free peri/

postmenopausal women diagnosed with a major depressive episode
(mean: age 48.6+ 4.3, MADRS score: 18.7+4.9, onset of symp-

toms: 17.6 months) and 10 healthy age-matched controls (mean: age

49.4+ 4.0, MADRS score: 2.2+1.5) underwent high-resolution

structural magnetic resonance imaging in a 3T GE scanner. The
images were pre-processed in order to segment the brain into grey,

white and CSF tissue classes and to align cortical structures across the

subjects. Grey matter cortical thickness was measured using the
Laplace method. Voxel-wise statistical analysis was performed

between the groups with p50.05 being considered significant.

Results: Decreases in grey matter thickness were observed in depressed

patients in comparison to controls in the left hemisphere in the
temporal lobe (superior and middle temporal gyri), angular gyrus,

superior frontal gyrus, cingulate gyrus and precuneus. In the right

hemisphere, decreases were observed in temporal lobe (superior and

inferior gyri), angular gyrus, frontal cortex (superior and middle gyri),
prefrontal cortex, cingulated gyrus and precuneus (p50.05). Con-

clusions: Depressed, unmedicated midlife women showed reduction in

cortical thickness in a number of brain regions compared to healthy
age-matched controls. These results suggest that the untreated

depressive disorder during menopausal transition might have an

impact on the cortical brain structure. Future work should clarify the

potential effects of pharmacologic treatment on cortical brain
structure in this population.

SERUM ESTRADIOL LEVEL, AGE, AND EDUCATION IN
PRE- AND LATE POSTMENOPAUSAL WOMEN – IS THERE
AN ASSOCIATION WITH COGNITIVE PERFORMANCE?

Polo Paivi (FI)1,2, Hanna Tuomisto1, Paula Salo1, Reetta Saarinen1

and Nea Kalleinen1

Turku University Hospital, 1Department of Physiology (Sleep
Research Unit), University of Turku, Turku, Finland; 2Department of
Obstetrics and Gynecology, Turku University Central Hospital,
Turku, Finland

Objectives: To evaluate whether healthy women show cognitive

changes after menopause and whether the possible changes are
estrogen-, age- or education-dependent. Methods: Forty-eight women,

21 premenopausal (aged 43–51 years) and 27 late postmenopausal

(aged 59–71 years), participated in the study. Verbal and visuomotor

functions, visuoconstructive skills, visual and verbal episodic memory
as well as attention were evaluated. Results: Premenopausal women

performed better than postmenopausal women. Serum estradiol (E2)

level was included in the model in premenopausal women only given
the lack of endogenous estrogen in postmenopausal women who were

also not using hormone therapy (HT). In premenopausal women,

lower E2 was associated with better visual episodic memory

(P5 0.05), and older age was related to poorer verbal episodic
memory (P5 0.05). In postmenopausal women, more education was

associated with better performance in verbal and visuomotor

functions, attention as well as verbal episodic memory (P50.05),

older age was related to poorer performance in the visuoconstructive
test and visual episodic memory (P50.05). Conclusions: Premeno-

pausal women had better cognitive performance compared to late

postmenopausal women. In premenopausal women the effect of E2
was minor. In both groups, age modified cognitive performance, but

more so in postmenopausal women. Education did not have any effect

on cognitive performance in premenopausal women, whereas in

postmenopausal women education exceeded age as a source of
variation. Thus the relevance of education for better cognition was

accentuated after menopause. Key words: Cognition, estrogen,

education, age, menopause, woman.

DIRECT AND INDIRECT EFFECTS OF BAZEDOXIFENE/
CONJUGATED ESTROGENS ON SLEEP DISTURBANCE

Racketa Jill (CA), JoAnn V. Pinkerton, Andrew G. Bushmakin, Joseph

C. Cappelleri, Arkadi A. Chines and Sebastian Mirkin

Pfizer

Objective: This analysis assessed the direct and indirect effects (based

on reduction in frequency and severity of hot flashes) of bazedoxifene/
conjugated estrogens (BZA/CE) on sleep disturbance in postmeno-

pausal women with vasomotor symptoms (VMS) in the Selective

estrogens, Menopause, And Response to Therapy (SMART)-2 trial.
Methods: In the SMART-2 trial, a 12-week, double-blind, placebo-

controlled, phase 3 study, 310 subjects with moderate-to-severe

vasomotor symptoms (�50 hot flashes per week) were randomized to

receive BZA 20 mg/CE 0.45 or 0.625 mg or placebo. Sleep was
assessed by the Medical Outcomes Study (MOS) sleep scale. Statistical

mediation modeling was used to determine the relationship between

sleep disturbance, number of hot flashes, severity of hot flashes, and

treatment. Sleep disturbance was the outcome variable (at Weeks 4
and 12); number and severity of hot flashes (average of Weeks 1–4 and

Weeks 9–12) were the mediator variables; and treatments were the

independent variables. Results: BZA 20 mg/CE 0.45 and 0.625 mg
were associated with significant improvements in overall sleep quality

as well as reduction in sleep disturbance and time to fall asleep versus

placebo (P5 0.001). The mediation model showed that direct effects

of both BZA/CE doses (vs placebo) on sleep disturbance were 78% to
86% (P5 0.0001), indicating that the reduction in sleep disturbance

is mostly independent of improvements in hot flash number and

severity. A small part (~20%) of the indirect effect of BZA/CE on sleep

disturbance can be attributed to the improvement in hot flash severity,
which was significant at Week 12 only. Conclusions: In symptomatic

postmenopausal women, both BZA/CE doses were shown to

significantly decrease hot flashes and improve subject-reported sleep

disturbance, an effect that is largely independent of improvements in
hot flash number and severity. These data suggest that the mechanism

by which BZA/CE decreases hot flashes and improves sleep is different

and warrants further investigation.

EFFECT OF VALERIAN ON SLEEP QUALITY IN
MENOPAUSAL WOMEN: A RANDOMIZED PLACEBO-
CONTROLLED CLINICAL TRIAL

Taavoni Simin (IR)1*, Ekbatani Neda1, Kashaniyan Maryam2 and

Hamid Haghani3

Tehran University of Medical Sciences, 1Faculty of Nursing and
Midwifery, Tehran University of Medical Sciences; 2Faculty of
Medicine, Tehran University of Medical Sciences; 3Faculty of
Management & Medical Information Science, Tehran University of
Medical Sciences

More than 60 percent of menopausal women have sleep problems,
which can lead to low quality of life. There are a wide variety of

pharmacologic and non- pharmacologic methods for solving it. Use of
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Complementary therapies, which have low side effect, may be useful

for management of sleep disturbance during this time. Aim: To

evaluate effects of valerian extract on improvement of sleep quality in
50–60 years menopause women. Material and Methods: This study

was a randomized, triple- blind, controlled trial. Participants in this

study were 100 volunteer menopause women with age 50–60, who

had insomnia and selected from 250 volunteers, whom had been
visited in Public clinics of West of Tehran. Instrument includes

demographic form and Pittsburg sleep quality index (PSQI). Samples

randomly divided to two groups. Each group received twice a day for

four weeks 530 mg of concentrated valerian extract or 50 mg starch
as placebo in capsules. Capsules name A and B by pharmesist. Data

analyzed by (T-Test). All ethical points were considered by Ethics

Committee Tehran University of medical sciences. Results: Equality of

personal characteristics and sleep quality before intervention were
checked and there were no differences in two groups. Valerian led to

significant decrease in average of PSQI in compared to placebo

(Valerian before intervention: 9.8+3.6, after one month interven-
tion: 6.02+2.6) (Placebo before intervention: 11.14+ 4.3, after one

month intervention: 9.4+3.9) (p¼0.000). Also 30% of valerian

group and 4% of placebo group had important improvement in sleep

quality, which was decreasing of 5 score of PSQI. There were
significant difference between two groups (p¼ 0.00) Conclusion:

Valerian improves sleep quality in 50–60 years menopause women.

Findings from this study add to the scientific evidence that support use

of valerian in the clinical management of insomnia.

MENOPAUSE, SEXUAL FUNCTION AND
DYSFUNCTION
June 11, 2011, 11.00–12.30, Bramante D

PRE AND POSTMENOPAUSAL CHANGES IN FEMALE
CLITORAL CAVERNOSAL TISSUE

Caruso Salvatore (IT), Antonio Cianci, Chiara Malandrino, Carmela
Agnello, Mattea Romano, Carla Cicero and Vittorio Cavallari

Univerity of Catania

Introduction: The recent interest in making a careful study of the

clitoral sexual target was due to a sexological culture having mainly
focused its attention on non biological aspects of the sexual arousal

pathophysiology, delaying our knowledge about biological aspects.

Over the last decade a lot of studies have been performed aiming to

investigate morphological and functional aspects of the central and
peripheral sexual genital targets. Clitoral anatomy based on cadaveric

studies has been limited by the lack of access to younger women, with

most being from elderly, postmenopausal women in whom erectile

structures were distorted by atrophy, by the absence of blood flow and
by the embalming process. Moreover, in the different phases of a

woman’s life her erectile tissue can undergo physiological changes

caused by hormonal and metabolic factors. There is not investigation

about the in vivo clitoral structure. Material and Methods: To study
the age-related structural changes of the clitoris in healthy women and

in those affected by metabolic disorders, 23 women were enrolled, sub

grouping in (I) five teenagers, aged 14–18; (II) eight young
premenopausal women, aged 23–32 years; (III) ten premenopausal

women, aged 38–47 years; (IV) nine diabetic premenopausal women,

aged 27–43 years; and (V) eleven naturally post menopausal women

aged 51–55 years. Each woman underwent micro-biopsy of the
clitoral body by means of an 18G needle, length 100mm, using a

semiautomatic gun during total anesthesia for a benign gynecological

pathology. The tissue removed was processed for electron microscopy.

A morphometric procedure was utilized on electron micrographs.
Results: The cavernous tissue from the teenagers and young women

showed large amounts of smooth muscle cells (SMCs). The

intercellular connective tissue was scanty with small isometric

collagen fibers and amorphous extracellular matrix. In the premeno-

pausal diabetic women ultrastructural abnormalities of SMCs were
observed, consisting of: increase of glycogen deposits, infolding cell

borders, and cytoplasmic vacuoles. Moreover, the intercellular

connective tissue was increased by densely packed collagen fibers.

Finally, in the healthy natural postmenopausal women the SMCs were
moderately reduced in number. We observed age-related structural

changes of the vascular spaces and of the vascular lacunae. The SMC

mean thickness was reduced with age; vascular abnormalities

appeared to be correlated with the presence of metabolic diseases,
such as diabetes. Conclusion: Our study could help to understand

some aspects of the pathophysiology of the clitoris and its role in the

sexual response. Apart from data obtained by studying healthy

women and women affected by diabetes, we can made some
assumptions: Sexual arousability is not an end in itself, but goes

hand in hand with reproduction. The main procreative period is in the

second decade of a woman’s life But socio-cultural considerations
have now delayed the desire of the first child to the third or even

fourth decade Even if there is no clear clinical evidence of sexual

dysfunction during the third and fourth decade, the changes in

biological pathways are evident.

SEXUALITY AND MENOPAUSE, A BELGIAN STUDY

Zdanowicz Nicolas (BE), Denis J, Tordeurs D, Schepens P and

Reynaert CH

Universite Catholique De Louvain

Aim Till the 80’s, there were social prejudices saying that the post-

menopausal woman had clearly less desires and thus made love less
often. Since the 90’s, this type of prejudices seems to decrease. The

aim of our study is to examine the sexuality of post-menopausal

women. Methods A sample of 57 women and 44 men aged 445 years
old have anonymously answered to a questionnaire about their

sexuality and about the importance of sexuality in their life. Results

Women are 60 years old on average (3 of them are 475 years), they

make love as often as women of general population (1 time a week for
64% of them). They consider that a successful sexual life: - is essential

for a successful couple life (90%) - needs a creativity always renewed

(80%) - has a deep impact on their well-being (87%). For most of

them (70%), there is a good sexual complicity with their partner. 55%
of women say they have never met sexual problems. Those who had

sexual problems think stress is above all responsible for their troubles

and this, before their time (38%). Thereafter come relationship

problems and breakdown (29%). The main complaints cited are
vaginal dryness (45%) and a lack of desire (42%). Conclusion Our

study tents to show there is no marked difference between woman’s

sexuality before and after menopause, nor in terms of frequency, nor
in terms of importance in their life. If physical problems exist, linked

to sexuality, ageing is made responsible as much as stress. This study

shows once again how much sexuality is under the influence of social

prejudices.

SEXUAL ACTIVITY AMONG PERIMENOPAUSAL SLOVENE
WOMEN AGED 45–60 YEARS

Verdenik Ivan (SI) and Helena Meden-Vrtovec

University Medical Center, Department of Obstetrics and
Gynecology, University Medical Centre Ljubljana, Slovenia

Background Menopause represents a complex interplay of biological,
psychosexual and social factors. Many women experience symptoms

which can affect their overall quality of life, of which sexuality is an
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important component. Aim The aim of this cross-sectional observa-
tional study was to evaluate sexuality in perimenopausal women with

regard to different factors. Methods In 2009 we performed a survey

among perimenopausal women attending outpatient clinics across

Slovenia. The self-administered questionnaire was filled-in by 557
women aged 45–60 years. The questionnaire provided detailed

information on the women’s social status, health history, gynecologic

history, lifestyle, nutritional habits, use of drugs, menopausal
symptoms and body measurements. Sexuality was assessed in terms

of the frequency of sexual intercourse, lack of sexual desire, use of

lubricants, satisfaction with sex life, and changes in sex life. The main

outcome measure was self-reported satisfaction with sex life (SSL). We
used logistic regression analysis for individual groups of factors to

evaluate their influence on the dependent variable. Results Of the

general characteristic age, education, place of residence and employ-

ment status did not influence SSL, however, the marital status was
strongly correlated to the SSL. In the group of gynecologycal factors,

only menopausal status was slightly related to SSL, whereas others

such as parity, abortions, hysterectomy, age at menarche did not. Of

the lifestyle factors moderate regular physical activity had a
statistically significant positive influence on SSL, whereas smoking

and nutritional habits were not important. Of the pharmaceutical

substances only antidepressants were correlated to SSL. Conclusion
Despite decreased frequency of sexual intercourse in the perimeno-

pausal period the women’s satisfaction with it does not decrease

significantly.

ATTITUDE OF SLOVENIAN WOMEN TO SEX IN THE
MENOPAUSE

Vrabic Dezman Lucija (SI)

Health Center Kranj

Background: The quality of life of postmenopausal women, sexual
activity included, has been given increasingly more attention. From

25% to 63% of women suffer from one of sexual dysfunctions:

dyspareunia, decrease in sexual desire/activity. Methods: An
anonymous questionnaire was distributed to postmenopausal women

between January and April 2007 in primary gynecologic outpatient

clinics (49 gynecologists) across Slovenia. It contained questions on

sex life, importance of sex in their lives, desire for sex, and
frequency, quality and problems of sexual intercourse; and whether

they could discuss these problems with their gynecologists. Of the

1657 completed questionnaires, 1506 were suitable for statistical

analysis. Results: The mean women’s age was 55.5 years (range 49–
66), over 50% had higher education, most were married or co-

habiting. About 30% were taking medications to treat high blood

pressure, almost 25% pain killers, 6% thyroid medication, anti-

depressants and sedatives. Eighty-eight percent of women believed
sexuality to be important in a relationship, 80% reported to be

sexually active. Dry vagina was a problem in 30%, infected vagina

in 10% of women. To appease these problems, over 50% received
various hormonal treatments, natural remedies and other medica-

tions: almost 20% used HRT. Only 12% of the women were

unhappy with their sex lives, over 60% expressed their satisfaction;

10% had sex a few times a year, and 10% several times a week;
about 20% felt uncomfortable during each sexual intercourse.

Almost 87% of the women discussed their problems with their

gynecologist, more than 90% of those were satisfied with help they

received. Conclusion: Sex life is an important part of life also after
the menopause. Slovene women reported a lively sex life, and their

satisfaction with it. A decreased desire for sex was present in women

with chronic diseases. Gynecologists could help them with detecting
their problems and prescribing suitable treatment.

EFFECT OF DHEA THERAPY ON SEXUAL FUNCTION:
FINDINGS FROM IN-VIVO STUDIES

Pluchino Nicola (IT), A. Giannini, F. Bucci, N. Russo, M. Russo, AR

Genazzani and Paola Zanolia*

Dip. di Med. e Procreazione e dell’Età Evolutiva, Div. Gin. ed
Ostetricia, Un. degli Studi; *Department of Biomedical Sciences,
Section of Pharmacology and University of Modena and Reggio
Emilia, Italy

Recently, several evidences of a substantial role of androgens in
female neurophysiology have renewed interest in the effects of delta-

5 androgens (specifically DHEAS and DHEA) as alternative

hormonal therapy during the reproductive aging. However, there is
debate about DHEA/S physiopathological roles, the mechanisms of

action, the relationships to health and disease with also a specific

interest in sexual function. The field of behavioural pharmacology is

showing an increasing interest in female rat sexual behaviour as a
model for evaluating drug actions and steroid interference. In the

present study, we evaluated the influence of DHEA administration

on receptive and proceptive components of female rat sexual

behaviour and whether the co-administration of estrogens might
enhance sexual response in a model of ovariectomized rats. Oral

administration of DHEA at 5 mg/kg in estradiol-primed rats was

able to significantly increase proceptive behaviors, already after 1
week of treatment. The increase was more marked after 3 and 4

weeks of treatment. Behavioural changes were associated with

modifications of circulating and brain level of allopregnanolone

and beta-endorphin, although circulating hormonal levels were
within a physiological range. Hormonal treatment using physiologi-

cal doses of delta-5 androgens (DHEA) positively affects sexual

motivation in ovariectomized rats.

CLIMACTERIC SEXUALITY

Witis Silvina (AR)

Women during the climacteric sexuality can be affected by hormonal,

psychological and social factors. Some of these factors will lead to

greater or lesser influence in sexual response according to the

characteristics of each woman. Women in previous years have
reached a good level of sexual satisfaction probably will not warn

any change in the pleasure or desire to walk through this life stage,

others manifest a decreased libido. The climacteric determines

hormonal changes that may interfere with the sexual response by
various mechanisms Pronounced estrogenic deficit produces thinning

of the vaginal mucosa, lower its elasticity, vaginal dryness and

vascular fragility, disappears the usual flora (lactobacillary) i These

changes lead to the emergence of atrophic vaginitis, dyspareunia and
frigidity. Genital congestion reduction causes a decrease in the

Orgasmic platform, the coloration of the labia majora and minors,

less modifications in the clitoris, less erection of nipples and decreased
uterine contractions during orgasm. However, there has been, despite

declining estrogen and androgen, this deterioration is not produced or

takes much longer to appear when the woman has had a previous

sexually active and regular life Postmenopausal sexually active
experience lower vaginal atrophy to the sexually inactive, which

explains why sexual activity helps maintain healthy vascularization

and vaginal elasticity. Have tried 87 women with sexuality disorders

primarily by dyspareunia with Promestriene/or Estriol, these are weak
estrogens that only act locally at a dose of 3 ovules per week for 1 year

and improved feel better faster and Pap smear notes the amount of

impaired parabasal cells lower When they stopped treatment, again
appear symptoms of pain, cystitis to repetition, I advise using 2 weekly

ovules long-term. The lack of lubrication can also alleviate by
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lubricant intimate; must know that in some cases this shortage can

occur for various personal reasons such as motivation, possibly

remedied participating in sex games or making any fantasy sex, or
sickness that will require the assistance of a specialist This vaginal

dryness is one of the main causes of the dispaurenia and may be

originating from multiple causes mainly organic or psychological.

Organic causes lack of estrogen in the body is the cause that tends to
occur more frequently so that there is dryness. Psychic causes the main

reason is the set of fears with regard to sexuality, true or false,

influencing the ease to lubricate the vagina It is essential to improve

the quality of life of climatric women in all aspects and also in the
sexual field because shall be a quarter of life at this stage and

indications with androgens (DHEA) and estrogen treatment greatly

help Do not forget that your partner can also find some difficulties and

we must help them finding a new sexuality Sexuality is a whole, is a
way to be, express themselves, communicate with oneself and with

others. This is since that we are born until we die. It is a life force, a

desire to play, love, share, get pleasure.

SEXUAL FUNCTION IN A TRIAL OF ESCITALOPRAM FOR
VASOMOTOR SYMPTOMS FROM THE MSFLASH
NETWORK

Reed Susan (US), Jan Shifren, Hadine Joffe, Katherine A. Guthrie,
Rebecca A. Seguin and Ellen W. Freeman

University of Washington

BACKGROUND Sexual function is altered by the menopausal

experience and effects of treatments for vasomotor symptoms

(VMS) on sexual function are of concern. Little is known about

selective serotonin reuptake inhibitor (SSRI) effects on sexual function
among non-depressed midlife women taking SSRIs for VMS.

METHODS: We evaluated sexual function in a clinical trial

comparing 8 weeks of an SSRI (escitalopram) versus placebo for
VMS among women ages 40–62 years with greater than 4 bothersome

VMS daily. Composite sexual function (range 2¼ poor to 36¼ good)

and 6 female sexual domains (desire, arousal, lubrication, orgasm,

satisfaction, pain) (Female Sexual Function Index, FSFI) and sexually-
related personal distress (single question, Female Sexual Distress

Scale, FSDS) were analyzed. RESULTS: There were no baseline group

differences in age, race, education, marital status, smoking, body mass

index, VMS, anxiety, sleep or sexual function scores among 195
participants (99 escitalopram, 96 placebo). Mean composite baseline

FSFI score was 16.3 (95% confidence interval, CI, 14.8, 17.8). In an

adjusted linear regression model, treatment with escitalopram did not
impact composite FSFI score at follow-up as compared to placebo

(p¼ 0.20 overall treatment effect): change from baseline to week 4

was 0.3 (95% CI–1.6, 1.0) for escitalopram and 0.7 (95% CI–1.1,

2.4) for placebo, and change from baseline to week 8 was 0.1 (95%
CI–1.3, 1.6) for escitalopram and 1.7 (95% CI 0.1, 3.3) for placebo.

There was no increase in sexually-related personal distress among

women taking escitalopram compared to placebo (p¼0.73). CON-

CLUSIONS: Escitalopram treatment does not worsen overall sexual
function among non-depressed midlife women experiencing bother-

some VMS.

SEXUAL FUNCTION CORRELATES IN POSTMENOPAUSAL
SEXUALLY ACTIVE SPANISH WOMEN

Llaneza Placido (ES), JM Fernández-Iarrea, E Mezones-Holguı́n, J

Ferrer, MP Garcı́a-Portilla, P Chedraui and FR Pérez-López

HUCA. Oviedo University

To assess sexual function in postmenopausal women using the

Changes in Sexual Functioning Questionnaire (CSFQ). Methods:

Postmenopausal women 48 to 68 years were requested to fill out the
14-item Changes in Sexual Functioning Questionnaire (CSFQ-14), the

Menopause Rating Scale (MRS) and a general questionnaire contain-

ing female/partner general data. Correlations between tool measures

were performed. Results. During the study period 131 women
participated, of which 89.3% were sexually active and filled out all

inventories. Median age was 57 years (n¼117) with 15.3% having

hypertension and 65.7% increased body mass index. Current HT

users accounted for 20.6% and 29% engaged in regular exercise. Two
most frequently encountered menopausal symptoms were muscle/joint

problems (86.3%) and physical/mental exhaustion (81.2%) in

accordance to the MRS. In 64.1% of cases total CSFQ-14 scores

were �41, suggesting sexual dysfunction. Internal consistency (alpha
Cronbach) was high for all tools. Significant inverse correlations were

found between CSFQ-14 scores (total and scales) and MRS scores

(total, psychological and urogenital). Multivariate analysis determined
that female sexual function positively correlated to female education

and education and regular exercising in the partner. Conclusion.

Sexual function of this postmenopausal series related to female and

partner factors.

LASER VAGINAL TIGHTENING FOR SEXUAL
DYSFUNCTION

Fistonic Ivan (HR)1, M. Manestar2, D. Perovic2, I. Sorta-Bilajac

Turina2, N. Fistonic3, D. Maletic4 and A. Maletic4

Ob/Gyn Clinic, 1Ob/Gyn Clinic, Zagreb, Croatia; 2University of
Rijeka, Medical School, Rijeka, Croatia; 3University of Zagreb,
Medical School, Zagreb, Croatia; 4Policlinic Maletic, Daruvar,
Croatia

Objective: Frequent deliveries and the process of ageing distend
vaginal musculature irreversibly, reducing the level of vaginal

contraction during the intercourse. This effect could diminish sexual

arousal and satisfaction. The use of laser in the treatment for vaginal
tightening (LVT) is a novel, non-invasive method based on photo

thermal effect that produce tightening and shrinking of endopelvic

fascia and pelvic floor tissue. The intense and deep thermal stimulus

will produce the collagen genesis which consolidates the long-term
outcome enhancing sexual gratification for women. Design &

Method: This prospective pilot study was conducted on seventeen

woman patients who were scheduled for laser vaginal tightening

willing to enhance the level of vaginal and pelvic floor muscular
strength because of deteriorated sexual response. After completing

inclusion criteria: history of vaginal delivery; pelvic organ prolaps of

the 1st or 2nd grade; Q-tip test over 30 degrees; low score achieved by

specific questionnaire; low perineometry values assessing pelvic floor
muscle strength and endurance. Procedure was preformed with Er-

Yag laser XS Dynamis (Fotona, Slovenia). Follow up was scheduled

for 1 and 3 months, measuring all the inclusion parameters. Results:
Preliminary results of post treatment evaluation shown improvement

in all the domains tested (reduction of total vaginal length, reduction

of Q-tip angle, increased maximal pressure and average pressure in

perineometry with improved subjective sexual satisfaction. Conclu-
sion: This is the first study that objectivises the effect of exclusively

laser photo treatment on vaginal tightening without using any kind of

surgical adjuvant techniques. The results after LVT treatment show

improvement in reducing POP-Q measures and empowering vaginal
and pelvic wall strength, simultaneously enhancing sexual satisfaction.

Nevertheless, adequately powered randomised controlled clinical

trials are needed to confirm the method that could reduce the
operative intervention in the future. Key words: laser, vaginal

relaxation, sexuality.
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SEXUAL FUNCTION RELATES TO DIMENSIONS OF THE
PERSONALITY IN A CLINICAL SAMPLE OF
POSTMENOPAUSAL WOMEN

Nappi Rossella E. (IT)1, E. Martini1,2, E. Terreno1,2, E. Brambilla1,2,
F. Albani3, V. Santamaria1,2, S. Tonani1,2 and A. Martino1

University of Pavia 1Research Center for Reproductive Medicine;
2Gynecological Endocrinology and Menopause Unit, IRCCS San
Matteo Foundation, University of Pavia, and 3Dept of Internal
Medicine and Endocrinology, IRCCS Maugeri Foundation, Pavia,
Italy

Background. Sexual function is not only related to organic determi-

nants but intrapersonal factors, including personality, play a
significant role to motivate women to sexual activity during the entire

reproductive lifespan. Objective. Our aim was to investigate whether

the domains of sexual function relate to dimensions of the personality

in a clinical sample of postmenopausal women. Methods. Female
Sexual Function Index (FSFI) and Tridimensional Personality Ques-

tionnaire (TPQ) were filled-in by 130 postmenopausal women (mean

age+ SD: 50.3+3.6 yrs; mean BMI+ SD: 24+ 3.7 Kg/m2) suffer-

ing from hot flushes. Results. The median FSFI total score was 24.65
(1st - 4th QTL: 16.5–28.4) with 32 women being in the 1st QTL and

33 in the 4th QLT. Age, BMI and the number of hot flushes per week

did not differ in women with (1st QTL) or without sexual dysfunction
(FSD) (4th QTL). Higher measures of harm avoidance (HA) and

reward dependence (RD) were reported by women with FSD (p5 .01

and p5 .05, respectively), while novelty seeking (NS) was similar in

women with and without FSD. Measures of HA, RD, NS vary
according to the distribution of the median domain FSFI scores. HA

was significantly higher (p5 .008) in women with low desire, arousal

(p5 .04), lubrication (p5 .02), satisfaction (p5 .03) in comparison

with women without FSD. RD did not differ between women with
and without FSD with a tendency to be higher (p5 .07) in women

with orgasmic dysfunction. NS was significantly lower (p5 .04) only

in women with low arousal. Conclusions. Given the evidence that HA
is correlated to high serotoninergic activity, RD to low basal

noradrenergic activity and NS to low basal dopaminergic activity,

the present data confirm a crucial role of the neuroendocrine balance,

especially of the serotoninergic system, in the clinical expression of
sexual symptoms at menopause.

0.005% ESTRIOL VAGINAL GEL, A NEW FORMULATION
DELIVERING AN ULTRA-LOW DOSE OF ESTRIOL PER
APPLICATION (50 ?G), IS A NOVEL TREATMENT FOR
POSTMENOPAUSAL VAGINAL ATROPHY

Nieto Concepcion (ES)7, Antonio Cano1, José Estévez2, Ramón

Usandizaga3, José Luis Gallo4, Misericord Guinot5, Juan Luis
Delgado6 and Javier Ferrer8

Italfarmaco, 1Pediatrics Obstetrics & Gynecology Dpt., Valencia
University, HU Dr Peset, Valencia, Spain; 2Obstetrics & Gynecology
Dpt., HU Valdecilla, Santander, Spain; 3Obstetrics & Gynecology
Dpt., Universidad Autonoma de Madrid. HU La Paz, Madrid, Spain;
4Obstetrics & Gynecology Unit, H. Virgen de las Nieves, Granada,
Spain; 5Obstetrics & Gynecology Dpt. HU San Pau, Barcelona,
Spain; 6Obstetrics & Gynecology, HU Virgen de Arrixaca, Murcia,
Spain; 7Medical Dpt., Italfarmaco SA, Madrid, Spain; 8Obstetrics &
Gynecology, University of Oviedo. HU Central Asturias, Oviedo,
Spain

Objective: Menopause leads to a progressive reduction in estrogens.

The vaginal epithelium undergoes cytological and atrophic changes
that manifest as dryness and other disturbing symptoms. Organiza-

tions support the use of the lowest dose of estrogens for the shortest

time period in symptomatic women to reverse the condition. The
purpose of this study was to evaluate the efficacy of 0.005% Estriol

vaginal gel, a new formulation that provides a dose of estriol ten times

lower than the current dose used in clinical practice, on local

symptoms and signs of postmenopausal vaginal atrophy. Design: 167
postmenopausal women with symptoms and signs of vaginal atrophy

were enrolled in a prospective, placebo-controlled study. They

received 1 g of gel with 50 mg of estriol or 1 g placebo gel, daily
for 3 weeks (3w) and twice weekly up to 12 weeks (12w). A

cytological study, evaluation of vaginal pH and assessment of the

Global Symptom Score (GSC) were performed at baseline and at 3w

and 12w. The Maturation Value (MV) was obtained by addition of
[1x(% superficial)]þ [0.6x(% intermediate)]þ [0.2x(% parabasal)].

The GSC was calculated by addition of the intensity scores (0¼
absence, 1¼mild, 2¼moderate, 3¼ severe) of each studied symptom

(dryness, dyspareunia, pruritus, burning, dysuria). Results: Mean
change to baseline in MV was greater in the estriol than in the placebo

group, both after 12w (26.9 vs 3.2, p50.001*) and 3w (37.9 vs 3.6,

p50.001*) Mean change to baseline in pH was greater in the estriol

than in the placebo group, both after 12w (71.2 vs 70.4,
p50.001*) and 3w (71.4 vs 70.3, p50.001*). Mean change to

baseline in GSC was greater in the estriol than in the placebo group,

both after 12w (74.44 vs -3.37, p¼0.018^) and 3w (73.97 vs
72.78, p¼ 0.003^). [*Wilcoxon ^MannWhitney] Conclusions:

0.005% Estriol vaginal gel, providing an ultra-low dose of estriol

per application, is a novel treatment of postmenopausal vaginal

atrophy. Its clinical value is essentially substantiated on its significant
efficacy over the global simptomatology as well as the early response

obtained while minimizing the estrogen exposure in women under

treatment for vaginal atrophy.

CLIMACTERIC SYMPTOMS
June 11, 2011, 14.30–16.00, Bramante D

THE ASSOCIATION OF POSTMENOPAUSAL HOT FLASH
SEVERITY WITH HEALTH STATUS, WORK
PRODUCTIVITY AND RESOURCE USE

Racketa Jill (CA)2, Samuel Wagner1, Lewis Kopenhafer1, Andrew
Bushmakin2 and Zoran Orlic3

Pfizer, 1Health Sciences Practice, Kantar Health NY, NY; 2Pfizer, Inc.
NY, NY; 3Health Sciences Practice, Kantar Health, Epsom, UK

OBJECTIVES: The current study characterizes the health status, work

productivity, and resource use among women experiencing postme-
nopausal hot flashes. METHODS: A convenience sample of women

(N¼5759), aged 40–75, was selected from the 2010 EU National

Health and Wellness Survey (a cross-sectional database representative

of the French, German, Italian, Spanish and UK populations). Women
who did not report experiencing menstrual bleeding or spotting for a

year were considered post-menopausal (n¼3801, 66.9%) and eligible

for analysis. Women who reported currently experiencing mild
(n¼932), moderate (n¼647), and severe hot flashes (n¼ 335) were

compared, controlling for demographic and health characteristics.

Outcomes measures included health status (EQ-5D), work productiv-

ity impairment within the past 7 days (WPAI), and healthcare resource
use within the past 6 months, and were assessed using linear models.

RESULTS: Women experiencing severe (56.31 yrs, SD¼6.1) and

moderate hot flash symptoms (57.4 yrs, SD¼ 6.6) were younger than

women with mild symptoms (59.3 yrs, SD¼ 6.6) (p5 .0001). After
controlling for demographic and health characteristics, women

experiencing severe and moderate hot flashes reported significantly

lower mean health status scores (severe¼0.65 vs. moderate¼ 0.75 vs.
mild¼0.79, p5 .01) than women with mild symptoms. Hot flash-

related work productivity losses were 5.8 and 3.0 times as great for
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women with severe and moderate hot flash symptoms, respectively,

than women with mild symptoms (p5 .0001). Furthermore, women

with severe and moderate symptoms reported 3.6 and 2.2 times,
respectively, the level of impairment in activities in daily living

(p5 .0001). The mean number of menopause symptom-related

physician visits was 1.6 and 1.2 times greater among the severe and

moderate groups, respectively, compared to the mild group (p5 .01).
CONCLUSIONS: Among postmenopausal women, greater severity of

hot flash symptoms was significantly associated with lower levels of

health status and work productivity, greater impairment in activities

of daily living, and greater resource utilization.

ADHERENCE WITH DESVENLAFAXINE FOR THE
TREATMENT OF VASOMOTOR SYMPTOMS. THE MOTTA
SURVEY

Palacios Santiago (ES), Bracho MA, Bravo LM, Chable M,

Domı́nguez R, Hernández L, Montaño A, Morfı́n J, Negrı́n M,
Salinas C, Sordia LH, Vázquez D, Vázquez G and Vázquez J

Instituto Palacios de Salud y Medicina de la Mujer

OBJECTIVE: The purpose of this study was to identify women’s

socio-demographic and climacteric factors, associated with the

prescription of desvenlafaxine for the treatment of menopause-
associated vasomotor symptoms, and to investigate the adherence

and prevalence of certain conditioning factors in early discontinua-

tion. DESIGN AND METHODS: A total of 203 women between

45–65 years old, who were recruited at random by a group of
Mexican gynaecologist, were part of this cross sectional survey. A

personal interview with a semi-structured questionnaire specifically

designed to collect information on demographic and reproductive

variables, as well as the date related to vasomotor symptoms. The
questionnaire was administered after 2–3 months, to determine the

adherence and perception on the use of desvenlafaxine. RESULTS: In

57.6% of cases, hot flushes were the reason for consultation and
38.4% were for anxiety and irritability with mood swings. Among all

subjects included, 191 women (94%) began treatment, 58% of them

reported an improvement in quantity and intensity of hot flushes and

26.7% improved either in quantity or intensity. Sleep problems clearly
improved in 117 patients (61.2%). A total of 73.8% were satisfied

with the treatment, 16.2% neither satisfied nor dissatisfied and 10%

was dissatisfied. On the other hand, only 17.7% desvenlafaxine users

(36 patients) discontinued treatment, and the main reasons were
nausea, discomfort and headaches. CONCLUSION: Desvenlafaxine,

as a non-hormonal treatment of vasomotor symptoms, has a good

adherence and perception by women; hot flushes and sleep problems
improvements were the main reasons for adherence.

EFFECT OF FOLIC ACID SUPPLEMENTATION ON HOT
FLUSHES IN HEALTHY MENOPAUSAL WOMEN

Grodnitskaya Elena (RU) and Kurtser M.A.

Centre of Family Planning and Reproduction of the Moscow Public
Health Department

Background. Concerns regarding the risks associated with estrogen

and progesterone to manage menopausal symptoms have resulted in

increased interest in nonhormonal treatments. Monoamine neuro-
transmitters seems to be involved in the pathophysiology of hot

flushes in postmenopausal women, and folic acid was found to

interact with its receptors. Objectives. To evaluate the effect of folic

acid supplementation on hot flushes in perimenopausal and
postmenopausal women. Method. Forty menopausal women were

allocated into 2 groups (n¼ 20 each): treatment group and waiting

list (control). Treatment group received folic acid 5 mg daily for 4

weeks. Results. Folic acid supplemented women demonstrated a

57% reduction in the number of hot flushes by week 4. They
reported 19.5+ 6.9 hot flushes before treatment and 8.4+3.1 at

treatment completion. No reduction was observed in a control

group. Conclusion. Folic acid supplementation may cause subjective

improvement of hot flushes.

THE NATURAL DURATION OF MENOPAUSAL HOT
FLASHES AND ASSOCIATIONS WITH MENOPAUSAL
STAGE

Freeman Ellen (US), Mary D. Sammel, Hui Lin, Ziyue Liu and

Clarisa R. Gracia

University of Pennsylvania

Background: Hot flashes are experienced in varying degrees of severity
by approximately 80% of perimenopausal women and many seek

treatment for relief. However, little is known about the natural

duration of hot flashes, which is particularly important for use of
hormone therapy, where risks vary by duration of use. Objective:

Estimate the natural duration of moderate to severe menopausal hot

flashes and identify potential risk factors for hot flash duration.

Methods: Participants in the Penn Ovarian Aging Study were followed
for 13 years. All participants were premenopausal with regular

menstrual cycles and no hormone use at cohort enrollment and were

evaluated at 9 to 12-month intervals in in-person interviews. The

primary outcome was the duration of moderate to severe hot flashes,
estimated by survival analysis (N¼ 259). Potential risk factors

included menopausal stage, age, race, reproductive hormone levels,

body mass index (BMI) and current smoking. Results: The median

duration of moderate to severe hot flashes during the study interval was
10.2 years. Hot flash duration was strongly associated with menopau-

sal stage at hot flash onset (P5 0.0001), with onset at earlier stages

having longer duration. Hot flashes that commenced near entry into
the menopause transition had a median duration 411.6 years; onset in

the early transition stage had a median duration of 7.4 years (95% CI:

4.9, 8.9), P50.001; and onset in the late transition/postmenopausal

stages had a median duration of 3.8 years (95% CI: 1.8, 5.5),
P50.001. The most common ages at onset of moderate-severe hot

flashes were 45–49 years (median duration 8.1 years; 95% CI 5.1, 9.3).

Menopausal stage remained the strongest contributor to duration of

hot flashes (P50.001) in multivariable models that included age, race,
BMI and reproductive hormone levels. Conclusions: The median

duration of moderate to severe hot flashes considerably exceeded the

time frame that is generally accepted in clinical practice. The identified
risk factors, particularly menopausal stage at onset, race and BMI are

important to consider in individualizing treatment and evaluating the

risk/benefit ration of hormones and other therapies. Funded by the

National Institutes of Health: the National Institute of Aging #RO1
AG12745 (to Dr. Freeman) and #RR024134 (to the Clinical and

Translational Research Center).

ENHANCED PERIPHERAL VASCULAR REACTIVITY SEEN
IN FLUSHING WOMEN IS ALTERED BY TREATMENT
WITH VENLAFAXINE

Sassarini Jenifer (GB), H Fox1, W Ferrell2, N Sattar3 and MA

Lumsden1

University of Glasgow, 1Centre for Population & Health Sciences,
University of Glasgow, United Kingdom, G11 6NT; 2Institute of
Infection, Immunity and Inflammation, University of Glasgow,
United Kingdom, G11 6NT; 3Institute of Cardiovascular and Medical
Sciences, University of Glasgow, United Kingdom, G12 8TA
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Background Although 70% of postmenopausal women suffer from

hot flushes causing significant morbidity in 25%, the pathophysiology

is poorly understood. Vascular reactivity is enhanced in women who
flush, but the impact of effective treatments is uncertain. Oestrogen

replacement provides symptom relief, but its use has declined.

Venlafaxine has been shown to be an effective alternative for

vasomotor symptoms in placebo controlled trials. Aim To assess the
ability of venlafaxine to alter the enhanced cutaneous microvascular

perfusion seen in flushing peri- and postmenopausal women. Methods

Subcutaneous endothelial function was assessed in 32 women who

flush and compared to 14 matched controls. Cutaneous microvascular
perfusion was measured using laser Doppler imaging and endothelial

function was assessed by iontophoresis (administration of vasoactive

agents through the skin by an electric current) of acetylcholine (ACh

‘‘endothelium dependent) and sodium nitroprusside (SNP ‘‘endothe-
lium independent). A further 34 flushing women were then recruited

to receive venlafaxine treatment and endothelial function was assessed

at baseline and following 8 weeks of therapy. Results The response of
the subcutaneous vessels was greater in women who flushed than

those who did not, following administration of ACh and SNP,

(p¼50.001 and 0.001, respectively). Venlafaxine improved the

frequency and severity of flushes (p¼50.001 and 50.001 respec-
tively) and decreased the enhanced vasodilatory effect seen in flushing

women following administration of ACh (p50.001), but not SNP

(p¼ 0.08). Conclusions Venlafaxine decreases not only the frequency

and intensity of flushes, but also the enhanced cutaneous micro-
vascular response. This supports the role of serotonin in the

pathophysiology of flushes. Further work is needed to determine

whether this is centrally or peripherally mediated.

SAFETY AND EFFICACY OF BLACK COHOSH AND RED
CLOVER FOR THE MANAGEMENT OF VASOMOTOR
SYMPTOMS

Geller Stacie (US)

University of Illinois, Chicago

Since the results of the Women’s Health Initiative, there has been a

reduction in the use of hormone therapy (HT) for the relief of

menopausal symptoms and an increased interest in and use of
botanical dietary supplements. Despite high consumer demand for

botanicals for vasomotor symptoms (VMS), few rigorous randomized

controlled trials (RCTs) have assessed their safety and efficacy. A

number of studies in the international literature have shown that black
cohosh (Cimicifuga racemosa) and red clover (Trifolium pratense)

relieve VMS. Most of these studies examined efficacy and safety over a

relatively short period of time (6–12 weeks) and the quality of the

methodology was often weak. Very few long-term RCTs have
compared these botanicals to placebo and even fewer to the gold

standard of HT. A randomized, four-arm, double-blind clinical trial of

standardized black cohosh, red clover, placebo and CEE/MPA

evaluated the safety and efficacy of these botanicals compared with
placebo over a one year time period in 89 women. Primary outcomes

were reduction in number and intensity of VMS (hot flashes and night

sweats); secondary outcomes included safety evaluation, reduction of
other menopausal complaints and overall improvement in quality of

life. At baseline, participants experienced, on average, 52 (placebo) to

71 (CEE/MPA) VMS per week. The average number of VMS per week

decreased over time across all groups (black cohosh, 34% reduction;
red clover, 57%; placebo, 63%; and, CEE/MPA, 94%). Compared to

placebo, black cohosh and red clover did not reduce the number or

intensity of VMS or improve other menopausal symptoms. One

positive exception was that red clover showed a significant improve-
ment over time on the Greene Anxiety Score for reduction in anxiety.

That VMS decreased over time among all groups, including a higher

than expected decrease among the placebo group, highlights the
continued need for rigorous RCTs of botanical dietary supplements.

Both botanicals were safe as administered. There were no significant

differences between the botanical treatments and placebo for any of the

safety parameters including breast and endometrial safety,
liver enzymes, CBC, or lipid profiles. In particular, there was no

evidence for hepatotoxicity of black cohosh or anticoagulative

activity of red clover during the 12-month intervention. The positive
safety outcomes are important because women may be expected to

continue to use these botanicals regardless of scientific clinical findings.

CLINICALLY MEANINGFUL EFFICACY OF A
NON-ESTROGEN AGENT, MF101, FOR
POSTMENOPAUSAL VASOMOTOR SYMPTOMS

Tagliaferri Mary (UM)1, Jennifer Creasman2, Katherine A Caygill1,

Azin Olyaie,1 Dale Leitman,3 Isaac Cohen1 and Deborah Grady2

Bionovo, Inc. 1Bionovo, Inc., Emeryville, California; 2University of
California, San Francisco, San Francisco, California; 3University of
California, Berkeley, California

Objective: To determine a clinically meaningful improvement in

menopausal hot flushes of a non-estrogen treatment. Methods: We
performed a prospective cohort analysis of data from a randomized,

double-blinded, placebo-controlled trial of 217 postmenopausal

women with an average of 9.8 hot flushes per day at baseline,

randomized to treatment with MF101 5 grams/day, MF101 10 grams/
day or placebo for 12 weeks. Using a standard 7-day diary to record

hot flush frequency, change in the frequency of hot flushes was

measured at 12 weeks of treatment. At study termination, all
participants were asked if they were satisfied enough with study

medication to continue MF101 therapy. Results: Greater reduction in

hot flush frequency was associated with willingness to continue

therapy. After 12 weeks of treatment, 73% of women with at least a
50% reduction in hot flush frequency were willing to continue

treatment compared to 34% of women with less than a 50%

reduction; 77% of women with at least a 60% reduction in hot flush

frequency were willing to continue treatment compared to 37% of
women with less than a 60% reduction. Conclusion: A 50–60%

reduction in the frequency of hot flushes is clinically meaningful

among postmenopausal women with moderate to severe symptoms
treated with a safer non-estrogen agent.

STUDY OF EFFECT OF HEALTH EDUCATIONAL
PROGRAMS ON QUALITY OF LIFE IN MENOPAUSAL
WOMEN

Fanisaberi Laleh (MY), Cheraghi, S. Rezayi, S. Shirinkam, F. Yosefi, S.
Adadi, F. Kor, S. Shojaeizadeh and Malek Afzali

UPM

Introduction: One of the important stages in the life of women is

climacteric period. Women are from vulnerable groups in society.

Research shows that quality of life in menopausal women with
increased severity of symptoms is threatened. This study determined

the efficacy of education on quality of life in postmenopausal women.

Methods: In a semi-experimental study, 58 menopausal women who

referred to health centers of Sari at 2008, tested by quality of life
questionnaire. These women were classified to four groups of poor,

average, good, best based on rating and health education classes on

nutrition, sleep, bowel movements, sexual problems, physical activity

and physical problems was presented for them in weekly 2 hours. An
educational booklet and pamphlets was given to women and again

these women were questioned with the initial questionnaire after a
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reasonable period. Findings: Average age of women was 59.5 years

with Parity 5.6 and childbirth 5.5.over 40% of women were

uneducated and 91% were housewife. Awareness of women was
increased from poor 33%, average 41% and good 37% to 16% best,

34% average and 50% good. Quality of life was increased from 40%

average and 39% good to 47% average and 40% good. There was not

significant relationship between quality of life before and after
training. Conclusion: Since one third of women’s lifetime is in

menopausal period, their healthcare in this period is extremely

important. So training of proper health behaviors can play an

important role in improving their quality of life. Keywords: health
education, quality of life, menopausal women.

PREVALENCE, DURATION AND IMPACT OVER
QUALITY OF LIFE OF VASOMOTOR SYMPTOMS IN
MID-AGED WOMEN OF A LARGE MULTINATIONAL
STUDY

Blümel Juan Enrique (CL), Luis Danckers, Peter Chedraui, German

Baron, Emma Belzares, Ascanio Bencosme, Andres Calle A, Maria T.

Espinoza, Daniel Flores, Gustavo Gomez, Jose A. Hernandez-Bueno,
Humberto Izaguirre, Patricia Leon-Leon, Selva Lima, Edward

Mezones-Holguin, Alvaro Monterrosa, Desire Mostajo, Daysi

Navarro, Eliana Ojeda, William Onatra, Monique Royer, Edwin
Soto, Konstantinos Tserotas and Soledad Vallejo for the Collaborative

Group for Research of the Climacteric in Latin America (REDLINC)

Universidad de Chile

Objective: To determine the prevalence, duration and impact over

quality of life of vasomotor symptoms (VMS) in mid-aged women using

a validated menopausal tool. Methods: The Menopause Rating Scale

(MRS) and an itemized questionnaire containing personal socio-
demographic data was applied to women aged 40 to 59 years of 22

healthcare centers of 12 Latin American countries. Menopausal status

was defined using STRAW criteria. Results: A total of 8,373 women

were studied of which mean age was 49.1+5.7 years, 48.8% were
postmenopausal and 14.7% used hormone therapy (HT). Overall

prevalence of VMS of any degree was 54.5%; rate increased from

37.1% in premenopausal to 58.9% in perimenopausal (p50.0001),
peaking at 68.5% in early postmenopausal (p50.0001) and decreasing

to 60.6% (p50.0001) in late postmenopausal women. A 5.5% of

premenopausal women had severe VMS which significantly increased to

10.8% among perimenopausal ones, with a plateau maintained to the
late postmenopausal stage. HT users presented more VMS (any degree)

than non users (58.6% vs. 53.8%, p50.001); however, early

postmenopausal HT users significantly had less severe VMS than non

users (6.7% vs. 14.0% respectively, p50001). Equally, severe VMS
prevalence was lower in surgical menopausal HT users compared to non

users (9.0% vs. 16.1%, p50.001). The presence of VMS of any degree

was related to more impaired quality of life (higher total MRS score)

[OR: 4.7, 95% CI: 4.1–5.3]. A first logistic regression model determined
that severe psychological symptoms (MRS) [OR: 4.29, 95% CI:3.60–

5.10], severe urogenital problems [OR: 2.12, 95% CI:1.79–2.52], lower

educational level [OR: 1.83, 95% CI:1.54–2.18], natural peri/post-
menopausal status [OR: 1.57, 95% CI:1.28–1.92], nulliparity [OR:

1.47, 95% CI:1.09–1.97], surgical menopause [OR: 1.36, 95% CI:1.11–

1.66] and living at high altitude 42,500 meters [OR: 1.21, 95%

CI:1.03–1.42] were significant risk factors for severe VMS whereas HT
was related to less severe ones [OR: 0.74, 95% CI:0.59–0.93]. A second

regression model determined that surgical menopause, intense psycho-

logical and urogenital symptoms and a history of psychiatric consulta-

tion were factors related to bothersome VMS persisting into the late
postmenopausal stage (5 or more years). Conclusions: Latin American

mid-aged women present a high VMS prevalence until the late

postmenopause. This symptom was related to impaired quality of life.

HT use was related to a lower risk of presenting severe VMS.

EVALUATION OF THE SAFETY OF DAILY OSPEMIFENE 60
MG FOR UP TO 1 YEAR WHEN USED IN THE TREATMENT
OF VULVAR AND VAGINAL ATROPHY IN
POSTMENOPAUSAL WOMEN

Simon James (US), Gloria Bachmann, Steven Goldstein, Vivian Lin,

David Portman and Mary Phelps

UMDNJ-Robert Wood Johnson Medical School, New Brunswick NJ;
New York University School of Medicine, New York, NY; QuatRx
Pharmaceuticals Company, Ann Arbor, MI; Columbus Center for
Women’s Health Research, Columbus, OH; QuatRx Pharmaceuticals
Company, Ann Arbor, MI

Introduction. Currently, only estrogen-based prescription preparations
have received regulatory- authorization for the prescription treatment

of vulvar and vaginal atrophy (VVA) in postmenopausal women.

Therefore, clinical development of tissue-selective therapies to treat
VVA which lack the undesired systemic effects of estrogen is warranted.

Ospemifene, a selective estrogen receptor modulator (SERM), is

differentiated from other SERMs by its estrogenic action in the vaginal

epithelium, not on the endometrium, and is under investigation for use
in postmenopausal women with VVA symptoms. This study evaluated

the safety, efficacy, and estrogenic effects on the endometrium of

ospemifene for up to 1 year; this abstract reports data for overall safety.

Methods. A 52-wk, 6:1 randomized, double-blind, placebo-controlled,
parallel-group study was conducted comparing 60 mg/d of oral

ospemifene (n¼ 363) with placebo (n¼63) in postmenopausal women

with VVA and an intact uterus. Clinical safety variables were assessed

at screening, randomization and wks 12, 26, 39, 52 and 56. Results. A
total of 22 (5.2%) subjects experienced �1 SAEs. A numerically higher

proportion of serious AEs (SAEs) were reported in the placebo group

(6.5%) vs the ospemifene group (4.9%). In the ospemifene group, 1
(0.3%) subject had deep vein thrombosis, which resolved. No cases of

pulmonary embolus, retinal vein thrombosis, or myocardial infarction

were reported, and no subjects developed breast or endometrial cancer.

Similar proportions of subjects (placebo, 75.8%; ospemifene, 84.6%)
reported 41 treatment-emergent adverse event (AE); most were

considered mild or moderate. The most commonly reported AE in

the ospemifene group was hot flush (6.5% and 12.6%) for placebo

(mean age 62.9 years) and ospemifene (mean age 61.7 years),
respectively. The discontinuation rate for subjects in the ospemifene

group who experienced hot flushes was approximately 2%.. Conclu-

sion. Ospemifene 60 mg/d was found to be safe and well tolerated, in
addition to efficacious, when used for the treatment of VVA in

postmenopausal women with an intact uterus for up to 1 year.

MENOPAUSE AND URINARY INCONTINENCE
June 11, 2011, 17.20–18.50, Bramante B

INTRAVAGINAL ESTRIOL AND PELVIC FLOOR
REHABILITATION ON UROGENITAL AGING IN
POSTMENOPAUSAL WOMEN

Capobianco Giampiero (IT), F. Dessole, E. Donolo, G. Borghero, A.L.
Secchi, S. Appeddu, R. Lutzoni, V. Milani, N. Ashqar, C. Cherchi and

S. Dessole

University of Sassari

Objective: To assess the effects of the combination of pelvic floor

rehabilitation and intravaginal estriol administration on stress urinary
incontinence (SUI), urogenital atrophy and recurrent urinary tract

infections in postmenopausal women. Methods: Two-hundred-six
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postmenopausal women with urogenital aging symptoms were enrolled
in this prospective randomized controlled study. Patients were

randomly divided into two groups and each group consisted of 103

women. Subjects in the treatment group received intravaginal estriol

ovules, such as 1 ovule (1 mg) once daily for 2 weeks and then 2 ovules
once weekly for a total of 6 months as maintenance therapy plus pelvic

floor rehabilitation. Subjects in the control group received only

intravaginal estriol in a similar regimen. We evaluated urogenital
symptomatology, urine coltures, colposcopic findings, urethral cytolo-

gic findings, urethral pressure profiles and urethrocystometry before, as

well as after 6 months of treatment. Results: After therapy, the

symptoms and signs of urogenital atrophy significantly improved in
both gropus. 61/83 (73.49%) of the treated patients, and only 10/103

(9.71%) of the control patients referred a subjective improvement of

their incontinence. In the patients treated by combination therapy with

estriol plus pelvic floor rehabilitation, we observed significant
improvements of colposcopic findings, and there were statistically

significant increases in mean maximum urethral pressure (MUP), in

mean urethral closure pressure (MUCP), as well as in the abdominal

pressure transmission ratio to the proximal urethra (PTR). Conclusions:
Our results showed that combination therapy with estriol plus pelvic

floor rehabilitation was effective and should be considered as first-line

treatment for symptoms of urogenital aging in postmenopausal women.

PELVIC ORGAN PROLAPSE AND FEMALE
STRESS URINARY INCONTINENCE: A RANDOMIZED
TRIAL OF THREE METHODS OF SURGICAL
TREATMENT

Mannella Paolo (IT), Russo Eleonora, Matula Ida, Genazzani Andrea

R and Simoncini Tommaso

University of Pisa

Many surgical procedures have been proposed for the treatment of

female genital prolapse and urinary stress incontinence but none of
them have proved completely successful. The aim of this study is to

compare the efficacy and safety at 5 years of different techniques:

Lahodny’s, Kelly-Kennedy’s surgery and a modified technique which

we are using in our Center and we call ‘‘modified Lahodny’s
procedure’’. Of total of 395 patients submitted for vaginal hyster-

ectomy with correction of genital prolapse (¼or4 grade II), 137

patients were treated with traditional Lahodny’s procedure, 133 with

modified Lahodny’s procedure and 126 with the Kelly-Kennedy’s
technique. Mid-term results were evaluated at 6 and 12 months. Long

term follow up was asserted at 5 years from the surgery. In terms of

urinary recovery, patients submitted for modified Lahodny’s surgery
with apposition of mid-urethral mesh required a few days of bladder

catheterization as compared to those submitted for Lahodny’s

traditional surgery. Patients, sexually active, presented good recovery

of the sexual function in 48.8% of the cases, particularly after modified
Lahodny’s surgery with satisfied intercourse. After 5 years, in more than

90% of patients overall results were good. No episodes of de novo

stress-urge incontinence were found. Recurrence of prolapse (4.5%)

and incontinence (3.8%) was low and only 1.5% of patients decided
for new surgery. This 5-years study supports the modified Lahodny’s

surgery is an effective option for those patients which suffer of the

prolapse of the anterior compartment (¼or4 grade II) in presence or
not of stress urinary incontinence with low percentuage of recurrence

and fast recovery of sexual activity with satisfied intercourses.

WHY BEHAVIOR THERAPY FOR URINARY
INCONTINENCE HAS BEEN IGNORED BY DOCTORS/
WOMEN?

Singh Amarjeet (IN), Santosh Kumari and Vanita Jain

PGIMER

Background: Urine leakage is a much neglected problem among

women. Consultation rate is reported to be quite low. Most women

are not aware about the available treatment modalities. Objectives: 1.
To estimate the prevalence of urinary incontinence (UI) among women

2. To ascertain the impact of behavior therapy on UI. 3. To ascertain

treatment seeking behavior of affected women. Methods: This

randomized controlled trial was conducted during 2005–2006 in north
India. Woman with UI (220) were randomized into 2 groups. One

group was taught behavior therapy. They were followed up weekly.

Control group was not given any training. Outcome variables were

collected at the baseline, immediately after the intervention phase, then
at 3 and 6 months after the completion of intervention phase. Women

were also interviewed about treatment taken. Results: Prevalence of

urinary incontinence was 11.6%. At the end of follow-up 41 (52.5%)

subjects became continent and in 19 (24.4%) the severity of UI. shifted
to mild category, as compared to controls where 11 (12.8%) became

continent. Pad weight gain decreased from 16.19 (9–23.4) to 3.34 (-

0.54–7.18) grams, day time voiding frequency from 9.56 (9–10.12) to
7.64 (7.34–7.98), night time voiding frequency from 1.45 (1.19–1.75)

to 0.69 (0.48–0.89) and average urine leakage episodes reduced from

1.97 (1.65–2.29) to 0.23 (0.04–0.42). Consultation rate was 20%.

Kegal exercise was not advised to the women by their doctors.
Conclusion: Behavior therapy was effective in treating urinary

incontinence in majority of cases. Urinary incontinence was largely an

ignored problem by doctors as well as the women.

TENSION-FREE VAGINAL TAPE OBTURATOR (TVT-O)
EFFICIENCY AND ITS OUTCOME RELATION WITH THE
VALSALVA LEAK POINT PRESSURE (VLPP)

Barros Nuno (PT), Cabrita P., Cadilhe A. and Jardim D.

Hospital de Braga

INTRODUCTION: There has been a great debate about wheater or not

the VLPP is a determinant factor in deciding about the treatment option in

women with stress urinary incontinence (SUI). OBJECTIVE: Our aim was

to assess the cure rates, with tension-free vaginal tape obturator (TVT-O)
procedure in women with SUI and to see if the VLPP is a determinant

factor in the outcome. METHODS: Prospective study of all consecutive

women with urodynamically confirmed SUI undergoing TVT-O between

January 2006 and July 2010. Assessments were carried out at 1, 2 and 6
months after surgery. RESULTS: The study population included 165

women (mean age 50.9 years), 6 in the group with VLPP lower than 30

cmH2O, 25 in the VLPP group between 30 and 60 cmH2O and 134 in the
VLPP group greater than 60 cmH2O. The overall cure rate was 90,3%

and cure plus improvement of 94,54%. The group with VLPP lower than

30 cmH20 had a cure rate of 87,71%. The group with VLPP between 31

and 60 cmH2O had a cure rate of 87,5% and cure plus improvement of
91,67%. The group with VLPP greater than 61 cmH2O had a cure rate of

91,04% and cure plus improvement of 95,52%. No statistically

significant difference was assesses between the outcomes of the different

groups (p50,05). CONCLUSION: TVT-O procedure is a validated
procedure with high cure rates. The VLPP in women with SUI did not

significantly affect the TVT-O procedure outcome.

ROLE OF BOTULINUM TOXIN IN REFRACTORY
OVERACTIVE BLADDER IN POST MENOPAUSAL WOMEN

Shimpi Rajendra (IN)

Uro- Andrology Clinic

INTRODUCTION:-The refractory OAB especially in Post Menopau-
sal women is very Distressing and difficult to treat.Inj. Botuilum Toxin

has been used inn the Neurogenic Overactive Bladders with promising
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results. AIMS: - The aim of the present study is to evaluate the safety

and the efficacy of Inj. BOTOX in the refractory OAB. MATERIAL

AND METHODS: - 24 Post Menopausal Women in the age group of
58–72 years treated between march 2007 - april 2010 for Refractory

OAB are included in the present study. The other causes of frequency,

urgency and urge incontinence was ruled out by doing appropriate

investigations. All the patients received Inj. Botox 200 Iu intravesically
under the local/general anesthesia and all tolerated the procedure well.

All patients received antibiotics for 5 days. Patients were followed at

1, 3, and 6 months and then at 1 year. RESULTS:- At 3 omnths there

was considerable improvement in the frequency (57%) Urgency
(69%) and improvement in the Urge incontinence (72%). Only 2

patients required CIC for the period of 1 and one and half months

respectively. The reinjection was given to 12 patients after a period of

11 months to 16 months. CONCLUSIONS:- Inj. Botox intravesically
is safe, less invasive and is tolerated well by the Post Menopausal

women and should be considred before any invasive and extenssive

surgical treatment for refractory OAB.

POSTMENOPAUSAL UROGENITAL PROBLEMS &
MANAGEMENT

Rahman Suraiya (BD)

Postmenopausal atrophic changes specially in the urogenital area cause
considerable compromise in quality of life. In Bangladesh it is one of the

most important cause of discomfort in postmenopause. The women are

shy & feel uncomfortable to talk about genital or sexual problem. The

presentation usually is urological rather than genital. But on direct
questioning the actual problem becomes clear. A study was arranged to

look for type presentation among these women & the effects of

alternative vs hormone therapy on them. Presentation mostly were in

the way of recurrent urogenital infection, treated with antibiotics &
tranquilisers. Study was arranged in two groups for a period of 12

weeks only. Group‘‘A’’ include 30women on alternative therapy &

Group‘‘B’’ 30 women were given local/topical hormone(Ovestin cream)
with/without systemic (Tab Ovestin) hormone to some who also had

associated complaints in the form of vasomotor & masculoskeletal.

Results show superiority of HT on alternative treatment as depicted in

the analyses of decreasing pH &fecal type bacteria, increasing
lactobacilli & Karyopyknotic Index in the vaginal epithelium.

HORMONE REPLACEMENT THERAPY AND
UROGENITAL DISEASE IN POSTMENOPAUSAL WOMEN

Vogrig Emanuela (IT), Monica Della Martina, Serena Xodo, Davide
Rinuncini, Laura Ganzitti, Lorenza Driul, Giuliano Fabiani and Diego

Marchesoni

University Hospital of Udine

Estrogen deficit in postmenopausal women causes urogenital atrophy,
which is responsible for a wide range of urinary disorders (1) such as

urinary incontinence, urge incontinence and recurrent urinary infec-

tions and genital disorders like prolapse, dispareunya and vaginal
dryness, the most common syndrome. Almost 50% of all women are

affected by urogenital disorders (1), which show up 5–6 years after

menopause. Estrogens help to maintain continence through many

different mechanisms and these data have led gynaecologists to believe
that hormone therapy can improve postmenopausal urinary incon-

tinence but the results reported in the literature are not in agreement

with each other (1–3). About recurrent urinary infections is widely

recognized that the topical use of estrogens lowers the risk of recurrent
urinary infections and improves urogenital atrophy. In conclusion,

recent data of the literature acquired from randomized controlled trials

seem to refuse contradict the positive effect of hormone replacement

therapy on urinary incontinence while is recognized that the topical use

of estrogens lower risk of recurrent urinary infections and improves
urogenital atrophy. If there is only one vaginal indication, local therapy

might be sufficient. BIBLIOGRAFIA 1. Bruce D, Rymer J. Symptoms of

the menopause. Best Pract Res Clin Obstet Gynaecol 2008. 2. Hextall A.

Oestrogen and lower urinary tract function. Maturitas 2000;36:83–92.
3. Grodstein F, Lifford K, Resnick NM et al. Postemnopausal hormone

therapy and risk of developing urinary incontinence. Obstet Gynecol

2004;103:254–60. 4. Crandall C. Vaginal estrogen preparations: a

review of safety and efficacy for vaginal atrophy. J Womens Health
(Larchmt) 2002;11:587–877. 5. The North American Menopause

Society. Estrogen and progestogen use in peri-and postmenopausal

women: March 2007 position statement of the North American

Menopause Society. Menopause 2007;14:168–82.

THE BURDEN OF OVERACTIVE BLADDER IN
MENOPAUSAL AND POST-MENOPAUSAL WOMEN:
RESULTS FROM OAB-POLL

Lodowski Nicole (US), C. Chen, T. Bavendam, J. Bell and K. Coyne

Pfizer

Objective: To evaluate OAB prevalence in menopausal and post-

menopausal women and their health care seeking behavioral patterns
for managing overactive bladder and urinary symptoms. Methods: A

cross-sectional, population-representative survey was conducted via

the Internet in the US among men and women age 18–70. The LUTS

tool, which uses ICS definitions and was developed based on extensive
qualitative research, was used to assess how often participants

experienced urinary symptoms during the past 4 weeks on a 5-point

Likert scale. OAB was defined by the presence of urinary urgency
� ‘‘sometimes’’ or � ‘‘often’’ and/or the presence of urgency urinary

incontinence (UUI). Descriptive statistics were used to evaluate group

differences by age. Results: The overall response rate was 56.7% and

included male (n¼ 4,977) and female (n¼5,023) participants (mean
age 41.8 yrs). OAB prevalence of women within this study increased

with age (OAB � ‘‘sometimes’’: 20.5% (18–29), 24.9% (30–39),

33.6% (40–49), 37.4% (50–59), 38.2% (60–70); p5 .0001). Peri-

and post-menopausal women (50–70) are significantly less comfor-
table than younger cohorts in discussing urinary symptoms with their

health care provider (p5 .0001). Further, these women are signifi-

cantly less likely to have sought treatment for their urinary symptoms

in the past 12 months (36.9%), as compared to younger cohorts
(52.8% (18–29), 42.5% (30–39), 44.9% (40–49); p¼ .0025). Women

age 50–59 are the most likely to use coping strategies to ‘‘treat’’ their

urinary symptoms (20.4% vs. 9.8% (18–29), 11.4% (30–39), 16.1%
(40–49), 17.2% (60–70); p5 .0001), and are the most common users

of absorbent pads (69.8% vs. 23.4% (18–29), 33.8% (30–39), 58.5%

(40–49), 65.0% (60–70); p5 .0001). Discussion: While menopausal

and post-menopausal women face incremental burden of OAB, they
are not seeking and/or receiving appropriate treatment. Our findings

reflect the importance for clinicians treating older women to promote

discussion about urinary symptoms to ensure improved outcomes and

health-related quality of life.

STRESS URINARY INCONTINENCE DURING THE
MENOPAUSAL TRANSITION AND EARLY
POSTMENOPAUSE: OBSERVATIONS FROM THE SEATTLE
MIDLIFE WOMEN’S HEALTH STUDY

Woods Nancy Fugate (US) and Ellen Mitchell

University of Washington

Abstracts of Oral Presentations

Climacteric 91

C
lim

ac
te

ri
c 

D
ow

nl
oa

de
d 

fr
om

 in
fo

rm
ah

ea
lth

ca
re

.c
om

 b
y 

78
.0

.2
20

.1
51

 o
n 

07
/1

4/
11

Fo
r 

pe
rs

on
al

 u
se

 o
nl

y.



Background: Stress Urinary Incontinence (SUI) becomes more

prevalent as women age, but little is known about factors associated

with SUI in midlife, including its relationship to endocrine changes
associated with menopause. Purpose: Determine the influence of age

and menopausal transition factors (menopausal transition stages,

FSH, E1G, hormone therapy use), health history (perceived health,

exercise patterns, BMI, hypertension, diabetes), and reproductive
history (live births, fibroids) on the experience of SUI among midlife

women during the menopausal transition and early postmenopause.

Methods: A subset of Seattle Midlife Women’s Health Study for

participants (n¼303 with up to 2452 obervations) who provided data
during the late reproductive, early, and late menopausal transition

stages and early postmenopause, including menstrual calendars,

annual health updates beginning in 1990, and provided symptom

diaries and urine specimens assayed for hormones several times per
year provided data. Multilevel modeling with an r program was used

to test models accounting for SUI. Results: Stress urinary incontinence

increased as women aged (p5 .0001), and with the number of live
births (p5 .0001), but there were no significant effects of menopausal

transition stages, estrone, FSH or hormone therapy use. Greater BMI

was associated with SUI (p5 .004), but fibroids, hypertension,

diabetes, and exercise were not. Conclusions: SUI in this population
appears to be related to aging as well as reproductive history and body

mass. Further exploration of incontinence during the menopausal

transition is needed to articulate a lifespan view of SUI.

EFFICACY OF OSPEMIFENE WHEN USED IN THE
TREATMENT OF VULVAR AND VAGINAL ATROPHY FOR
UP TO 52 WEEKS IN POSTMENOPAUSAL WOMEN

Bachmann Gloria (US), Steven Goldstein, Vivian Lin, James Simon,

David Portman and Mary Phelps

UMDNJ-Robert Wood Johnson Medical School; New York
University School of Medicine, New York, NY; QuatRx
Pharmaceuticals Company, Ann Arbor, MI; The George Washington
University School of Medicine, Washington, DC; Columbus Center
for Women’s Health Research, Columbus, OH; QuatRx
Pharmaceuticals Company, Ann Arbor, MI

Introduction. Currently, only estrogenic preparations have regulatory

authorization for the prescription treatment of vulvar and vaginal

atrophy (VVA) in postmenopausal women. Therefore, exploring other

alternatives is warranted. Ospemifene, a selective estrogen receptor
modulator (SERM), also referred to as a nonsteroidal estrogen

agonist/antagonist, is differentiated from other SERMs by its

estrogenic action in the vaginal epithelium, but not on the

endometrium, and is under investigation in postmenopausal women
with VVA symptoms. Methods. A 52-wk, 6:1 randomized, double-

blind, placebo-controlled, parallel-group study compared 60 mg/d of

oral ospemifene (n¼ 363) with placebo (n¼ 63) in postmenopausal

women with VVA and an intact uterus. Primary efficacy measure-
ments were the changes from baseline to wk 12 (LOCF) in vaginal pH,

percent (%) of superficial cells and % of parabasal cells in the

maturation index. The secondary efficacy measurement evaluated
those parameters at wks 12, 26 and 52 for observed cases (OC) using

analysis of covariance. Results. At wk 12 statistically significant

changes from baseline (LOCF) were observed in subjects treated with

ospemifene vs placebo, respectively; all P50.0001. Mean change in
vaginal pH was 1.22 vs 0.16, median increase in % of superficial cells

was 5% vs 0% and median decrease in % of parabasal cells was 40%

vs 0%. Mean change from baseline in vaginal pH at wks 12, 26 and

52 was statistically significant in subjects treated with ospemifene
(1.22, 1.36 and 1.30, respectively; P5 0.0001) vs placebo (0.16, 0.02

and 0.07). Median increase from baseline in the% of superficial cells

in OC at wks 12, 26 and 52 was seen in subjects treated with
ospemifene (5%, 4% and 2%, respectively; P5 0.0001) compared

with placebo (0 at every time point); a median decrease in % of

parabasal cells in OC was also seen at wks 12, 26 and 52 in subjects

treated with ospemifene (40%, 45% and 45%, respectively;
P50.0001) compared with placebo (0, 0 and 4). Conclusion.

Ospemifene 60 mg/d for up to 1 year was shown to be clinically

and significantly effective, and well tolerated in the treatment of VVA
in postmenopausal women with an intact uterus.

MENOPAUSE AND NUTRITION
June 11, 2011, 17.20–18.50, Bramante C

EFFICACY OF NATURAL S-EQUOL SUPPLEMENT FOR
MENOPAUSAL SYMPTOMS

Aso Takeshi (JP)1, Shigeto Uchiyama2, Yasuhiro Matsumura3,
Makoto Taguchi4, Masahiro Nozaki5, Kiyoshi Takamatsu6, Bunpei

Ishizuka7, Toshiro Kubota1, Hideki Mizunuma8 and Hiroaki Ohta9

Tokyo Medical and Dental University, 1Department of Obstetrics and
Gynecology, Tokyo Medical and Dental University School of
Medicine, Tokyo, Japan; 2Saga Nutraceuticals Research Institute,
Otsuka Pharmaceutical Co., Ltd, Saga, Japan; 3Faculty of Health
Care, Kiryu University, Gunnma, Japan; 4Taguchi Obstetrics and
Gynecology Clinic, Saitama, Japan; 5Department of Obstetrics and
Gynecology, Kyushu Central Hospital, Fukuoka, Japan; 6Department
of Obstetrics and Gynecology, Tokyo Dental College Ichikawa
General Hospital, Chiba, Japan; 7Department of Obstetrics and
Gynecology, St. Marianna University School of Medicine, Kanagawa,
Japan; 8Department of Obstetrics and Gynecology, Hirosaki
University School of Medicine, Aomori, Japan, and 9Department of
Obstetrics and Gynecology, Tokyo Women’s Medical University,
Tokyo, Japan

It has been indicated that the daidzein metabolite, equol is the active

form responsible for the physiological activity of soy isoflavones.

Equol is produced through fermentation of daidzein by particular
intestinal bacteria and is not found in soy. It was reported that

approximately half of Asian and 70–80% in US population cannot

produce endogenous equol. The accumulating evidence indicates that

equol has beneficial effects on menopausal symptoms, bone, lipid
metabolism and others. We examined the effects of fermented soy

germ containing natural S-equol on menopausal symptoms in

Japanese postmenopausal equol non-producers. We conducted a

multi-center, randomized, double-blind, placebo controlled trial
using natural S-equol supplement for 12 weeks on 160 postmeno-

pausal women. The participants were divided into placebo (n¼83)

and equol (10 mg natural S-equol/day, n¼77) groups. They

completed a menopausal symptom checklist and rated 5 common
symptoms by a visual analogue scale at baseline, 12 weeks and 6

weeks post-intervention. Physical, blood and urine examinations

were performed at each occasion. A total of 126 out of 160 women
completed the study. At baseline, daily hot flushes frequency was

2.9+2.1 and 3.2+ 2.4 in the placebo and equol groups,

respectively. The equol group showed significant reductions in hot

flushes frequency (P¼0.009) and severity (P¼0.015) following 12
weeks of ingestion compared to placebo group. The decreases in

severity of muscle stiffness of neck or shoulder of equol group were

significantly greater than those of placebo group (P¼0.015). No

significant change in the results of clinical parameters and serious
adverse effects were detected. The result of the present study strongly

indicated that natural S-equol supplement have significant effects on

improving menopausal symptoms, especially ‘‘hot flushesı̈’’ and
‘‘neck and shoulder stiffness’’ in Japanese postmenopausal equol

non-producing women. Thus, it is indicative that natural S-equol has
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a promising role on the management of menopausal symptoms as an
alternative remedy.

A MULTIBOTANICAL (NUTRAFEM) FOR THE RELIEF OF
MENOPAUSAL VASOMOTOR SYMPTOMS

Garcia Joan (PH), Florante Gonzaga, Delfin Tan, Pau-Ling Oei and
Weng-Buen Chan

OBJECTIVE: To compare the efficacy and safety of a multibotanical
(Nutrafem) with placebo for the treatment of menopausal vasomotor

symptoms. METHODS: In this phase III, double-blind, randomized,

placebo-controlled study,159 postmenopausal women experiencing at

least 21 vasomotor symptoms per week were treated with Nutrafem
or a matched placebo for 12 weeks. Treatment outcome was evaluated

by the change from baseline in the average weekly number of

vasomotor symptoms. RESULTS: Nutrafem reduced the number of
vasomotor symptoms by 46% from baseline and this is significantly

more superior to placebo (26% from baseline, p¼0.01). Forty-four

percent of women taking Nutrafem experienced at least a 50%

reduction in number of symptoms compared with 6% of women on
placebo (p¼0.017, number needed to treat¼3). There were no group

differences in adverse events, laboratory values and gynecological

data. CONCLUSION: Nutrafem is an effective botanical treatment

for vasomotor symptoms in postmenopausal women.

CURRENT MECHANISTIC INSIGHTS INTO CIMICIFUGA
EFFECTS

Garcia de Arriba Susana (DE)1, Naser B1, Nolte KU1, Mañez Aliño S2

and Cano A3

Schaper & Brümmer GmbH & Co. KG, 1Schaper & Brümmer GmbH
& Co. KG, Bahnhofstr. 35, 38259 Salzgitter, Germany; 2Department
of Pharmacology, University of Valencia. Av. Vicent Andrés Estellés
s/n, 46100 Burjassot, Spain; 3Department of Pediatrics, Obstetrics
and Gynecology, Faculty of Medicine, University of Valencia,
Valencia 46010, Spain

Black cohosh (Cimicifuga racemosa, CR) is the most frequently
worldwide used herbal alternative for the management of climacteric

complaints such as hot flushes, night sweats, sleep disturbances and

mood changes. Its mechanism of action however, has not been fully
clarified yet. We therefore, analysed pharmacological data obtained

from experimental and clinical studies performed on CR to provide a

current insight into the multifaceted mechanism of action of CR.

Alleviation of neurovegetative complaints by CR is not due to a direct
estrogen agonistic effect, but rather to an association among CNS

receptor-mediated effects. In addition, experimental studies have

provided bone-sparing effects of CR without exerting estrogenic effects

in the uterus, breast tissue and gynaecological hormones. Anti-
proliferative effects through activation of apoptotic pathways occur

without binding to estrogen receptors (ER). Down regulation of ERa
gene as well as decrease of local estrogen formation in breast tissue has
also been described. The current experimental data are supported by

results from clinical pharmacological studies, most of which were

preformed with isopropanolic CR extract e.g. reduction of vasomotor

symptoms, benefits in sleep quality, moderate antidepressant activity,
bone sparing effects, and absence of direct estrogenic receptor

activation. In conclusion, we addressed the question, whether the

mechanism of CR action should be redefined considering selective

down-modulation and disruption mechanisms. In view of the fact that
menopausal syndrome implies several dysfunctions and not only

vasomotor complaints; it has been hypothesised that a re-harmonization

of the aging organism by CR treatment may concomitantly occur with

the alleviation of the menopausal symptoms.

STUDY OF NUTRITION AND MOBILITY EFFECT ON THE
QUALITY OF LIFE IN MENOPAUSE WOMEN IN TABRIZ-
IRAN

Nasirpour Hesam1, Ali Namvaran Abbas Abad1 and Parvin Bastani2

1Islamic Azad University, Tabriz Branch, Young Researchers Club,
Tabriz, Iran; 2Tabriz University of Medical Science, Tabriz, Iran

Background: Optimum Nutrition of women is the foundation of their

health and is affected by many factors. Nutritional needs and

problems of women are based on variables such as age, stage of
development, social, economic and cultural factors. In addition to

these variables, women have specific and special needs associated with

menstruation, fertility, lactation and menopause. Appropriate dietary
pattern of women provides all nutrients needed to optimize their

activity throughout life. Physical activity is the most effective way to

increase quality of life in different people especially in menopause

women. For this purpose, this study tries to investigate the relation-
ship between nutrition and mobility on the general quality of life in

menopause women in Tabriz in the fall of 2010. Methods: To perform

this study 100 menopause women were randomly selected in Tabriz.

Nutritional information of these people were collected by question-
naire. The information collected by this questionnaire is including the

amount of daily exercise, daily calcium intake, amount of red meat,

white meat and the general quality of life before and after the
menopause. Data of this study was analyzed by SPSS and ANOVA

statistical program. Results: The results showed that in the 64% of

these ladies the general quality of life was unchanged in their own

idea, while in 20% of these people who believe the general quality of
their life had changed the amount of this change was very high. In

terms of daily mobility 25% of women had no daily exercise

(including walking and exercise), but about 56% had motility about

10 to 30 minutes daily. In 43% the calcium intake including
supplements and food has been lower than the daily requirements.

In 54% of these individuals Fish consumption was reported monthly

or longer. Conclusion: Considering these results, it seems that about
half of the subjects studied are living in good condition in terms of

mobility, while in the majority of these people, the quality of public

life has not changed much before and after menopause; this is another

proof for the effect of mobility in menopause women. Considering
that there is a direct relationship between osteoporosis and the quality

of life, calcium intake and fish consumption were studied in these

women and the results show the shortage of calcium and fish

consumption which may cause the risk of loss of life quality for these
women in future. It seems about half of the women studied are living

in relatively good condition. Keywords: Menopause women, Nutri-

tion, Mobility, Quality of life.

DOSE-DEPENDENT EFFECT OF RESVERATROL ON
TUMOR CELL: CHEMOPREVENTION AND OXIDATIVE
STRESS

Stocco Bianca (BR), Mirian Mendonça Salvador, Michele Paulo,
Natália Sakura Koyama, Karina Alves de Toledo and Maria Regina

Torqueti Toloi

Faculty of Pharmaceutical Sciences of Ribeirão Preto-University of
Sao Paulo

It is believed that, annually, over 6 million of people die in the world
because of cancer. Resveratrol, a polyphenol, has been reported as an

antitumor and chemopreventive agent when used at high dosages.

However, it is known that Resveratrol plays a dose-dependent
biphasic effect on death cell, resulting in prevention or accentuated

cell death, even on cancer cells. This way, our aim was investigating

the dose-dependent effect of Resveratrol on cell viability of human
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bladder carcinoma ECV304 cells during stress oxidative condition.
ECV304 cells, a derivation from the human bladder carcinoma T24

cell line were previously incubated with different Resveratrol

concentrations (0.1–100 uM) for 30 minutes at 37oC. After incuba-

tion, 50uM H2O2 was added and maintained in the culture for 6h. At
the end of the incubation period we analyzed metabolic rate,

membrane permeability, DNA fragmentation, level of anti/proapop-

totic proteins and phosphatidylserine exposure by MTT, flow
cytometry, ELISA, Westtern blotting and neutrophil adhesion assays.

We have shown that Resveratrol presents a biphasic effect on ECV304

cells viability since at high concentrations (420uM) it has induced

death cell, but at low concentrations (0.1–20uM) it has not. The
pretreatment of ECV304 cells with 2.5uM of Resveratrol protected

them from stress oxidative damage, whereas 50uM of Resveratrol

intensified the cell death on them by decrease Bcl-2 and increase Bad

levels in a caspase-independent-manner. In addition, Resveratrol was
able to play an anti-adhesion activity of neutrophils on PMA-activated

cells. In conclusion, these results give us new informations about the

role played by Resveratrol on cancer cells and alert us about its

dose-dependent effects. Together, these informations can be used to
antioxidant and chemoprevention drug design.

EFFECTS OF THE SPECIAL CIMICIFUGA RACEMOSA
EXTRACT BNO 1055 ON HOT FLASHES ON
OVARIECTOMIZED RATS

Wuttke Wolfgang (DE), Priya Kapur, Dana Seidlova-Wuttke

University Medical Center Göttingen

Hot flashes occur due to the lack of estrogens and are the most

common climacteric complaint. Hormone replacement therapy is the

gold standard treatment but now its use is limited due to severe side
effects. It is well established that extracts of Cimicifuga racemosa (CR)

ease climacteric complaints but solid animal experimental data

supporting such effects are not available. The availability of

temperature sensitive transponders enables experiments in rats to
establish whether they have hot flashes following ovariectomy (ovx)

and if so, whether they can be influenced by the extract CR BNO

1055. Intact Sprague Dawley rats (n¼ 16) were implanted with
transponders under the skin of the nape. Subcutaneous temperature

was measured in 5 min intervals for 3 h. Thereafter, the rats were ovx

and fed either with soy free (sf) or CR BNO 1055 (11.3 mg/animal/

day) food. Temperature was recorded again after acute and sub-acute
application of CR. In intact animals temperature was stable over the

3h recording period. Following ovx temperature pulses appeared with

peaks occurring every 20–40 min. These fluctuations were not seen in

intact or CR BNO 1055 treated animals resulting in significantly
higher mean temperatures. The reduction of hot flashes by BNO 1055

outlasted the experimental period of 3 weeks. These results suggest

that the ovx rats and the new temperature sensitive transponders may
be useful for the study of hot flashes. Furthermore they prove that the

CR BNO 1055 exerts hot flash reducing effects.

RANDOMIZED-CONTROLLED TRIAL OF CHINESE
FORMULATED MEDICINE KUNTAI CAPSULES AND
PREMARIN ON KNEE JOINT DYSFUNCTION IN EARLY
POST-MENOPAUSAL WOMEN

Xu Liangzhi, Liu Xiaofang, Liu Hongwei, Liu Ying, Zhang Jing,

Zhuang Jing, Li Yanxi, Zhou Ling-ling, Tang Liulin, Liu Xiaoxian,

Qiao Lin, Wan Dehua and Kang Deying

West China Second University Hospital, Sichuan University

Objective: To investigate and compare the effects of Chinese

formulated medicine Kuntai capsules and Premarin on knee dysfunc-

tion in early postmenopausal women. Methods Fifty-seven early
postmenopausal women were enrolled and randomly allocated into

Kuntai group (n¼ 28) and Premarin group (n¼29). The participants

in Kuntai group received 2g Kuntai capsules two times a day. The

participants in Premarin (CEE) group received an average of 0.45 mg
per day, and 2 mg medroxyprogesterone acetate daily was added to

those with uterus. The participants were treated for 1 year and

followed up per 3 months to evaluate the knee function. Results After

12 months’’ treatment, the rates of complete release of knee
dysfunction in Premarin group and Kuntai group were 69.00% and

67.86% at 3 months, 69.00% and7 5% at 6 months, 82.76% and

82.41% at 9 months, 86.21% and 78.57% at 12 months respectively.

Intention-to-treat analysis indicated that difference in total release rate
of knee dysfunction was not significant between Premarin group and

Kuntai group (p40.05). Cox regression analysis showed that the

therapeutic efficacy on knee dysfunction was associated with the kind
of medicine and the age of patients (p5 0.05). The complete release

rate of knee dysfunction in Kuntai group is 0.44 times of that in

Premarin group, and the complete release rate in those aged less than

50 is 3.14 times of those aged more than 50. Conclusion Premarin and
Kuntai capsule can improve knee dysfunction in early postmenopausal

women. The effect of improvement is increasing after 6 months and

might depend on the kind of medicine and the age of patients.

THE EFFECT OF LEPIDIUM MEYENII (MACA) ON
PHYSIOLOGICAL AND PSYCHOLOGICAL PARAMETERS
IN POSTMENOPAUSAL HONG KONG CHINESE WOMEN

Stojanovska Lily (AU), Cindy Law2, Beatrice Lai2, Kristina Nelson1,
Tony Chung2 and Christopher Haines2

Victoria University, 1School of Biomedical and Health Sciences,
Victoria University, Melbourne, Victoria, Australia; 2Department of
Obstetrics and Gynaecology, The Prince of Wales Hospital, Chinese
University of Hong Kong, Hong Kong

Many complementary and alternative medicines are currently avail-

able which claim to provide relief from menopausal symptoms and

improve general health and well-being, however, many lack scientific
support. Maca is one example. Maca (Lepidium meyenii) is a

nutritious plant, and its tuber is a staple food native to Peru. It has

been used historically as a therapeutic compound in alleviating a wide

range of conditions, including symptoms of menopause transition.
The evidence for effectiveness of Maca as a treatment for menopausal

symptoms is limited and it’s mechanism of action has not been

successfully established as yet. Preliminary scientific data suggests

Maca supplementation in Caucasian postmenopausal women im-
proves psychological symptoms, including anxiety and depression, as

well as sexual dysfunction. Objective: To examine the effect of

Peruvian Maca on the hormonal profile, glucose, cytokine pattern,

menopausal symptoms as well as general and well-being in Hong
Kong Chinese postmenopausal women. Methodology: Thirty one

healthy postmenopausal women were recruited in a randomised,

double-blind, placebo-controlled crossover trial. Women received
3.3g/day of capsulated Maca and matching placebo for six weeks

each, in either order, over a total period of twelve weeks. At baseline,

week 6 and week 12, blood samples were taken for the measurement

of estradiol, follicle stimulating hormone, sex hormone binding
globulin, thyroid stimulating hormone, lipid profile, glucose and

plasma cytokines together with the Greene Climacteric and SF-36

Version 2 quality of life scales, to assess the severity of menopausal

symptoms and health related quality of life. Women’s Health
Questionnaire and Utian Quality of Life scales were also administered

following translation and cultural adaptation in Chinese. Results:
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Mean age and BMI of subjects was 52.4+2.7 years (mean+ SD) and

23.2+ 3.1 kg/m2 respectfully with median duration of amenorrhoea

26.4+ 11.2 months. There were no significant differences (p4 0.05)
in age (years) and BMI (kg/m2) between those who received treatment

first compared to placebo first. Significant decrease in both Systolic

(from 132.5+18.2 to 125.6+ 19.8) p¼ 0.05 and Diastolic blood

pressures (from 81.8+13.1 to 73.8+10.6), p¼0.01 were seen
following Maca treatment, while no differences were found in serum

concentrations of estradiol, FSH, LH, TSH, SHBG, glucose, lipid

profile and plasma cytokines (IL-2, IL-4, IL-5, IL-10, IL-12 (p70),

IL-13, GM-CSF, IFN-g and TNF-a) between baseline, Maca treatment
and placebo (P4 0.05). The Greene Climacteric Scale revealed a

significant reduction in depression, anxiety and psychological scores

(p¼ 0.01) with both Maca and placebo treatments. In addition,

placebo showed improvement in somatic score symptoms, and in total
scores when compared to baseline (p¼ 0.04). Women’s Health

Questionnaire Scale showed significant reduction in anxiety scores

in both Maca and placebo (p¼0.01), while significant reduction in
depression score was seen only with Maca administration (p¼0.04).

Utian Quality of Life Scale showed no significant increase in QoL in

the emotional and sexual domain. The Quality of Life SF36-v2 Scale

revealed significantly increased scores in general (p¼ 0.02) and mental
health (p¼0.03) in both Maca and placebo groups, while placebo

significantly increased the scores (p50.05) in social functioning.

Conclusion: Maca does not exert estrogenic action, however, despite

its high placebo effect it appears to decrease blood pressure, reduces
psychological symptoms including anxiety, depression and improves

general health and well being in Chinese postmenopausal women.

Although results are comparable to a previous similar study published
in Caucasian Australian postmenopausal women, there is a cultural

difference among the postmenopausal women in terms of symptom

reporting.

EARLY AND PREMATURE MENOPAUSE

June 11, 2011, 17.20–18.50, Bramante D

BODY MASS INDEX AND HOT FLASHES IN POST-
MENOPAUSAL WOMEN: A META-ANALYSIS

Della Martina Monica (IT), Laura Ganzitti1, Ambrogio P Londero2,

Davide Rinuncini1, Lorenza Driul1, Serena Bertozzi2, Giuliano

Fabiani1 and Diego Marchesoni1

1Clinic of Obstetrics and Gynecology, AOU ‘‘SM della Misericordia’’
of Udine, 33100, Italy and 2Department of Surgery, AOU ‘‘SM della
Misericordia’’ of Udine, 33100, Italy

Background. Most women report vasomotor symptoms during the

menopausal transition. Vasomotor symptoms are sensations of intense
heat accompanied by sweating and flushing. Potentially modifiable

factors, such as current smoking and obesity, may predispose a

woman to more severe or frequent hot flashes. Early works

hypothesized that body fat protected against vasomotor symptoms
because of the aromatization of androgens to estrogens in fat tissue.

Objectives. To assess the possible association between Body mass

index and post-menopausal vasomotor symptoms. Search strategy.
We searched in the following sources: the Cochrane database,

Medline, EBESCO, and Google Scholar. Hand-searching of recent

conference proceedings was also undertaken. Selection criteria.

Observational studies taking in consideration body mass index and
vasomotor symptoms. Data collection and analysis. Four reviewers

independently extracted data from included trials onto a standard

form and assessed trial methodological quality. The data abstracted

were relevant to predetermined measures (BMI greater or equal to
25 kg/m2, and presence of any vasomotor symptom). Where appro-

priate, a summary statistic was calculated: a odds ratio for

dichotomous data and a weighted mean difference for continuous

data. Main results. We found Sixteen studies that examined the

relation between body mass index (BMI) and vasomotor symptoms.
Only two studies published before 1995 have found that lower BMI

have greater risk of vasomotor symptoms, but they were not eligible

for the meta-analysis. Four eligible studies for the meta-analysis were

identified. These included 5464 women, 51% of whom were with a
BMI equal or greater than 25 kg/m2. The meta-analysis found that a

BMI equal or greater than 25 kg/m2 is a risk factor for vasomotor

symptoms OR 1.31 (CI.95: 1.15–1.50). Conclusions. Evidence

indicates that overweight and obesity are associated with greater
vasomotor symptom reporting, primarily hot flashes. These findings

are consistent with a thermo-regulatory model of vasomotor

symptoms in which body fat acts as an insulator, rendering vasomotor

symptoms, a putative heat dissipation event, more likely.

BRAIN DERIVED NEUROTROPHIC FACTOR (BDNF) DAILY
VARIATION IN WOMEN WITH PREMATURE OVARIAN
FAILURE

Bucci Fiorella (IT), Russo N., Russo M., Daino D., Santoro A.N.,

Casarosa E., Pluchino N., Luisi M. and Genazzani A.R.

Division of Gynecology and Obstetrics, University of Pisa,
Pisa, Italy

Brain derived neurotrophic factor (BDNF) is abundantly expressed

and released both as BDNF mRNA and protein in hypothalamus in

particular suprachiasmatic nucleus that is the main centre of a lot
physiological processes among which hormonal regulation of the

reproductive system and stress response, and represents the

endogenous oscillator and primary biological clock in mammals.

Previous study have reported that in postmenopausal women BDNF
plasma levels significantly decrease during the day with a statistical

significance at 20.00 and 24.00. But in literature no data are

available concerning BDNF daily variation in premature ovarian
failure (POF) and the aim of our study is to compare BDNF daily

variation in menopause age-related women and in women with

POF. We evaluated BDNF plasma levels thought 24 hours period in

12 normal women in follicular phase (age 20–33 years and BMI
20,5–23,6 kg/m2); in 12 postmenopausal women (age 54–61 years

and BMI 20,2–24,1 kg/m2) and in 7 women with POF (age 23–27

years and BMI 21,5–24,6 kg/m2). BDNF plasma levels are lower in

postmenopausal women and in women with POF than fertile one
in follicular phase. Moreover neurotrophins levels significantly

decrease during the day in follicular phase and in postmenopausal

women but this trend is lack in POF group (p50,05). Given
the relationship between BDNF-sex hormones and hypothalamus

this different trend can suggest an important alteration of central

clock functions that may be involved in the pathogenesis of POF

disease.

IS EARLY MENOPAUSE ASSOCIATED WITH INCREASED
ALL-CAUSE, ALL-CANCER, AND ALL-CVD MORTALITY?
RESULTS OF A SYSTEMATIC REVIEW

Pokoradi Alida (GB), Hannaford Philip C and Iversen Lisa

University of Aberdeen

Background: Few studies have looked at long-term sequelae of

menopause. Aim: To systematically review associations of early

natural and any surgical menopause with all-cause, cancer and

cardiovascular-related mortality. Methods: A protocol-based search
of Medline (1950–2010) and EMBASE (1980–2010) with no language

restriction was used. Eligible titles, abstracts and papers were assessed
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using specific inclusion and exclusion criteria. Reference lists of
identified papers were searched for additional citations. Data were

abstracted using a standard form and findings organised into evidence

tables. Study quality was appraised using the Newcastle-Ottawa Scale

(NOS). The studies used different exposure measures preventing
summarization by meta-analysis. Results: 5811 unique titles and 1412

abstracts were read; 17 papers covering 14 cohort studies kept, 5 of

moderate (5–6/9 on NOS) and 12 of good quality (�7/9). All studies
were published in English. Large variations existed in exposure

measurement, number of participants and deaths, length of follow-up

and place of investigation. Fewer studies were found for surgical than

early natural menopause. For early natural menopause: 8 studies
found increased risk, 1 decreased risk, 1 no change in risk of all-cause

mortality; 3 studies increased risk, 2 decreased risk of cancer-related

death; 3 studies increased risk of cardiovascular-related death. For

surgical menopause: 4 studies found increased risk, 1 decreased risk of
all-cause mortality; 2 studies increased risk of cancer-related death; 1

study increased risk, 2 decreased risk of cardiovascular-related death.

Conclusion: Early natural menopause seems to be a risk factor for all

and cardiovascular-related death, but its association with cancer-
related death is unclear. Surgical menopause increased all and cancer-

related death, but not cardiovascular death.

REVIEW OF PREMATURE OVARIAN FAILURE

Guinot Misericordia (ES), Alcoverro L, Perelló J, Espinós JJ and

Calaf J

Hospital De La Santa Creu I Sant Pau

Objective: To review the most relevant elements related to premature
ovarian failure (POF) observed in our Department. Design & Method:

POF was considered as the occurrence of amenorrhea, hypergonado-

tropinemia and estrogen deficiency in women under the age of 40

years in the absence of bilateral surgical excision or oncologic
treatments. A retrospective observational study was made in 106

patients who fulfilled our criteria for POF and consulted to our

Department from January 1992 to December 2010. Basal evaluation

began with hormone determinations (FSH, LH, E2, PRL and TSH). In
all patients with high gonadotropins and low estrogens a complete

immunological study was performed including antithyroid, antipho-

spholipid and antinuclear (ANA) antibodies. Karyotype was com-
plemented, up from December 1998, with a determination of FMRI

permutations to detect molecular changes related to Fragile X

Syndrome. Bone mineral density (BMD) was measured by dual

X-ray energy. Results: Hormonal mean values were: FSH 71,14 UI/L,
LH 38,8 UI/l, E250,07 pg/ml. Hypertension was diagnosed in 8,5%,

dyslipemia in 14,15% and hyperprolactinaemia in 8,5% (4 of them

were macroprolactinaemias). 17,9% had familiar history of POF. In

13,2% thyroidal work up was abnormal and in 1,89% ooforitis were
diagnosed after an incidental ovarian biopsy. In 34,9% positive

antibodies were detected: 13 with ANA, 14 with antithyroid

antibodies and 10 with antiphospholipid antibodies. We found minor
previous ovarian surgery (biopsy/cyst exeresis) in 5 patients (4,72%)

and previous major surgery (unilateral anexectomy) in 4 patients

(3,77%). 6,6% presented abnormal karyotyp: 2 mosaicisms (45X/

isochromosome X, 46XX/47XXX), 1 inversion of chromosome 9, 1
Turner Syndrome (45XO), 1 multiple alteration, 1 XY and 1 47XXX.

9,43% had FMRI permutations. In 40,57% we identificated BMD

alterations: 32,07% presented osteopenia and 8,49% osteoporosis. In

79,24% hormonal replacement therapy (63,21%) or hormonal
contraception (16,04%) was prescribed. Conclusion: A diagnosis of

POF deserves a complete work up including karyotype and fragile X

study. The incidence of early BMD decrease justifies the prescription

of adequate hormonal therapy.

THE EFFECT OF UTERINE ARTERY EMBOLIZATION ON
OVARIAN FUNCTION IN PREMENOPAUSAL PATIENTS
WITH UTERINE FIBROIDS

Paszkowski Tomasz (PL), Czuczwar Piotr, Woźniak Sławomir and
Szkodziak Piotr

Polish Menopause and Andropause Society; 3rd Chair and
Department of Gynecology, Medical University of Lublin, Lublin,
Poland

Introduction: Uterine fibroids are benign, smooth muscle cell
tumours of the uterus. The majority of fibroids are asymptomatic

and require no treatment. Hysterectomy is a gold standard therapy

for symptomatic fibroids. Uterine artery embolization(UAE) is a
minimally invasive uterus-conserving treatment for symptomatic

uterine fibroids alternative to hysterectomy. Despite many advan-

tages, UAE has its limitations. One of the main concerns about

UAE is its effect on ovarian function. The aim of this study was to
evaluate the influence of UAE on ovarian reserve by measuring

serum follicle-stimulating hormone (FSH) before and after the

procedure. Materials and methods: Twenty pre-menopausal patients

aged 29 to 47 (mean age: 40,7), with normal FSH levels,
undergoing UAE for uterine fibroids were included in this study.

Patients were divided into two groups: �41 years, 10 patients and

older (441 years), 10 patients. Serum FSH was measured on the
3rd day of the cycle before and 3 months after UAE. FSH levels

were compared using the U Mann-Whitney Test. FSH increase by

45 IU/L was considered a significant reduction of ovarian reserve.

Results: Three months after UAE FSH levels were not significantly
increased in both younger (p¼0,54) and older (p¼0,59) patients in

comparison to baseline. In 3 patients 441 years (30%) an increase

of FSH of more than 5 IU/L was noted. In younger patients no

cases of a significant FSH increase were observed. Conclusions: In
this study UAE did not significantly increase FSH levels 3 months

after the procedure. Cases of decreased ovarian reserve were

observed only in patients over 41 years.

UPDATED FINDINGS FROM THE WEST LONDON
PREMATURE OVARIAN FAILURE DATABASE

Maclaran Kate (GB), Claire Bellone, Etienne Horner, James

Nicopollous and Nick Panay

Imperial College London

Introduction Premature Ovarian Failure (POF) can be defined as the
occurrence of amenorrhoea, elevated gonadotrophins and sex steroid

deficiency in women under 40 years. POF has important effects due to

both the symptoms and long term effects of estrogen deficiency.

Methods A retrospective database analysis of 400 women with POF.
Results Almost half of cases were idiopathic (48.4%) however a large

proportion were iatrogenic, due to treatment for malignancy (34.9%)

or benign gynaecological or medical disorders. 2.4% were due to

genetic disorders. The average age of diagnosis was 31.4 years. Age at
diagnosis differed depending on underlying aetiology with genetic

cases having a significantly younger age at diagnosis (22.9 years)

compared to idiopathic (32.6 years,), benign (31.3 years) or cancer
(30.5). Patient ethnicity was caucasian 63.7%, black 19%, asian

10.3%, mixed race 3.4% and others 5.2%. Marked differences in

underlying aetiology were observed depending on ethnicity. Caucasian

populations had a lower percentage of idiopathic cases and higher
percentage of benign and cancer cases. Only two thirds of patients had

normal bone density, with 29% having osteopenia and 5%

osteoporosis. Patients with idiopathic or genetic POF were at much

higher risk of reduced bone density. Only 5% of women used the
contraceptive pill compared to 88% on HRT. A comparison of
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changes in HRT regimen over 5 years showed a reduction in the use of
the COCP, oral HRT and an increase in transdermal HRT and

tibolone. The proportion of women who chose to use no treatment

increased from 4.6% to 11.4%. Of the 7% of the cohort who

discontinued treatment only 1 had reached the average age of the
menopause, 1 stopped due to thrombosis, and 1 due to recurrence of

leiomyosarcoma. Conclusions: POF is an increasingly common

condition which can have a dramatic impact on physical and
psychological well being. We have demonstrated how a clinical

database can provide useful observational data to further our

understanding of the epidemiology and current management practices

within the West London Menopause Centre. In the future we hope the
database could be expanded internationally and online to generate

data which may be more widely applied.

EFFECT OF PREMENOPAUSAL HYSTERECTOMY ON
OVARIAN FUNCTION

Velleettikal Kunjukunju Chellamma (IN), Prejisha B and N. Umadevi

Medical College, Calicut, Kerala, India; Medical College, Calicut,
Kerala, India

Introduction Hysterectomy is the commonly performed gynaecologi-

cal surgery world wide. There isdilemma regarding the preservation of

ovaries during hysterectomy, especially when it is done for benign
conditions. The debate is regarding the changes which occurs to the

ovaries after hysterectomy in premenopausal women. Aim of study. 1.

To evaluate the ovarian function after hysterectomy in premenopausal
women of less than 45 years with in one year of surgery. 2. To

evaluate the menopausal symptoms, level of FSH and the ovarian

volume as a measure of ovarian function Study design: prospective

study Materials and methods: Study was conducted at IMCH at
Government Medical College, Calicut, Kerala, India from January

2007 to March 2008. 100 women who had undergone TAH with

conserved ovaries were studied. They were divided into two groups;
one group were followed up after 6months and the other after one

year. Data collection: The women were interviewed regarding the

postmenopausal symptom like hot flushes, urogenital symptoms,

mood changes, sleep disturbance, sexual symptoms etc. The ovarian
volume was assessed by transabdominal and transvaginal ultrasound.

FSH levels were also assessed and levels of 425 miu/ml was

considered as attaining menopause. The main observations ‘‘50% of

group 1 and 63.85% of group 2 belonged to the age group 36–40
years ‘‘The main indication for hysterectomy was fibroid uterus ie

87.5% in group 1 and 91.5% in group 2–20.8% of patients in group 1

and 14.87% of group 2 had symptoms of oestrogen deficiency but not

statistically significant ‘‘16.87% of group 1 and 12.7% of group 2 had
symptoms of osteoporosis but not statistically significant ‘‘The mean

FSH value in group1 was 16.03 and in group 2 was 15.68 miu/ml, not

statistically significant ‘‘The mean ovarian volume was not in the
menopausal range in both groups. Conclusion: In the present study

ovarian function is not significantly altered in the first year of

hysterectomy in view of menopausal symptoms, FSH level and

ovarian volume.

Abstracts of Oral Presentations

Climacteric 97

C
lim

ac
te

ri
c 

D
ow

nl
oa

de
d 

fr
om

 in
fo

rm
ah

ea
lth

ca
re

.c
om

 b
y 

78
.0

.2
20

.1
51

 o
n 

07
/1

4/
11

Fo
r 

pe
rs

on
al

 u
se

 o
nl

y.


