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Infertility is defined as the inability of conception after one year of regular sexual activity without using any contraception methods. 
Controlled ovarian stimulation (COS) might be required to improve ovulatory problems. One of the medications used is clomiphene 
citrate (CC), which leads to successful ovulation rates in most cases (up to 90%). Despite the high ovulation rates the pregnancy 
rates are still disappointing.
The aromatase inhibitors (AOI), which have letrozole as its main representative, have been increasingly used over the past years. 
Letrozole reduces circulating estrogens by preventing aromatization of androgens. A study presented in 2005 in ARSM showed 
that letrozole use was associated with a high risk of malformations in the newborns. Studies subsequently published showed no 
increase. Letrozole is also an established adjuvant in ovarian stimulation for fertility preservation in breast cancer patients. It’s 
general use in COS for IVF is limited. However, there is growing interest in its potential value as an adjuvant to gonadotropins 
via limiting the supra-physiological rise in estrogen. Furthermore, it may improve response to gonadotropins in those women with 
reduced ovarian reserve. 
The presentation will focus on the functional endocrine changes with original data during COS with letrozole intervention. 

Sven Skouby (DK)
Clinical Medicine University of Copenhagen, Denmark

How to improve fertility treatments

Controlled ovarian stimulation in IVF/ICSI:
positive modulation of aromatase inhibitors (AOI) 
on follicular and luteal phase function
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The ratio between FET/IVF has spectaculary increased in the last years mainly thanks to the pursuit of an ovarian hyperstmulation 
syndrome free clinic and the devolpment of preimplantation genetic testing (PGT). There is currently a big concern regarding the 
endometrial preparation for FET, especially in relation to serum P4 levels around the time of embryo transfer. 
Several studies have described impaired pregnancy outcomes in those patients with low P4 levels around the time of FET, 
considering 10 ng/ml as one of the most accepted reference values. To date, no prospective study has been designed to compare 
the reproductive outcomes between patients with adequate P4 the day previous to euploit FET and those with low, but restored P4 
levels on the transfer day after iLPS through daily Psc started on the day previous to FET.
A prospective observational study was conducted at a university-affiliated fertility centre between November 2018 and January 
2020 in patients undergoing PGT for aneuploidies (PGT-A) IVF cycles and a subsequent FET under hormone replacement treatment 
(HRT). A total of 574 cycles (453 patients) were analysed: 348 cycles (leading to 342 euploid FET) with adequate P4 on the day 
previous to FET, and 226 cycles (leading to 220 euploid FET) under iLPS after low P4 on the previous day to FET, but restored P4 
levels on the transfer day.
Patients with low serum P4 the day prior to euploid FET can benefit from the addition of daily subcutaneous P4 injections (Psc), 
when started the day prior to FET, and achieve similar reproductive outcomes compared to those with initial adequate P4 levels.

Pedro N. Barri (ES), Manuel Alvarez (ES), Iñaki González (ES), Nikolaos Polyzos (ES), Buenaventura Coroleu (ES)
Service of Reproduction Medicine, Obstetrics, Department of Obstetrics, Gynaecology and Reproduction, Dexeus Women’s Health, Barcelona, Spain

How to improve fertility treatments

Luteal phase in frozen embryo transfer cycles



Symposia

14 European Gynecology and Obstetrics. 2021; Supplement 1 – Book of abstracts

Everybody (nearly) needs it sometime. 
Emergency contraception (EC) is an essential element of contraceptive care. In parts of the world where access to contraception is 
poor or among risk taking population such as adolescents it could be a life saver.
Women (and their partners) need clear information:
• EC works
• there are oral and intrauterine options
• the sooner it is accessed the better
Access remains a challenge and a barrier due to lack of knowledge and myths and misconceptions among HCPs and the population.
All scientific evidence supports OTC availability. Medical regulators in some countries need educating that EC is not an abortifacient. 
Safeguarding is essential where a vulnerable person requests EC.
Contraceptive technologies are getting better, we now have more effective EC pills and always recognized that the copper IUD is 
the most effective EC method. Hormonal IUDs may also work but more evidence is required.
All these points will be explored in my presentation.

Ali Abdullah M H Kubba (UK)
London Bridge Hospital London, United Kingdom

The patient needs oriented contraception

Emergency contraception revisited
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Background
There are no consistent recommendations or models on how to provide effective contraceptive counselling involving informed 
decision making. 
Aim
To evaluate the effect of structured contraceptive counselling on the uptake of long-acting reversible contraceptives (LARCs) and 
pregnancy rates.
Methods
A cluster randomised controlled trial conducted at abortion, youth and maternal health clinics in Stockholm, Sweden. Clinics were 
randomised to intervention, implementing a study-specific intervention package designed for structured contraceptive counselling, 
or control providing routine counselling. Eligible participants were sexually active women aged ≥18 years without a wish for 
pregnancy seeking contraceptive counselling. The primary outcome was choice of LARCs at first visit. Secondary outcomes were 
LARC initiation at 3 months and pregnancy rates at 12 months. 
Results
Study period: September 2017 to May 2020. Analyses including 1,338 subjects showed that more participants in the intervention 
group compared with the control group chose LARCs, LARC initiation was higher in the intervention group compared with 
the control group and at the abortion clinics, the pregnancy rate was significantly lower at 12 months in the intervention group 
compared with the control group. 
Conclusions
Structured contraceptive counselling increased LARC uptake in all clinics and significantly reduced unintended pregnancy rates. 

Kristina Gemzell-Danielsson (SE)
Karolinska University Hospital, Stockholm, Sweden

The patient needs oriented contraception

LARC focused counselling and impact on 
unintended pregnancy
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For years, it was believed that hormonal contraception (HC) was safe and did guarantee bone health in all users. This is still true for 
healthy post-adolescent women >30 years of age and for perimenopausal women where low-dose preparations containing 15-20 EE 
are still capable of protecting bone as do older pills delivering 30-35μg EE/day. Combined oral contraception (COC) may prevent 
the physiological bone loss that occurs in women >40 years of age and possibly increase BMD in the perimenopause.
However, evidence shows today this is not the case for some subgroups of HC users. In adolescents (≤ 18–20 years), the strongly 
anti-gonadotropic progestins used in COCs containing 15-20μg EE over-suppress the hypothalamic-pituitary-ovarian axis and 
reduce profoundly endogenous E2 production. As a consequence, 15-20μg EE do not guarantee the necessary oestrogen activity 
for the acquirement of a normal peak bone mass (PMB) as do 30μg EE COCs. For the same reason, in adolescents, depot-
medroxyprogesterone acetate (DMPA) administration may reduce PBM, particularly when given early after menarche. 
Furthermore, there is strong evidence from longitudinal data that DMPA affects significantly BMD in adult current users. However, 
the BMD decrease appears to be at least partially reversible in adult and in adolescent women.
This evidence leeds to the following recommendations:
1. In adolescents, 30-35μg EE COCs are safe for the acquisition of a PMB. 
2. In contrast, 15-20μg EE COCs should not be used in young women until stable ovulatory cycles are reached.
3.  DMPA should be avoided in adolescents before PMB is acquired. Initiation of DMPA within the first 3 years after menarche is 

of particular concern. DMPA should remain a reserve medication where no alternative is possible.
4.  For all other HC methods, good evidence is missing in adolescent girls and it is not known if their use is safe in young women 

before PBM is completed. 

Martin Birkhaeuser (CH)
Department Obstetrics and Gynecology, Division of Gynecological Endocrinology and Reproductive Medicine, University of Bern, Bern, Switzerland

The patient needs oriented contraception

Impaired peak bone mass in hormonal 
contraception – reality or myth?
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Clinical studies with both contraceptives and menopausal hormone therapy have confirmed the link of progestogens with breast 
cancer. Progression in the molecular details of progestogens action on the breast has unraveled that the system composed of 
one cytokine, the ligand of the receptor activator of nuclear factor-ĸB ligand (RANKL) and its receptor RANK, is sensitive to 
progestogens. RANKL/RANK have been shown to play a role in increasing the malignant susceptibility of breast epithelial cells. 
The awareness of this mechanistic link has expanded clinical interest, so that RANKL/RANK have emerged as a biomarker of 
tumor differentiation. The implications in clinical practice are being considered in what forms a breakthrough in current oncological 
research.
The mediation of the pro-mitotic action of progestogens on breast by RANK/RANKL raises questions on whether the system in 
involved in the diametrically opposed actions of progestogens in the endometrium. The anti-proliferative effect of progestogen 
on endometrial epithelium is well known, although the molecular basis is not totally clear. RANK and RANKL are expressed in 
normal endometrium and, as for breast cancer, the system behaves as markers of the malignant potential of endometrial tumors. 
There is some incipient molecular work partly describing the action of progestogens on the cellular pathways involving RANK in 
endometrium.
The intricacies of the links between breast and genital tumors also relate with ovarian cancer. An additional feature is that the 
ovary shares a tumor susceptibility status associated with high penetrance genes, like BRCA1/2, although little is known about 
the molecular background of the link. It is of interest that the pharmacologic inhibition of RANKL seems to interfere some 
preneoplastic lesions conditioned by mutated BRCA1 in mouse models. In consistence with those findings, RANK/RANKL has 
been recently found to be expressed in the ovary, and the expression is increased in ovarian cancer. This is particularly notorious 
in BRCA1/2 mutated tumors and, as for endometrial cancer, it seems inversely related with reduced progression free and overall 
survival. 

Antonio Cano (ES), Ester Ortiz (ES)
Service of Obstetrics and Gynecology, Hospital Universitario Dr Peset, Valencia, Spain

Menopause: the latest news and recommendations

Hormone-dependent cancer: lessons from the 
breast with a message in the endometrium and the 
ovary
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Interest in connective tissue turnover started indirectly with the realisation in the early 1940’s but possibly decades before that 
older women were sustaining many more long bone fractures that were attributed to Osteoporosis than men were. It was soon 
realised that the lead of Osteoporosis was a main factor in contributing to the rapid bone loss in women, that was occurring after 
the menopause. 
Similar changes were found to be taking place in skin dermal collagen, blood vessel media as measured primarily in the carotid 
artery and later in vertebral discs and also some suggest that connective tissue was also declining in articulated joints. 
There were significant differences in the above symptoms when compared to premenopausal women. These were moreover 
significant differences in all the above parameter when women who were not on HRT were compared to those who were on HRT. 
This seemed to be dose dependable. 
The losses in connective tissue could not only be prevented, but in certain cases, there was evidence of connective tissue lost, being 
replaced with HRT. 

Mark P. Brincat (MT)
Department of Obstetrics & Gynecology, Mater Dei Hospital, Msida, Malta

Menopause: the latest news and recommendations

Connective tissue turnover with the menopause 
and in response to HRT
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Context
Menopausal symptoms can be very distressing and considerably affect a woman’s personal and social life. It is becoming more 
and more evident that leaving bothersome symptoms untreated in midlife women may lead to altered quality of life, reduced work 
productivity and possibly overall impaired health. 
Objective
Hormone therapy (HT) for the relief of menopausal symptoms has been the object of much controversy over the past two decades. 
At the beginning of the century, a shadow was cast on this treatment due to the concern for cardiovascular, cerebrovascular risks, 
and breast cancer from a large randomized placebo-controlled trial. 
Methods and main outcomes
Findings of a subanalysis of the trial data, extended follow-up studies, along with other more modern clinical trials and observational 
studies, have provided new evidence on the effects of HT. 
Results
Menopausal symptoms can be very overwhelming for women. Over the years, many pharmacotherapeutic options have been 
tested, and others are still being developed. Hormone therapy is the most efficient therapy for managing vasomotor symptoms 
and related disturbances. The term HT comprises estrogens and progestogens, androgens, tibolone, the tissue-selective estrogen 
complex (TSEC), a combination of bazedoxifene and conjugated estrogens, and the selective estrogen receptor modulators, such 
as ospemifene. Estrogens and progestogens and androgens may differ significantly for chemical structure and can be delivered 
through different routes, thereby displaying various pharmacological and clinical properties. Tibolone, TSEC and SERM also 
exhibit unique pharmacodynamics that can be exploited to obtain distinctive therapeutic effects. For women with contraindications 
to HT, such as breast cancer, endometrial cancer, cardiovascular disease, a non-hormonal approach can be considered. Non-
hormonal options fall mainly into the selective serotonin reuptake inhibitor (SSRI) and selective noradrenergic reuptake inhibitor 
(SNRI), GABA-analogue drug classes. 
Conclusions
Current research is focusing on neurokinin receptor antagonists for the non-hormonal management of hot flashes. Physicians must 
have in-depth knowledge of the pharmacology of compounds to tailor therapy to the individual patient’s characteristics and needs. 

Andrea R. Genazzani (IT)
Division of Obstetrics and Gynecology, Department of Clinical and Experimental Medicine, University of Pisa, Italy

Menopause: the latest news and recommendations

MHT: why to start, how to manage
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This is a summary of the 2020 International Menopause Society POI White paper recommendations, which will be presented in full 
at the European Society of Gynecology 2021 meeting:
Demographics / etiology / pathophysiology of POI

• Terminology and diagnostic criteria should be standardised to avoid confusion about diagnosis.
•  Full understanding of etiology / pathophysiology will facilitate efficient diagnosis and management, e.g. global registry/

biobank.
• Global, ethnic and cultural variations in prevalence, presentation require clarification. 

Diagnosis of POI
• Personal e.g. menstrual health and family history are very important in making the diagnosis.
• The diagnosis should not be made on the basis of only one FSH level.
• AMH testing is only required if there is diagnostic uncertainty.
• A baseline DEXA scan should be offered to all women diagnosed with POI.

Management of POI
• Management of women with POI should ideally be multidisciplinary and include patient advocacy groups.
• Lifestyle, diet exercise should be optimised.
•  Hormone replacement at least until average age of menopause - first line unless contraindicated or if rejected by woman after 

counselling.
• There are few data for the benefits and risks of CAMS and non-hormonal bone sparing agents in POI.
•  Replacement can be with COC initially if contraception is required or because of personal preference, but in the long term HT 

is recommended to optimise bone and metabolic health.
Key Research priorities in POI

• Global POI registry collaboration / expansion / biobanking.
• Further determination of etiologies of POI, especially genetic.
• Discovery of reliable biomarkers for predicting POI. 
• Impact of hormonal interventions e.g. HT v COC, types of HT/COC on:

- QOL
- Psychological/psychosexual aspects
- Bone, cardiovascular and cognitive health.

• Role of androgen supplementation for QOL, cardiovascular, bone, cognitive health and fertility.
• Differential impact and management of iatrogenic and spontaneous POI. 
• POI as part of an aging syndrome versus aging following POI due to hormone deficiency.
• Confirmation of efficacy and safety of fertility enhancing techniques.
• Further clarification of role and division potential of human oogonial stem cells.

Nick Panay (UK)
Queen Charlotte’s & Chelsea and Chelsea & Westminster Hospitals, Imperial College, London, UK

Menopause: the latest news and recommendations

POI: IMS latest recommendations
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The decision to implement screening for infections during pregnancy depends upon epidemiological, economic, therapeutic and 
test performance criteria. It therefore varies with public health priorities from country to country. When screening is implemented, 
the first trimester has become the best time slot to build individual care pathways in this field. This is most relevant for evaluating 
the risk of embryonic consequences, planning diagnostic testing, initiating primary or secondary prevention and optimising the 
accuracy of ultrasound follow-up. This lecture will be a critical appraisal of epidemiological data and current international screening 
recommendations for infections in pregnancy
Among all infections posing a threat to the pregnancy, Cytomegalovirus has become the new rubella and unlike the former maternal 
symptomatology is not helpful, immunity is only partly protective and there is no vaccine to date. It is the main cause of non-
genetic sensori-neurological handicap in children. Congenital cytomegalovirus infection is an important health problem for the 
individual and the community. Although it could derive from both primary and nonprimary maternal infection, the prospective risk 
of congenital infection in seronegative pregnant women is 4 times than that of immune women. 
Maternal serology is the only reliable screening tool in pregnancy that would identify up to 50% of all congenital cytomegalovirus 
infections, by yielding positive immunoglobulin M and immunoglobulin G and low immunoglobulin G avidity in approximately 
0.5% of the population at 11 to 14 weeks. The exceptionally high risk for young parous seronegative women planning a second 
pregnancy makes a compelling case for offering serologic screening as soon as pregnancy is planned or diagnosed and by the 
end of the first trimester. The 11- to 14-week consultation has become an unmissable one worldwide and would represent the 
most practical compromise if only 1 sample can be taken. Valaciclovir that can be safely used in the early fetal period decreases 
vertical transmission by 70% and should be implemented as early as possible after maternal infection. Facilities for diagnosis and 
treatment are available in high- and middle-income countries through laboratory and fetal medicine networks. Amniocentesis with 
amplification of the viral DNA by polymerase chain reaction in the amniotic fluid is a reliable diagnostic test but chorionic villi 
sampled by chorionic villus sampling could achieve the same performance 2 months earlier. Fetal imaging of a known infected 
fetus yields a negative predictive value on symptoms at birth and congenital handicap of between 95% and 99%, and prenatal 
treatment of infected fetuses decreases the occurrence of symptoms at birth and at 2 years of age.

Yves Ville (FR)
EA Fetus, Paris Descartes Université, Université de Paris, Paris, France; Assistance Publique-Hôpitaux de Paris, Hôpital Necker Enfants-Malade, 
Maternité, Paris, France

Screening in early pregnancy

Maternal infections: revisiting the need for 
screening in early pregnancy
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First trimester pregnancy assesment at 11-13weeks’ gestation is used for estimation of gestational age, diagnosis of multiple 
pregnancy and chorionicity, screening for fetal aneuploidy, risk assessment of preterm preeclampsia and diagnosis of fetal 
morphological anomalies. 
Recently, preeclampsia risk screening allows prophylactic administration of aspirin with substantiall reduction of preeclampsia 
occurrence before 34 weeks of pregnancy, and reduction of preterm birth with all unwanted consequences. First trimester screening 
developed to sophisticated discipline, allowing to distinguish between low and high risk pregnancies. 
Thanks to FTS it is possible to invest resources and energy to those who really need it. 

Pavel Calda (CZ)
Department of Gynecology and Obstetrics, Charles University, Prague, First Faculty of Medicine and General Teaching Hospital, Prague, Czech Republic

Screening in early pregnancy

First trimester screening for pregnancy 
complications
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At an early age the most common reasons for women diagnosed with PCOS to consult a doctor are irregular bleeding and infertility. 
Diagnosis is based on cycle abnormalities, polycystic ovaries and hyperandrogenemia. Subtle sign of metabolic dysfunction can 
often be observed, even at an early age. Bleeding problems can often be addressed adequately by hormonal interventions. Prognosis 
for infertility with ovulation induction followed by IVF is usually excellent with high cumulative (singleton) pregnancy rates up 
to 80%. However, pregnancies complications are clearly increased, and perinatal outcomes are compromised. Gestational diabetes 
represents the most common pregnancy complication in women with PCOS and the clinical benefit of preventive strategies - such 
as the use of insulin sensitizing drugs - remain uncertain. Recent studies also provide evidence of subtle but distinct cardiometabolic 
abnormalities in male and female PCOS offspring, even at a young age.
When women with PCOS get older, menstrual cycle patterns often normalize and fertility potential may even be restored. However, 
metabolic abnormalities aggravate, and type 2 diabetes, dyslipidemia or hypertension can often be observed. Many studies 
confirm the presence of subclinical cardiovascular disease (i.e. abnormal intima media thickness and flow mediated dilatation) in 
women with PCOS between 40 and 50 years of age. Surprisingly, despite overwhelming evidence suggesting increased risk for 
developing cardiovascular disease in later life in these women, most studies so far failed to demonstrate in increased incidence of 
cardiovascular events such as myocardial infarction, stroke or death. Moreover, large sample size population based studies recently 
demonstrated that elevated androgen levels after menopause is not associated with increased cardiovascular risk. The presence of 
- as yet unknown - protective factors may be hypothesized. 
PCOS - a condition occurring in 10-15% of all women - has become a disease condition broadly recognized as having major 
implications for quality of life throughout the life cycle. In the past, gynecologists focused only on reproductive dysfunction in 
these women, but at present many other specialties are getting involved. We need multi-disciplinary approaches for proper care of 
women with PCOS including preventive strategies at different phases of life. 

Bart C. J. M. Fauser (NL)
Department of Reproductive Medicine & Gynecology University Medical Center Utrecht, The Netherlands

Polycystic Ovary Syndrome: from genetic aspects to therapy

PCOS: metabolic dysfunction and its short- 
and long-term implications
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PCOS is a very frequent endocrine disease characterized at least by 2 out of 3 of the Rotterdam criteria, that are anovulation/
oligomenorrhea, hyperandrogenism, polycycstic ovarian morphology. However, in these recent years, a new issue has been added 
to the syndrome, that is the dismetabolic aspect related to the insulin resistance (IR) and the compensatory hyperinsulinemia that 
are frequently, though not always, related to overweight/obesity.
At present most of the clinicians try to face and solve IR prescribing insulin sensitizers, such as metformin, to subjects with 
PCOS and IR but in many cases this treatment is not well tolerated especially at high dosages. Recently new integrative strategies 
have been developed to overcome this problem, finding a more natural way to face the issue of hyperinsulinemia and IR. In fact 
the use of inositols, i.e. MYO-inositol (MYO) & D-chiro inositol (DCI), have been demonstrated to be helpful to the syndrome, 
being however essential the knowledge of the anamnestic history of the patient. MYO is usually converted by an epimerase into 
DCI. Such epimerase is however less expressed in patients with familiar diabetes or suffering for diabetes thus determining an 
unbalancing between the biological actions of MYO and DCI. This impairment is potentially a serious issue since 50-65% of PCOS 
patients have familial diabetes and are overweight/obese.
In addition, also an imbalance in alpha lipoic acid (ALA) synthesis has been reported in the same group of PCOS subjects due to a 
mitochondrial impairment of expression/function of LASY (lipoic acid synthase) enzyme.
Moreover, recent studies reported that PCOS shows also a pro-inflammatory state mainly sustained by an impairment of the 
endogenous anti-oxidant system. In fact recent studies clearly demonstrated that the integrative approach using canitines, L-arginine 
(L-Arg) and N-acetyl cystein (NAC) greatly improve the hyperinsulinemic state reducing IR acting on the pro-inflammation.
As for what above described, new treatments, mainly integrative, are now available to face the complex genetic and/or epigenetic 
impairments that PCOS shows. Theoretically, inositols, ALA, L-Arg and NAC are the new strategic integrations that might be 
associated with a correct life style, being this last essential. 
In conclusion, the real relevant aspect is to have specific insights and advices so that to better choose what might be the more 
appropriate integrative approach for PCOS. 

Alessandro D. Genazzani (IT)
Department of Obstetrics and Gynecology, Gynecological Endocrinology Center, University of Modena and Reggio Emilia, Modena, Italy

Polycystic Ovary Syndrome: from genetic aspects to therapy

Integrative approach to PCOS: trick and tips
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Polycystic ovary syndrome (PCOS) is a disease comprising all periods of woman’s life, starting from the foetal periods until 
menopause. Taking into account many options, we recommend identification of PCOS women in the aspect of ovulation dominant 
disturbances, hyperadrogenism and metabolic problems, which previl both in pubescence and menopausal periods. Taking in to 
account phenotypes adopted in ESE consensus, metabolic, hyperandrogenic and reproductive phenotypes should be considered. 
Metabolic phenotypes is predominant and metabolic disturbances accompany abdominal obesity, however also this phenotype 
was recognised in women with metabolic obesity and normal weight. This phenotype associated with insulinę resistance and 
dyslipidemia. In hyperandrogenic phenotype, biochemical and/or clinical hyperandrogenism symptoms are dominant. In 
reproductive phenotype, irregular(rare) menstruation with disturbed ovulation or no ovulation and secoundary amenorrhea are 
dominant problems. According to PCOS phenotypes personalised therapy is recommended. 

Andrzej Milewicz (PL)
Department of Endocrinology, Diabetology and Isotopes Therapy, Wroclaw Medical University, Wrocław, Poland

Faculty of Natural Sciences and Technology, Karkonosze College in Jelenia Góra, Jelenia Góra, Poland

Polycystic Ovary Syndrome: from genetic aspects to therapy

What about the PCOS phenotypes
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Adenomyosis is a benign uterine disorder in which endometrial glands and stroma are pathologically demonstrated in the uterine 
myometrium. Although it has always been considered the classic condition of multiparous women over 40 years old who have pain 
and heavy menstrual bleeding, adenomyosis is increasingly identified in young women with infertility and reproductive failure, 
by using imaging techniques such as transvaginal ultrasound and magnetic resonance. Approximately 25% of infertile women, 
especially those who have had recurrent pregnancy loss and implantation failure, those requiring IVF, and those with concomitant 
endometriosis. Among women under fertility treatments, rates of implantation, clinical pregnancy per cycle and embryo transfer, 
ongoing pregnancy, and live-birth rate were significantly reduced, whereas miscarriage rate was increased.
In infertile women with adenomyosis, eutopic endometrium shows a wide variety of molecular alterations, causing an altered 
receptivity. This includes altered sex steroid hormone pathway, increased inflammatory markers and oxidative stress, reduced 
expression of implantation markers, lack of expression of adhesion molecules, and altered function of the gene for embryonic 
development (HOXA 10 gene), causing an impairment of implantation.
Abnormal uterotubal transport seems to be another important mechanism leading to infertility and is due to anatomical distortion 
of the uterine cavity but also to disturbed uterine peristalsis and sperm transport. The inner myometrium and, in particular, the 
junctional zone, present with dysfunctional hyperperistalsis and increased intrauterine pressure. In addition, in the presence of 
adenomyosis, ultrastructural myometrial abnormalities cause a disturbance in normal myocyte contractility. All these endometrial 
and myometrial mechanisms seem to contribute to the impact of adenomyosis on fertility. 

Felice Petraglia (IT), Silvia Vannuccini (IT)
Obstetrics and Gynecology, Department of Maternity and Child Health, University Hospital Florence, Careggi University Hospital, Florence, Italy

Impacts of endometriosis and adenomyosis on women’s health and fertility: strategies and therapies

Infertility and adenomyosis: the mechanisms
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Puberty is defined as a gradual biological process characterized by several hormonal changes that allows an individual to become 
sexually mature and acquire the reproductive ability.
The reproductive system is governed by hypothalamic-pituitary ovarian axis. Puberty onset is related to an increase of gonadotropin-
releasing hormone (GnRH).
Kisspeptin is a neuropeptide encoded by kisspeptin gene (KISS1) and located in different brain regions mainly in hypothalamus 
(arcuate nucleus and preoptic area). Kisspeptin is regarded as the main positive regulator of GnRH pulsatile release. Kisspeptin acts 
trough GPR54 receptor (Kisspeptin receptor). Scientific evidences suggest that hypothalamic kisspeptin neurons play a critical role 
in controlling puberty onset via GnRH stimulation. 
Clinical studies revealed that inactivating mutations of the GPR54 gene and mutation of Kisspeptin gene caused the impairment of 
pubertal maturation and reproductive function (hypogonadotropic hypogonadism). Activating kisspeptin receptor gene mutation 
as a cause of precocious puberty also has been described. Futher studies on kisspeptin are required to fully elucidate underlying 
mechanisms of pubertal onset and puberty disorders in humans. Additionally possible studies on kisspeptin agonists and antagonists 
for the potential treatment of puberty disorders should be considered. 

Blazej Meczekalski (PL)
Department of Gynecological Endocrinology, Poznan University of Medical Sciences, Poznan, Poland

Adolescent gynecology

Kisspeptin role in puberty process and puberty 
disorders
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Progesterone plays an important role in maintaining pregnancy thanks to suppressive actions on the immune system and lymphocyte 
proliferation and activity. Uterine smooth muscle activity is suppressed by progesterone ensuring maintenance of pregnancy. In 
mammalian species is onset of labour accompanied by decreased progesterone levels in peripheral blood. This mechanism has not 
been described in humans. 
We hypothesize, that the cervical ripening is caused by progesterone antagonists leading to cervical shortening. The use of vaginal 
progesterone, due to meta-analyses, reduces the risk of preterm birth before 34 weeks and composite adverse neonatal outcome 
in women with a singleton pregnancy and short cervix <25mm. In low risk singleton women without a history of PTB, cervical 
length measurements may be of value to identify women at risk for preterm birth. When a midtrimester measurement of the cervix 
of 25 mm is detected, women can be offered treatment with vaginal progesterone 200 mg. Screening for short cervical length in 
midtrimester in a low risk population makes the use of vaginal progesterone cost-effective. 
Women with one or more PTB in their history, should be offered routine progesterone starting at 16 weeks of gestation until 36 
weeks. In addition, serial cervical length screening is indicated between 16 and 24 weeks of gestation. 

Pavel Calda (CZ)
Department of Gynecology and Obstetrics, Charles University, Prague, First Faculty of Medicine and General Teaching Hospital, Prague, Czech Republic

Progestogens, progestins or natural progesterone: why all the confusion in pregnancy maintenance? 
(organized by PREIS School Academy)

Potential benefits with progesterone and related 
progestins in late pregnancy maintenance (PTB)


