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Context
Ichthyoses represent a heterogeneous spectrum of genodermatoses characterized by skin hyperkeratosis and desquamation of the 
epidermis. Harlequin ichthyosis (MIM: 242500) is the most severe form of this spectrum, inherited in an autosomal recessive 
manner. ABCA12 has been identified as the major disease-causing gene of this form of ichthyosis. Prenatal sonographic diagnosis 
is not frequently reported in literature. 
Objective
Here, we describe a rare case report of a preterm birth of Harlequin ichthyosis with a prenatal missed diagnosis. 
Observation
A 36-year-old female (gravida 4 and para 3) married to a non-consanguineous 40-year-old husband, from the south of Tunisia was 
referred for severe hydramnios in her fourth pregnancy on the third trimester. Two anterior prenatal examinations revealed a single 
live intrauterine gestation in cephalic presentation, with no significant abnormalities. Prenatal ultrasound at 34 weeks of gestation 
showed uncertain malformed fetus. Maternal gestational diabetes was excluded. Familial history record revealed three healthy 
children and no history of congenital anomalies in the family. The patient had medical induction for preterm rupture of membranes 
at 35 weeks of gestation. A female baby was delivered by urgent caesarean section for failed induction. The appearance of the 
neonate was remarkable with confirmed intrauterine growth restriction (2800 g) and polyhydramnios. In fact, facial anomalies 
included bilateral ectropion (eversion of the eyelids), eclabium (eversion of the lips), and a large, round, and wide-open mouth. The 
nose and ears were hypoplastic. The limbs were short and held in a fixed, flexed position. Medical genetic evaluation confirmed 
the diagnosis of Harlequin ichthyosis. 
Conclusion
Harlequin ichthyosis seems to be extremely difficult to diagnose with imaging. Literature review showed that three-dimensional 
ultrasound applications is the best way to recognize facial morphology, and thus, greatly contributes to prenatal diagnoses of 
this syndrome. Imaging features are typically seen in late gestation in most of the cases. Severe hydramnios, intrauterine growth 
restriction and preterm birth associated to sonographic features may be helpful for diagnosis. 

Nouha Bouayed Abdelmoula (TN), Balkiss Abdelmoula (TN)
Sfax University, Medical University of Sfax, Tunisia
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Breast cancer is common, and is currently considered the first cancer in women. In Tunisia, it accounts for about 30% of all female 
cancers.
The term “pregnancy-associated breast cancer” is used if this cancer is diagnosed during pregnancy and up to one year after giving 
birth. Thisassociation was considered for a long time to be of rapid evolution and unfavorable prognosis.Breast surgery during 
pregnancy is complicated due to the hypervascularization of the gland during this period.
Therefore, it imposes proper hemostasis and lymphostasis. The main effects of
radiotherapy during the preimplantation period (from conception to 10 days) are represented by embryonic death and malformation 
risk during the embryonic phase (days 10-14 up to 8 weeks).When chemotherapy is administered in the first trimester, the rate of 
malformations is 14% to 19%, and the rate dropped to 1.3% when chemotherapy is introduced in the second or third trimester. 
The literature reported a 3.8% of fetal malformations in his study,However ; A protocol based on Anthracylins (up to 100 mg/m² 
but 50 mg/m² in most studies) appears to be prescribed without major materno-fetal consequences. Experience of maternity and 
neonatology center of tunis-tunisia; We report in this retrospective study a series of 25 patients with pregnancy-associated breast 
cancer (PABC) recorded over 10 years at the Tunis Maternity and Neonatal Center (TMNC). 
In conclusion, it seems that the prognosis of breast cancer is not much aggravated by pregnancy itself as by the delay in diagnosis 
and management. Treatment should be started promptly during pregnancy. 

Radhouane Achour (TN), Dhikra Trabelsi (TN), Rim Ben Hmid (TN)
Emergency Department of Gynecology and Obstetrics, Maternity and Neonatology Center of Tunis, Faculty of Medicine of Tunis, El Manar University of 
Tunis, Tunis, Tunisia,
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Objectives
To evaluate whether parity and BMI affect placental volume and placental quotient in the first trimester. 
Material and methods
140 women undergoing first trimester screening were prospectively assessed using three-dimensional ultrasound in order to measure 
PV using the VOCAL software (Voluson E8, GE). The off-line analysis was performed by 4D View software and PV was calculated 
using VOCAL option (85°). Body mass index (BMI) was calculated (k/m²) and recorded. To assess parity influence on the placental 
volume patients were divided in two subgroups - there were 60 patients in nullipara and 80 in multipara subgroup. Spearman’s 
correlation coefficient (ρ) was used to study the relationships between all the studied variables. P < 0.05 was considered statistically 
significant.
Results
The median PV in nullipara group was 73.88 mm3 and 71.86 mm3 in multipara group, therefore there were no statistically 
significant difference between two groups (ρ=0.12; P=0.63). The median PQ in nullipara group was 0.22 and 0.19 in multipara 
group, there were no significant difference between two groups (P=0.53). 
On the average BMI was 23.7 (range: 17.1-43.1) kg/m². BMI did not correlate with PV (ρ=0.12; P=0.23) or PQ (ρ = 0.075; P=0.56)
Conclusions
The results of our study suggest that placental volume does not correlate with parity of BMI. The limitation of current study was the 
small numbers of patients. Further studies are needed to evaluate the influence of parity and obesity on placental volume. 

Diana Bokucava (LV), Natalija Vedmedovska (LV), Pavels Domasevs (LV)
Department of Obstetrics and Gynecology, Riga Stradins University, Riga, Latvia 
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Objectives
To analyse the application of radiant color flow and 3D HD flow in confirmation of vellamentous insertion of umbilical cord. 
Methods
In a two year period we examined 5120 patients and analysed placental insertion and also insetion of umbilical cord. Examinations 
were performed on GE E10 with transabdominal probe RMC6 and GE E8 with transabdominal probe RAB6. Umbilical cord 
insertion was checked in color Doppler mode with radiant flow. When suspicious finding was detected, 3DHD power Doppler 
flow was applied in order to confirm vellamentous umbilical cord insertion. 3D volume was obtained in power Doppler mode, 
High2 resolution witn sweep angle of 45 degrees. Futher analysis was perforemed in gloss body mode with color and monochrome 
reconstruction of umbilical vessels position. 
Results
In the studied period we detected 5 patients with vellamentous insertion of umbilical cord. Vellamentous insertion was detected in 
two patients with singleton pregnancy in second trimester. Two of them had vasa praevia confirmed with 3D HD flow with vessels 
overlying internal cervical orifice and isthmic part of the uterus. Placental insertion was on the anterior wall and umbilical cord 
insertion on posterior wall of the uterus. Three patients had twin pregnancy with septal vellamentous insertion. All patients were 
followed up until delivery.Patients with vasa praevia and twin pregnancies with vellamentous insertion were delivered by caesarean 
section and umbilical cord insertion confirmed after extraction of the placenta. 
Conclusion
Vellamentous umbilical cord insertion and vasa praevia can be screened by Radiant color flow and definite diagnosis can be 
confirmed in 3D HD power Doppler mode. In order to prevent obstetrical complications pregnancies with vasa praevia were 
terminated by caesarean section. 

Zaklina Jurisic (RS), Aleksandar Jurisic (RS), Sladjana Mihajlovic (RS), Dejan Dinic (RS)
[Jurisic Z] [Dinic] OB/GYN Polyclinic Jurisic, Belgrade, Serbia; [Jurisic A] University of Belgrade Medical School, Narodni Front University Hospital, 
Belgrade, Serbia; OB/GYN Polyclinic Jurisic, Belgrade, Serbia, [Mihajlovic] Clinical Hospital Center “Dr Dragiša Mišović”, Belgrade, Serbia
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Context
Premature birth (PTB) is defined as a live birth before 37 weeks of gestation. Besides its association with mortality, there are 
both acute and chronic morbidities associated with PTB, including long-term sequelae such as cognitive and motor delays. One 
of the recognized risk factors for PTB is a maternal and/or fetal genetic predispositio. One of main pathways involved in uterine 
quiescence is progesterone (P4) pathway. A number of single nucleotide polymorphisms (SNPs) have been described in human 
PGR. 
Objective
To evaluate the roles of four selected genetic variations in fetal and maternal progesterone receptor gene (PGR) and to identify 
women who may have higher or lower odds for PTB compared to the general population.
Methods
A case-control study with two groups of pregnant women and two groups of newborns was performed. Venous blood samples 
were taken from pregnant women and blood from the umbilical cord of the newborns once after obtaining informed consent. Four 
described genetic variants of PGR (rs1042838, rs1042839, rs10895068, and rs1932836) were analyzed. Statystical analysis has 
been made
Patient(s)
The study was conducted between November, 2017 and January, 2021. The study enrolled two groups of pregnant women (109 
women who delivered at term and 109 women who had a preterm delivery) and two groups of newborns (109 term and 109 
preterm). None of the subjects were genetically related.
Result(s)
There was statistically significant difference between cases and controls in the distribution of newborns’ allele frequency of minor 
C allele of the PGR SNP rs1942836 (P=0.03, Fishers exact test) in favor of premature birth. A statistically significant difference 
between the frequency of the mothers’ minor T allele of rs1042838 (P=0.005; Chi-squared test) and the mothers’ minor T allele of 
rs1042839 (P = 0.005; Chi-squared test) in favor of extremely premature birth has been found. There was a statistically significant 
difference between the frequency of the newborns’ minor C allele of rs1942836 (P=0.03; Chi-squared Test) and newborns’ 
heterozygotes CT genotype of rs1942836 (P=0.03; Fishers’ exact Test) when comparing the control group and the early premature 
group.
Conclusions
Our study suggests that patients with selected genetic variants of the progesterone receptor gene (mothers SNP rs1042838 and 
rs1042839 and newbons SNP rs1942836) could have greater odds for premature birth compared to general population. 

Mirta Kadivnik (HR), Kristina Kralik (HR), Jasenka Wagner (HR)
[Kadivnik] Clinic of Obstetrics and Gynecology, University Hospital Center Osijek, Osijek, Croatia; [Kralik] [Wagner] Department of Medical Biology and 
Genetics, Faculty of Medicine, J.J. Strossmayer University, Osijek, Croatia
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Introduction
The COVID-19 pandemic caused by Severe Acute Respiratory Syndrome Coronavirus 2 (SARS-CoV-2) is a public health 
emergency, which has resulted in more than 4 million deaths worldwide. The SARS-CoV-2 virus enters the host cells by binding 
to the angiotensin-converting enzyme 2 (ACE2) and facilitates its entry via transmembrane protease, serine 2 (TMPRSS2). Recent 
reports suggest that SARS-CoV-2 infection can cause pregnancy complications such as pre-term birth and miscarriages. Despite 
rapidly evolving research, little is known about the effects of SARS-CoV-2 infection in the endometrium and thus its effect on 
vertical transmission and pregnancy outcome remains inconclusive.
Objective
To understand the effects of SARS-CoV-2 infection on the endometrium and investigate the possibility of vertical transmission.
Methods
3D-cell culture models, endometrial spheroids (cell lines) and primary endometrial organoids were generated. Downstream 
methods including, RT-qPCR, immunofluorescence, western blotting and in silico analysis were employed to assess the machinery 
involved in SARS-CoV-2 transmission.
Results
Pseudo-bulk single cell RNA-seq data of human first trimester decidua was analyzed to understand the distribution of ACE2 
and TMPRSS2 in different maternal cell populations. To verify these findings, endometrial spheroid and organoids model were 
established. Both entry receptors, ACE2 and TMPRSS2, were expressed in both models.
Conclusions
Our studies provide initial insights into the transmission route of SARS-CoV-2 and emphasize that endometrial spheroids and 
organoids could be better models to understand maternal pathologies of COVID-19.

Anna Liu (DE), Janet Pushpa Raja Xavier (DE), Yogesh Singh (DE), Andre Koch (DE), Sara Y. Brucker (DE), 
Madhuri Salker (DE)
[Liu] University of Tübingen, Germany; [Pushpa Raja Xavier] [Koch] [Brucker] Department of Obstetrics and Gynecology, University of Tübingen, 
Tübingen, Germany; [Singh] Institute of Medical Genetics and Applied Genomics, Eberhard Karl University, Tubingen, Germany
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Context
Fetal Autonomic Nervous sysTem Evaluation (FANTE) is a non-invasive tool able to evaluate the autonomic nervous system 
activity in fetus. Autonomic nervous system is a key-regulator of the fetal homeostasis during the prenatal and postnatal life and its 
modulation could be important to assess ANS maturation and development. 
Objective
Primary endpoint was determining the effect of musical stimulation on fetal heart rate, and on six specific parameters linked to ANS 
activity, in particular heart rate variability (RRsd, ANNsd, LPPsd, Ptot), sympathetic (LFn) and parasympathetic activity (CVI).
Method
All FANTE registrations were acquired using 12 derivations placed on the maternal abdomen. In every session, 5 min basal FANTE 
(bFANTE), 10 min stimulus FANTE (sFANTE), and 5 min post-stimulus FANTE (psFANTE) were registered. The musical 
stimulus was “Clair de lune” Debussy from London Symphony Orchestra, played through headphone on the mother abdomen at 
an average sound intensity of 50.8dB. 
Population
Thirty women between the 32nd and 38th week with a singleton uncomplicated pregnancy were recruited in this study. A weekly 
FANTE registration was performed.
Results
No differences were observed between FHR during bFANTE, sFANTE and psFANTE. 
Comparing bFANTE to sFANTE, a statistically significant increase in cardiac variability index were observed (RRsd: 20.3±6.2ms 
vs 28.33±5.9ms, p=0.010; ANNsd: 11.18±6.1ms vs 28.33±5.9ms, p<0.001; LPPsd: 25.72±7.3ms vs 37.4±9.0ms, p=0.009; Ptot: 
403±231.9ms2 vs 624.2±253.9ms2, p=0.009). Also parasympathetic activity index was modified by music stimulation (CVI: 
2.34±0.4ms2 vs 2.68±0.2ms2, p=0.018). In all the parameters evaluated, the increase in ANS activity persisted during psFANTE 
registration. The sympathetic activity index remained stable during the sFANTE, and subsequently, significantly increased during 
psFANTE (LFn: 0.29±0.1 vs 0.20±0.1, p=0.009).
Conclusion
Music can influence the fetal basal activity of the autonomic nervous system, enhancing total cardiac variability and parasympathetic 
function. This response persists also after the termination of the stimulus. Even if music seams to not have an immediate effect on 
sympathetic function, a delayed reduction of sympathetic activation was observed. 

Francesca Massimello (IT), Alessio Canu (IT), Gaia Impastato (IT), Magdalena Montt (IT), Lucia Billeci (IT), 
Maurizio Varanini (IT), Tommaso Simoncini (IT), Paolo Mannella (IT)
[Massimello] [Canu] [Impastato] [Montt] [Simoncini] [Mannella] Division of Obstetrics and Gynecology, Department of Clinical and Experimental 
Medicine, University of Pisa, Italy; [Billeci] [Varanini] Institute of Clinical Physiology (IFC) National Research Council (CNR), Pisa, Italy
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Context
Postpartum is a very important phase to avoid long-term pelvic floor problems. The application of new technologies (as mobile 
APPs) to achieve a correct rehabilitation is amazing.
Objective
To determine if the use of a mobile application can help patients to have a greater improvement in their muscular strength and a 
bigger adherence when doing Kegel exercises during postpartum rehabilitation.
Methods
Randomised prospective trail with intention to treat which includes 26 patients who had two or more risk factors of suffering of 
future pelvic floor disfunctions.
Patients
This patients were visited 40 days postpartum and their perineum muscular strength was evaluated using the Oxford vaginal testing. 
They were randomized in two groups.
Intervention
Our intervention was the use of a mobile application (Tät©). Patients perineum muscular strength was revaluated by the same 
professional in a new visit 6 months after, who didn’t know random. 
Main Outcome Measures
The main variables of the study were: the initial perineal testing, the adherence to the rehabilitation programme, the increase in 
the perineum testing compared to the initial physical exploration and the diagnosis of pelvic floor pathology. A descriptive and 
comparative analysis of the pelvic floor results between both groups was done using an SPSS 17.0 programme.
Results
A significant statistical relation between using the mobile application and an improvement in the vaginal testing in one point or 
more was found. Patients who had used APP had a higher value at 73% (11/15). Patients who had not used APP had an improvement 
at 20% (2/10), p<0.05. No significant statistical relation between using the mobile application and an improvement in the vaginal 
testing in two points or more was found. 
Conclusions
From our results we can determine that the practise of Kegel exercises monitored by a mobile application during six months 
improves the Oxford vaginal testing in patients with risk factors to develop future pelvic floor disfunctions. This improvement 
indirectly helps to prevent future conditions such as urine or faecal incontinence or urogenital prolapses. Though the adherence 
to the exercises could not be evaluated a significant statistical relation was found between those patients who used the mobile 
application and an improvement in Oxford vaginal testing. It seems that this tool helps patients to do the exercises, improve the 
perineum strength and avoid future perineum floor disfunctions. 

Judith Lleberia (ES), Gerard Molina i Olivella (ES), Montserrat Mestre (ES), Laura Toledo Mesa (ES), Nuria 
Burgaya (ES), Josep Pubill-Soler (ES)
Department of Obstetrics and Gynecology, Parc Taulí Hospital Universitari, Institut d’Investigació i Innovació Parc Taulí, I3PT, Universitat Autònoma de 
Barcelona, Sabadell, Barcelona, Spain
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Context
Clinical diagnosis of chorioamnionitis can be challenging, as its clinical presentation, can be shared with physiological changes 
in labor and increasing use of epidural analgesia. Knowing the risk factors can add to the diagnostic accuracy, as in all situation 
treatment needs to be initiated based on clinical diagnosis before the definite diagnosis can be made by culture and histopathology 
(HPE).
Objective
To know incidence of chorioamnionitis in all patients who presented to our department. To analyze and find most likely risk factors 
and maternal outcomes. To look for positive diagnostic markers and their association in our setting.
Design
Retrospective study, all patients from January 2016 to December 2018 treated for suspected clinical chorioamnionitis were included 
in study.
Method
172 cases (> 37 week) treated for clinical chorioamnionitis were identified through EMR. Mode of delivery, association with 
gestational age and parity, common risk factors, association of clinical presentation with laboratory markers and maternal 
complications, were studied. 
Results
Total number of clinical chorioamnionitis cases identified were 172(1.03% of total deliveries (16,699 deliveries).77% cases were in 
nulliparous as compared to average nulliparous woman (21%). 43% cases were identified at >40 weeks gestation. Rate of caesarean 
section (CS) was 44.76% and instrumental delivery rate was 22% as compared to 33% (CS rate) and 8% (instrumental delivery) in 
general population. Most common risk factors identified were premature rupture of membrane (49%), post-date pregnancies (42%) 
and induction of labor (31.4%). CRP was found to be high in > 95% of cases and CRP >50 was shown to be strongly correlating 
with positive placental HPE of chorioamnionitis. Blood culture was positive in 14% of cases and placental culture in 39% of cases. 
80% of CS were primary CS and main indications being failure to progress (39%) and fetal distress (36.66%). PPH rate was as high 
as 19% in CS and 9.5% in vaginal delivery.
Conclusion
To overcome diagnostic challenges of chorioamnionitis, clinical manifestation, laboratory tests and risk factors all must be taken 
into consideration before starting the management in actual clinical scenario. Our review agrees with the literature in association 
of chorioamnionitis with adverse maternal outcome mainly increased operative delivery, primary caesarean section and PPH. High 
CRP value (>50) has shown 100% correlation with positive HPE. 

Joohi Ramawat (QA), Yousra Shehada Siam (QA), Sufia Athar (QA), Lolwa Al Ansari (QA)
Department of Obstetrics and Gynecology, Al Wakra Hospital, Hamad Medical Corporation, Doha, Qatar
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The miracle of childbirth is often clouded by the adverse effects on the soft tissue of the pelvic floor induced by passage of the fetus 
through the birth canal, which can ultimately have a significant impact on the quality of life of women. 
The aim of this presentation is provide an illustration of the origins and consequences of maternal pelvic floor trauma on the 
structure and function of the urogenital system and to present a complex realistic approach to surgical management of pelvic floor 
defects. 
An MRI derived 3-D model of the female pelvis with high-resolution images demonstrating key anatomical structures as are 
visualized during surgery will be utilized. The etiology of pelvic floor trauma during childbirth will be discussed and the biophysical 
principles underlying the mechanical strain and load on the soft tissues with passage of the fetal head during vaginal delivery will 
be addressed. 
The operative method will be illustrated through a series of photo slides detailing intraoperative technique, identification and utilization 
of native tissue structures (fascia), suture placement and material as well as a general appreciation for the interconnectedness (tissue 
mapping) of the pelvic floor muscles, fascia, and paravaginal tissues in the anatomical restoration of the vaginal axis, length, and 
overall physiological function. 
Lastly, the important role of postoperative physiotherapy and education of women in regaining pelvic floor function should not be 
underestimated and used concurrently with surgery to insure successful patient outcomes. 

Ian Vasicka (CZ)
Department of Obstetrics and Gynecology, First Faculty of Medicine, Charles University in Prague and University Hospital Bulovka, Prague, Czech 
Republic
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Context
Approximately 1 in 5 of the UK population are vitamin D deficient. National guidance highlights pregnancy as a risk factor; 
however, vitamin D screening in pregnancy is not the norm in most hospital guidelines except in those most at risk. A maternity 
business case was made in October 2020 to screen all pregnant women for vitamin D status.
Objective
Compare whole population vs. at risk screening national guidance. Methods: Audit (W&C.NP.21.078) undertaken in a UK hospital 
setting. Patient data extracted via maternity-information-system (CMIS), vitamin D levels obtained via the picture-archiving-
communication system (PACS). Data analysis via MS Excel. 
Patients
1,312 women attending their antenatal booking appointment from 01/01/21-31/03/21, with 450(34.3%) selected randomly for 
auditing. 
Interventions
Data collected: Visit-date, age, gestation, ethnicity, place-of-birth, booking Vitamin D levels and repeat if available. Analysis for 
vitamin D <50nmol/l [insufficient plus deficient status] and <25nmol/l [deficient status]. Ethnicity used as surrogate marker for 
‘high-risk’ versus ‘low-risk’ status. 
Results
447 (99%) pregnant women had their vitamin D levels checked. 250/447 (56%) had levels <50nmol/l and 74/447(17%) were 
deficient. Analysis of ethnicities of women with levels <50nmol/l (of 447) mainly identified those of ‘Indian’ background (135;30%), 
and ‘other White background’ (131;29%). The latter ethnicity is not considered high-risk based on current guidance. The country 
of origin for around 70% (92/131) of ‘other White background’ was Romanian. 53 (57%) had vitamin D levels <50nmol/l;10 had 
levels <25nmol/l. We have identified ‘Romanian’ pregnant women as a new group at risk of suboptimal vitamin D levels. Chirita-
Emandi et al (2015) reported poor vitamin D levels in 59% of the Romanian population, with being older, female and winter period 
as risk factors. For those Romanian women now in the UK, our audit identifies a need for vitamin D assessment in pregnancy with 
supplementation for those with suboptimal levels.
Conclusion
Screening for vitamin D status should ideally be undertaken for all pregnant women. However, if screening is directed by risk 
stratification, this population needs to include Romanian women. 

Kevin Zhang (UK)
London North West Healthcare Trust, United Kingdoms
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Context
In the pivotal LIBERTY 1/2 trials and Long-Term Extension (LTE), once-daily relugolix combination therapy (Rel-CT: relugolix 
40mg, estradiol 1mg, norethindrone acetate 0.5mg) reduced menstrual blood loss (MBL) volume, was well tolerated, with bone 
mineral density (BMD) preservation in women with uterine fibroids (UF) through 52 weeks (wks).
Objective
Evaluate the efficacy and safety of Rel-CT for up to 2 years.
Methods
Phase 3 LIBERTY randomized withdrawal study (RWS).
Patients
Women with UF-associated heavy menstrual bleeding (HMB) who completed the 24-wk LIBERTY 1/2 trials and the 28-wk LTE, 
and who met responder criteria (MBL volume <80 mL, ≥50% reduction from pivotal study baseline at Wk 48 in LTE).
Interventions
Women were randomized 1:1 to Rel-CT or placebo (blinded) for up to 52 wks (total treatment period: 104 wks). Women who 
relapsed with HMB during the study (MBL ≥80 mL) received open-label Rel-CT.
Main outcome measures
Primary endpoint: % of women who maintained MBL <80 mL at Wk 76. Key secondary endpoints included: time to MBL volume 
≥80 mL, % of women who maintained MBL of <80 mL through Wk 104 (over the 52-wk randomized treatment period), and % of 
women achieving/maintaining amenorrhea at Wk 76/end of treatment.
Results
Of 229 randomized women (Rel-CT: 115, placebo: 114), 228 were treated and 89 (77.4%) and 86 (75.4%) completed the RWS. 
At Wk 76, 78.4% of women on Rel-CT maintained MBL <80 mL vs 15.1% with placebo (p<0.0001). Through Wk 104, 88.3% of 
women randomized to placebo at Wk 52 relapsed (median time to relapse: 5.9 wks); 87/89 women who relapsed and received open-
label rescue Rel-CT responded (MBL <80 mL). At Wk 104, 69.8% of women on Rel-CT maintained MBL <80 mL vs 11.8% with 
placebo (p<0.0001). The % of women who achieved/maintained amenorrhea was 57.4% vs 13.3% at Wk 76 and 58.3% vs 10.6% 
at Wk 104 for Rel-CT vs placebo, respectively (both p<0.0001). Rel-CT was generally well tolerated; no new safety signals were 
detected, and the adverse event profile was consistent with that reported through 1 year. BMD remained stable in women on Rel-
CT from Wk 52 to Wk 104; cumulative assessment showed that BMD was maintained through 2 years.
Conclusions
After 2 years of Rel-CT, there was evidence of effect durability in maintaining low MBL volume in women with symptomatic UF 
and of return of HMB in most women after treatment cessation, which improved upon Rel-CT re-treatment. Long-term Rel-CT 
was generally well tolerated. 

Ayman Al-Hendy (US), Roberta Venturella (IT), Juan Camilo Arjona Ferreira (US), Yulan Li (US), Rachel B. 
Wagman (US), Andrea S. Lukes (US)
[Al-Hendy] Department of Obstetrics and Gynecology, University of Chicago, Chicago, USA; [Venturella] Department of Obstetrics and Gynecology, 
“Magna Grecia” University, Catanzaro, Italy; [Arjona Ferreira] [Li] [Wagman] Myovant Sciences Inc., [Lukes ] Carolina Women’s Research and Wellness 
Center, Durham, North Carolina, USA
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There is increasing concern that Corona could limit adequate medical care. The Scientific Endometriosis Research Foundation 
(SEF) therefore examined the situation of women with endometriosis in cooperation with the German IVF Register (D·I·R)® in 
2020 under the COVID-19 special conditions.
On the one hand, certified endometriosis centres were asked via questionnaire for information on the care services for such patients 
in 2019 and 2020. On the other hand, the annual reports from IVF centres were evaluated regarding women with the mentioned 
main diagnosis of endometriosis.
The care services in the outpatient area remained the same during the study period. Looking for surgeries for those women, there 
was to state a reduction of 8% in 2020 compared to 2019. In reproductive medicine, there was an increase of 20% in ART treatment 
cycles, even more as compared with all ART treatment cycles in 2020.
We can conclude that in the field of reproductive medicine the medical care was not impaired by the COVID-19 conditions for 
patients with endometriosis. It remains to be seen whether the decline in endometriosis surgery under COVID-19 conditions will 
affect the severity of the disease in the future care. 

Klaus Bühler (DE), Markus Kimmel (DE)
[Bühler] Scientific-Clinical Centre for Endometriosis of the University Hospitals of Saarland, Saarbrücken, Germany and Center for Gynecology, 
Endocrinology and Reproductive Medicine, and Stuttgart, Ulm, Germany; [Kimmel] Deutsches IVF-Register e. V. (D·I·R)®, Geschäftsstelle und 
Datenkoordination, Düsseldorf, Germany
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Context
Umbilical endometriosis is an unusual clinical presentation
Objetive
Case report of a skin lesion of endometriosis in the umbilicus secondary to non-gynecological videolaparoscopic surgery 
(cholecystectomy) in a patient with primary dysmenorrhea with complete resolution of symptoms after surgical treatment. 
Demonstrate the diagnosis and surgical treatment of the lesion
Methods
Description of symptoms, surgical treatment and case follow up
Patient(s)
A 37-year-old female with a history of primary dysmenorrhea and infertility for 5 years, presenting with a brownish nodular 
lesion in the umbilicus with severe pain (8/8 on a visual analogue pain scale) and local bleeding during the menstrual period. She 
underwent laparoscopic cholecystectomy surgery 3 years before the onset of symptoms
Intervention
Diagnosis of umbilical scar endometriosis and pelvic endometriosis (left uterosacral ligament) was performed through history and 
physical examination. Pelvic magnetic resonance imaging (MRI) with protocol for endometriosis confirmed the diagnosis. Total 
excision of the umbilical lesion was performed through the abdominal route and, in the same surgical procedure, videolaparoscopic 
surgery for resection of the pelvic endometriosis of the left uterosacral ligament and systematic peritonectomy of the posterior 
compartment of the pelvis
Main outcome measure
The patient monitoring showed complete resolution of symptoms after surgical intervention
Result
The diagnosis and treatment was effective for the case
Conclusion
Secondary umbilical cutaneous endometriosis is uncommon, but it should be included in the differential diagnosis of lesions in this 
anatomical region in women with previous abdominal surgery and a clinical history compatible with endometriosis, which may 
be a marker for deep endometriosis in the pelvis. The concomitant surgical treatment of umbilical and pelvic disease with removal 
of the lesion of the uterosacral ligament and systematic peritonectomy of the posterior compartment of the pelvis proved to be 
effective for the resolution of painful symptoms 

Igor Chiminacio (BR), Carolina Obrzut (BR)
Chiminacio Medicina da Mulher, Brazil
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Introduction
Endometriosis is an inflammatory condition, affecting mainly women of re-productive age. Leptin is a regulator of food intake and 
energy expenditure, posing pleiotropic actions, and regulating immunity and fertility. The aim of this study was to systematically 
review the literature regarding leptin concentrations in biological fluids and tissues of women with endometriosis, and to investigate 
and propose a possible role of leptin in the pathophysiology of endometriosis.
Materials and methods
A systematic search of the literature was conducted in two electronic databases (Medline, Cochrane) and grey literature for original 
research articles on humans, published in any language.
Results
Twenty-nine studies with 1,291 women with endometriosis and 1,664 controls were included in the systematic review. Peritoneal 
fluid and follicular fluid leptin concentrations were higher in endometriosis compared with control group [mean difference (MD) 
7.10, 95% confidence interval (CI) 4.76 to 9.44 ng/ml, 18 studies], (MD 1.35, 95% CI: 0.54 to 2.17 ng/ml, 2 studies) respectively. 
No differences were evident in serum (MD 0.92, 95% CI: -0.84 to 2.68 ng/ml, 12 studies) or plasma (MD -0.95, 95% CI: -4.63 to 
2.72 ng/ml, 3 studies) between the groups. No meta-analysis was conducted for ovarian tissue leptin (2 studies).
Conclusions
The meta-analysis provided evidence for increased leptin concentrations in both peritoneal fluid and follicular fluid of women 
with endometriosis compared with control; these differences were not present in the serum or plasma. The above results support 
a potential pathophysiologic role for leptin in the local microenvironment while declines its use as a blood diagnostic marker. 
Furthermore, we propose a possible role of leptin in the pathophysiology of endometriosis. 

Dimitrios Rafail Kalaitzopoulos (CH), Ioannis Lempesis (UK), Nicolaos Samartzis (CH), Georgios Kolovos 
(CH), Ioannis Dedes (CH), Angelos Daniilidis (GR), Konstantinos Nirgianakis (CH), Brigitte Leeners (CH), 
Dimitrios Goulis (GR), Eleftherios Pierre Samartzis (CH)
Kalaitzopoulos] [Dedes] [Samartzis N] [Kolovos] Department of Gynecology and Obstetrics, Cantonal Hospital Schaffhausen, Geissbergstrasse 
Switzerland; [Lempesis] Section of Investigative Medicine, Division of Diabetes, Endocrinology & Metabolism Department of Medicine, Imperial 
College London, London, UK; [Daniilidis] 2nd University Department of Obstetrics and Gynecology, Hippokratio General Hospital, Aristotle University of 
Thessaloniki, Thessaloniki, Greece; [Nirgianakis] Department of Obstetrics and Gynaecology, University Hospital of Bern, Inselspital, Friedbühlstrasse 
Bern, Switzerland; [Leeners] Division of Reproductive Endocrinology, University Hospital Zurich, Switzerland; [Goulis] Unit of Reproductive Endocrinology, 
1st Department of Obstetrics and Gynecology, Aristotle University of Thessaloniki, Thessaloniki, Greece; [Samartzis EP] Department of Gynecology, 
University Hospital Zurich, Zurich, Switzerland

(OP02) Endometriosis, adenomyosis and fibroids

Leptin concentrations in endometriosis: 
a systematic review and meta-analysis



Oral Presentations

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

Context
Catheter-directed ethanol sclerotherapy (CDS) is efficacious in patients with low anti- Müllerian hormone without adversely 
affecting the ovarian reserve.
Objective
To investigate the therapeutic efficacy of CDS and its effect on the ovarian reserve in patients with endometrioma with a decreased 
ovarian reserve.
Method
This is a retrospective study.
Patients
We evaluated 18 patients with ovarian endometriomas measuring ≥ 3 cm and a pre-procedural anti-Müllerian hormone (AMH) 
level below 2 ng/mL.
Interventions
An 8.5-F catheter was inserted either transabdominally or transvaginally into the endometrioma. Following the aspiration, 
sclerotherapy with 99% ethanol was conducted with subsequent 20-minute ethanol retention.
Main Outcome Measures
Ultrasonography was performed pre-procedurally and 6 months following CDS to evaluate any changes in cyst size and determine 
recurrence. The serum AMH levels, CA-125 levels, and the visual analog scale (VAS) scores were obtained to analyze the ovarian 
reserve and treatment efficacy pre- procedurally and 6 monts after CDS. 
Results
The mean cyst size decreased after CDS on 6 months’ follow-up US (p < .001). All patients reported a decreased VAS score for 
dysmenorrhea (p < .001). The CA-125 level also decreased 6 months after CDS (P =.001). Meanwhile, the difference in serum 
AMH level before and after CDS was statistically insignificant (p = .875).
Conclusion
CDS was efficacious in reducing pain and serum CA-125 level in those patients who had low AMH without adversely affecting 
the ovarian reserve. 

Jaekyung Lee (KR), So Hyun Ahn (KR), Hye In Kim (KR), Yong Jae Lee (KR), Sunghoon Kim (KR), Kichang 
Han (KR), Man-Deuk Kim (KR), Seok Kyo Seo (KR)
Severance Hospital, Yonsei University College of Medicin, Seoul, South Korea
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Context
Relugolix combination therapy (Rel-CT; relugolix 40 mg, estradiol 1 mg, norethindrone acetate 0.5mg) is being investigated for 
the treatment of heavy menstrual bleeding (HMB) associated with uterine fibroids. The rationale for combination use is to mitigate 
anticipated hypoestrogenic effects with relugolix monotherapy, including bone loss. Rel-CT preserved bone mineral density (BMD) 
in the pivotal LIBERTY 1/2 trials and Long-Term Extension (LTE) study. In the LIBERTY randomized withdrawal study (RWS), 
Rel-CT maintained low menstrual blood loss (MBL) for up to 2 years.
Objective
Examine BMD changes up to 104 weeks (wks) of Rel-CT.
Methods
Phase 3 LIBERTY RWS.
Patients
Women who completed 24-wk LIBERTY 1/2 trials and 28-wk LTE, met responder criteria (MBL <80 mL, ≥50% reduction from 
baseline to Wk 48 in LTE) and had BMD loss of <7% from pivotal study baseline.
Interventions
LIBERTY 1/2: 24 wks of Rel-CT, placebo, or relugolix monotherapy then Rel-CT (both for 12 wks), followed by open-label Rel-
CT in the 28-wk LTE study. RWS: women were blindly randomized 1:1 to Rel-CT or placebo for up to 52 wks (total treatment 
period: 104 wks). Those who relapsed with HMB (MBL volume ≥80 mL) received open-label Rel-CT.
Main outcome measures
% change in BMD (Wks 52–104) at the lumbar spine (L1–L4), total hip, and femoral neck (assessed by dual-energy X-ray 
absorptiometry and analyzed by treatment group). Cumulative mean % change in BMD from pivotal study baseline was analyzed 
by pivotal treatment group.
Results
Of 229 randomized women, 228 were treated in the RWS (Rel-CT: 116, placebo: 112). At the lumbar spine, the least squares mean 
% change in BMD from Wk 52 to Wk 104 was 0.81% with Rel-CT vs 0.10% with placebo. Cumulatively, mean % change in BMD 
from pivotal study baseline to Wk 104 in women who received continuous Rel-CT (N=32) was 0.04%. In women who received 
placebo for 24 wks followed by Rel-CT for 80 wks (N=29), the mean % change in BMD from pivotal study baseline to Wk 104 
was 0.45%. BMD initially declined in women who received relugolix monotherapy for 12 wks but stabilized after initiation of Rel-
CT for 92 wks (N=21; mean % change in BMD from pivotal study baseline to Wk 104: –1.85%). BMD findings at the total hip and 
femoral neck were generally consistent with the lumbar spine.
Conclusions
BMD remained stable in women who received Rel-CT from Wks 52 to 104. Cumulative assessment showed that BMD was 
maintained through 2 years of treatment. 

Michael R. McClung (US), Andrea S. Lukes (US), Roberta Venturella (IT), Arthur C. Santora (US), Dongmei 
Zhai (US), Rachel B. Wagman (US), Ayman Al-Hendy (US)
[McClung] Oregon Osteoporosis Center, Portland, USA; [Lukes ] Carolina Women’s Research and Wellness Center, Durham, North Carolina, USA; 
[Venturella] Department of Obstetrics and Gynecology, “Magna Grecia” University, Catanzaro, Italy; [Santora] Kinexum Services LLC; [Zhai] [Wagman] 
Myovant Sciences Inc.; [Al-Hendy] Department of Obstetrics and Gynecology, University of Chicago, Chicago, USA 

(OP02) Endometriosis, adenomyosis and fibroids

Effects of relugolix combination therapy on bone 
mineral density through 2 years in women with 
heavy menstrual bleeding associated with uterine 
fibroids



Oral Presentations

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

Objective
Minimally invasive approach in the treatment of adenomyosis within the uterine & fertility-sparing surgery, mainly for focal 
adenomyosis in office-settings is safe and effective treatment. it can be performed in local analgesia (with or without a combination 
of analgesics) in selected patients in office-settings, thus avoiding the risks of general anaesthetic. fertility preservation and/or 
quality-of-life improvement can be achieved.
Adenomyosis of the uterus is defined as the presence of endometrial tissue, including glands and stroma, situated at least 2.5 mm 
below the endometrial-myometrial junction and widely distributed within the myometrium layer of the uterus. Many women 
still have a desire to preserve the uterus, for which conservative and uterine-sparing procedures are increasingly used. Although 
medical management can be effective, similar to the management of uterine fibroids, its effect is often transient and rapid regrowth 
of adenomyosis and relapse of symptoms and signs always occur once the treatment is stopped. Therefore, other strategies should 
be selected.
Design
Case report.
Setting
Office-settings.
Methods
Our experience and results in office-settings with a focal variants of adenomyosis (adenomyomatic cyst, adenomyoma and a rare 
variant - polypoid adenomyoma), often associated with pelvic pain, dysmenorrhea and infertility. The most common surgical 
treatment for adenomyosis is laparoscopic resection, but here we used the hysteroscopic approach, which may allow for an 
alternative minimally invasive surgical approach. 
Result
The main results of a minimally invasive intrauterine approach are disappearance of metrorrhagia, dysmenorrhea, pelvic pain and 
outcome of pregnancy. Another very important factor is the identification of precancerous lesions.
Conclusions
The minimally invasive intrauterine approach for the treatment of adenomyosis in office-settings is an easy to use, safe procedure 
with excellent results. It is well suited in office-settings. It has positive outcomes and is an acceptable treatment option for selected 
patients at the same time in accordance with the need for expert experience with ultrasound diagnostics. 

Lubomir Mikulasek (CZ)
Center Minimally Invasive Gynecological Surgery, Endometriosis, Adenomyosis & Myoma Treatment (CMIGO, CLEA & CLM),Prague, Czech Republic
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Context
Ulipristal acetate (UA), a selective progesterone receptor modulator, is used successfully for the treatment of symptomatic 
uterine leiomyomas (ULs). Increased P4 and nuclear progesterone receptors (PGR) expression has been suggested to regulate the 
proliferation, growth and the synthesis of the intercellular matrix of ULs. Little is known on the distinct pathomechanisms of UA 
action on ULs.
Objective
We studied the P4-induced activation of signaling cascades in ULs without or with the UA treatment. This further determined the 
P4/UA effects on the molecular pathomechanisms underlying the development and progression of ULs.
Methods
This laboratory-based study was carried out on slow-frozen and paraffin-fixed UL-patient tissue specimens with or without the UA 
treatment. Normal healthy patient myometrium served as control. 
Patients
We evaluated a total number of n=250 women with ULs (n=100 UA-treated; non-treated n=150) and normal myometrium (n=100). 
Pre–operative UA therapy was with 5 mg/ day lasting for 3-months.
Intervention
Cultured primary cells from ULs and UL-explants were exposed to UA, P4, SMAD3 inhibitor, PGRMC1 inhibitor, TGFBRI/RII 
inhibitor, IL–6 inhibitor, VEGF inhibitor, VEGF, IL–6 and their combinations. All the PRs subtype expressions were characterized 
in ULs.
Main outcome measures
Signaling pathways activated by P4 in the absence and presence of UA in ULs regarding the ECM deposition in ULs and tumor 
growth were analyzed.
Results
Abundant expression of nuclear PGR and membrane PRs α, β, and Progesterone receptor membrane component 1 (PGRMC1) 
was found in ULs. UA treatment downregulated all the analyzed genes, except nuclear PGR. P4 treatment in vitro of ULs cells 
significantly stimulated, whereas UA at 1 µM inhibited the cell viability. UA-treatment reversed the P4 effects. Both UA and P4 
treatment activated the TGFβ signaling pathway in ULs. Inhibition of TGFβ receptors enhanced the effects of UA, whereas SMAD3 
inhibitor strongly inhibited the P4 action in ULs. Moreover, UA inhibited the SMAD3 nuclear translocation. P4 upregulated 
significantly the expression of VEGF, IL-6, RhOA, and COL1A1 in ULs. Furthermore, SMAD3 inhibitor suppressed the P4–
stimulated collagen release and enhanced the UA antagonist effects on ULs in vitro. 
Conclusion
Our findings provide novel mechanistic insights into the action of P4/PRs through the TGF-β family signaling pathway regulation 
that promoted ULs growth, as well as upregulation of VEGF, IL-6, and RhOA. 

Gabriela Milewska (PL), Donata Ponikwicka-Tyszko (PL), Piotr Bernaczyk (PL), Michal Szamatowicz (PL), 
Maria Sztachelska (PL), Jakub Tomaszewski (PL), Slawomir Wolczynski (PL), Nafis A. Rahman (PL)
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[Ponikwicka-Tyszko] [Wolczynski] [Sztachelska] Institute of Animal Reproduction and Food Research, Polish Academy of Sciences, Olsztyn, Poland; 
[Bernaczyk] Department of Medical Pathomorphology, Medical University of Bialystok, Poland; [Tomaszewski] Private Obstetric and Gynecological 
Clinic, Tomaszewski Medical Centre, Białystok, Poland
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Objective
To quantify the delays associated with the diagnosis and treatment of diaphragmatic endometriosis (DE) and to evaluate 
postoperative outcomes.
Method
An anonymous international patient survey was designed to collect data regarding demographics, duration and nature of DE 
symptoms, type of surgery and postoperative outcomes. 137 patients diagnosed with DE were invited to participate via endometriosis 
patient associations in 14 countries. Factors associated with postoperative outcomes were analysed using Mann-Whitney U and 
Fisher’s exact tests (P-value < 0.05 was considered statistically significant).
Results
Data was available for 136 respondents (median age 34 years). The dominant reported symptom of DE was moderate-severe pain 
(upper abdomen 68%, chest 64%, shoulder 54%, upper back 44%, neck 40%), and preceded pelvic symptoms in 90 respondents 
(66%). Of 122 people who initially consulted a primary care physician, referral to a gynaecologist occurred after a median of five 
consultations (range 1-100). The median time between first primary care consultation and diagnosis of DE was two years (range 
0-23). 31% of respondents were diagnosed later than one year after their first gynaecology consultation (range 1-13 years), and 30% 
required two or more laparoscopies before diagnosis. 116 patients underwent surgical treatment for DE (abdominal 93, thoracic 
7, combined 16). Postoperative data was available for 113 respondents, and 65% reported significant improvement or complete 
resolution of DE symptoms. There was no significant difference in age (P=0.19), timing of diagnosis (P=0.59) or type of procedure 
(excision or ablation) (P=0.13) between respondents who did and did not experience symptomatic relief after surgery. 61% of 
respondents reported long-lasting symptomatic relief after a median of 1 year, whilst 39% reported ongoing moderate-severe pain 
or have undergone further surgery for recurrent symptoms.
Conclusions
Diagnosis of DE is often delayed due to general lack of awareness. Due to the limited sensitivity of non-invasive investigations and 
the restricted views of the diaphragm at laparoscopy, the diagnosis of DE requires a high index of suspicion and early involvement 
of surgeons trained in laparoscopic liver mobilisation. Recurrent symptoms are common following surgical treatment of DE, and 
due to its relatively low incidence, international collaborative studies are required to determine the long-term outcomes of this 
condition. 

Rachel Piccus (UK), Christopher Mann (UK), Robert Sutcliffe (UK)
[Piccus] University of Birmingham, United Kingdoma [Mann] Endometriosis Clinic, Priory Hospital, Birmingham, United Kingdom [Sutcliffe] Liver unit, 
Queen Elizabeth Hospital, Birmingham, United Kingdom
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Context
Uterine artery embolization (UAE) for uterine fibroids (UF) is used to be a procedure performed without proper supervision and 
follow-up by gynaecologist, that possibly could lead to higher complications rate. 
Objective
To describe one-year experience in uterine artery embolisation (UAE) for uterine fibroids (UF) as a multidisciplinary team.
Methods
Statistical analysis of follow-up results (complaints and the volumes of the uterus and the dominant UF) of patients who underwent 
UAE in Kyiv private clinic Verum Expert clinic.
Patient(s)
55 patients aged 39,5±1,79 (21-50) underwent UAE for UF in the period of June 2020 to June 2021. 
Intervention(s)
The indication for treatment was done by gynecologists based on patient history, clinical examination, and TV-US. Supercelective 
UAE was performed by an experienced endovascular surgeon on Philips Allura Xper FD20 with Clarity IQ function. Patients were 
under supervision of gynaecologist during hospitalisation and under online follow-up. The TV-US was performed before UAE and 
1, 3, 6 month after. 
Main outcome measure(s)
Uterine fibroid size reduction, symptom relief, infection complications rate.
Result(s)
In 35 patients who returned for the TV-US 1 month after the UAE the reduction of the UF volume was -29,21%±11,45, uterine 
volume -21,93%±9,42. 24 patients were available for follow-up in 3 month after UAE - the reduction of the UF volume was 
-34,57%±13,06, uterine volume -31,93%±14,49. We obtained TV-US in 10 patients after 6 month after UAE - the reduction of the 
UF volume was -63,22% ±9,04, uterine volume -46,02%±10,11. 
The absence of blood flow in the UF was observed in all patients at first TV-US, and only 1 patient had blood flow in 2 of 5 UF at 
3 months of follow-up.
In the follow-up period there was no increase of body temperature over 38°C in any of the patients. Migration of UF of 2-5 types 
occured in 12 patients. Expulsion of UF developed in 6 patients, 2 of which required hysteroscopic resection of the UF, in 4 patients 
expulsion occured spontaneously. 6 patients had vaginal discharge, which allowed us to judge the expulsion by sloughing.
Percent of symptom reduction in 1 month - 64% for abnormal uterine bleeding, 60% for pelvic pain.
Conclusions
Multidisciplinary approach to UAE has proven to be a successful strategy for good clinical outcomes for patients with UF. 

Tetiana Tatarchuk (UA), Nataliya Kosey (UA), Olena Vlasenko (UA), Kateryna Plaksiieva (UA)
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Context
The pathogenesis of endometriosis remains largely unknown, mainly due to lack of authentic models. Organoids, a three-dimensional 
in vitro model, recapitulate critical molecular characteristics of tissues and present powerful tools to mimic disease process. 
Objective
To establish an in vitro model of organoids and explore its roles for the endometriotic-pelvic crosstalk mechanisms.
Methods
Organoids were established from paired ectopic endometrium (ECT) and eutopic endometrium (EUT) using a chemically 
conditioned medium. Hematoxylin and Eosin staining, immunohistochemistry, immunofluorescence, confocal microscopy and 
RNA sequencing were performed. 
Patient(s)
Twenty-four patients with III–IV staged ovarian endometrioma in Xiangya Hospital Central South University. 
Intervention(s) 
Organoids were treated by periodical estrogen followed by progesterone, and ECT organoids also knockdown of SERPINE2. ECT 
and EUT organoids were incubated with a lentivirus carrying luciferase and intraperitoneally injected into nude mice.
Main outcome measure(s)
The organoids characteristics were identified by endometrial markers (CK7, FOXA2, E-cadherin, ERα and PR), markers of cell 
polarity (phalloidine) and intercellular junction (β-catenin). The morphology and proliferation capacity (Ki67) were recorded after 
hormones treatment. The luciferase intensity, volumes and numbers of xenografts in pelvic were analyzed after 21 days.
Result(s)
Endometriosis-derived organoids capture endometrial epithelium phenotype and substantial proliferation. Different morphology 
distribution of ECT and EUT organoids were observed. The ECT organoids showed more hormone-sensitive. RNA sequencing 
found that differential expressed genes were mainly enriched in key pathways, including cell adhesion junction, ECM-receptor 
interaction, PI3K-Akt and Wnt signaling pathway. SERPINE2, ITGA11 and collagen I were higher expressed in both in ECT tissues 
and organoids. Knockdown of SERPINE2 in ECT organoids changed the proliferative capacity and morphology distribution. 
Xenografts prevailed in both graft volumes and numbers after injection of ECT organoids compared with EUT organoids. 
Conclusions
Organoids from endometriosis capture disease nature, mimic endometriotic-pelvic crosstalk mechanisms of retrograde menstruation, 
and provide a powerful experimental and preclinical model for further researches on therapeutic targets. 

Licong Shen (CN), Na Zhang (CN), Fang Chen (CN), Song Mao (CN), Lu Lv (CN), Yang Meng (CN), Honglu 
Liu (CN), Chunhong Yu (CN), Yi Zhang (CN), Yu Zhang (CN), Kai Yuan (CN)
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Context
Although the notion of deep endometriotic nodules (DENs) and uterine adenomyosis (AD) sharing the same pathogenesis is 
becoming increasingly popular, their link is almost exclusively based on their similar symptoms, histological patterns and high 
rates of coexistance. 
Objective
This study aimed to assess the relationship of DENs and AD, identifying potential common pathogenic features. 
Methods
Histological study.
Patients
Women with DENs of the rectovaginal septum (n=13), AD (n=14), and control subjects (n=14).
Intervention
Collection of formalin-fixed paraffin-embedded tissue (endometrium and lesions).
Main outcome measures
Immunohistochemistry (IHC) for platelet marker CD41 and macrophage marker CD68 was conducted to determine the role 
of inflammatory cells. Levels of vascular endothelial growth factor (VEGF) were quantified, and total numbers of vessels, 
immunostained against CD31, were calculated to investigate the mechanism of angiogenesis. Double IHC for CD31 and alpha 
smooth muscle actin (αSMA) was performed to discern stable vessels. Picrosirius red staining was carried out to assess fibrosis.
Results
• Platelet aggregation was significantly decreased in both lesion types compared to their corresponding endometrium and healthy.
• Macrophage numbers were higher in both DENs and AD lesions than in their corresponding endometrium and healthy.
• VEGF was downregulated in the stromal compartment of AD lesions compared to healthy endometrium.
• Microvessel density was higher in both DENs and AD lesions than in healthy endometrium.
•  Rates of αSMA-surrounded vessels were lower in DENs and AD lesions compared to their corresponding endometrium and 

healthy.
•  High rates of collagen accumulation, indicative of fibrosis, were detected in DENs and AD lesions, and were significantly higher 

than in their respective endometrium and healthy controls.
Conclusions
Increasing MRI and ultrasound data point to a link between DENs and AD. We now confirm this link at a histological level, having 
identified specific features shared by DENs and AD, namely macrophage-related inflammation and fibrosis. We found evidence 
of angiogenesis, with increased numbers of vessels in the lesions, but only few of them were positive for αSMA, suggesting the 
presence of immature vessels. 
All in all, our findings pave the way for more rigorous research into the potential common origin of DENs and AD, and its clinical 
value in the management of these debilitating conditions. 

Christina Anna Stratopoulou (BE), Alessandra Camboni (BE), Jacques Donnez (BE), Marie-Madeleine 
Dolmans (BE)
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Context
The proportion of unexpected sarcoma at the time of myomectomies and hysterectomy for presumed benign indication remains 
unclear
Objective
The objective of the study was to estimate the incidence of sarcoma among women undergoing myomectomies and hysterectomy 
for benign indication in a tertiary hospital between 2010 and 2020
Methods
Retrospective and observational study. We conducted a population-based study including all myomectomies and hysterectomies 
performed for benign indication in a tertiary hospital between January 1, 2010, and December, 2020.
Intervention
The records of women who underwent myomectomy or hysterectomy through laparoscopy, laparotomy or vaginal route for 
preoperatively benign pathology from January 2010 to December 2020 were reviewed and data were retrospectively analyzed.
Patients
1,251 women undergoing miomectomy or histerectomy for benign indications (971 histerectomies and 280 myomectomies). 
Main outcome measure
Number and type of uterine sarcoma diagnosed after myomectomies and hysterectomies for benign indication.
Results
Fourteen patients were diagnosed of uterine sarcoma among 1251 myomectomies or histerectomies for benign indications. Seven 
patients had some ultrasound suspicious criteria of malignancy and seven were diagnosed of sarcoma incidentally in the histological 
study of surgical piece (0.56%). The mean age of the patients diagnosed of sarcoma was 54 years, 42% of the patients were 
menopausal and 28% of them were obese. Patients symptoms of women with sarcoma were: premenopausal abnormal bleeding 
(50%), postmenopausal bleeding (14%), pelvic pain (42%), palpable pelvic mass (54%), postpartum hemorrhage in one patient and 
hemoperitoneum in one other woman. 
Histological diagnosis found were endometrial stromal sarcoma (57%), leiomyosarcoma (28%), sarcoma mixed Müllerian (7%) 
and unclassified sarcoma (7%). The stage I was the most frequent (64%). Adjuvant treatments (chemotherapy, radiotherapy or 
hormonotherapy) were used in 57% of cases. Two women died due to the disease within the 2 years after the diagnosis. 
Conclusions
Uterine sarcomas are a heterogeneous group of tumors showing a range of preoperative sonographic aspects and clinical variety. 
The preoperative diagnosis of uterine sarcomas is not easy, neither ultrasound nor computer tomography, magnetic resonance 
imaging, nor PET-CT are able to identify patients with uterine sarcomas. The final diagnosis relies on the histopathologic 
examination after surgery.

Laura Turcoman (ES), Montserrat Mestre Costa (ES), Marc Zamora Lapiedra (ES), Laia Ribot Luna (ES), 
Bibiana Morillas Oliveras (ES), Raquel Ruíz Murillo (ES), Manuel Corona Martínez (ES), Judith Llebería 
Janos (ES), Josep Pubill-Soler (ES), Emma García Grau (ES), Mireia Rojas Torrijos (ES), Nùria Pijuan I 
Panades (ES), Gerard Molina I Olivella (ES)
Gynecology and Obstetrics Department, Corporació Sanitària Parc Taulí, Sabadell, Spain.
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Among menopause hormone treatments (MHT), estrogen-progestogen formulations are associated with the highest risk of breast 
cancer. Nevertheless, the use of a progestogen is necessary to protect the endometrium of non-hysterectomized women from 
hyperplasia and cancer induced by estrogens. 
A better understanding of the estrogen receptor (ER) signaling in endometrium, upon estrogen-related treatments, is thus crucial 
to develop a new generation of MHT that could be safer for the endometrium and breast. Especially, the fine paracrine interactions 
occurring between epithelial and stromal cells of the endometrium is far to be fully understood in human tissue. 
In this context, the aim of this work is to develop patient derived xenograft (PDX) of endometrium associated to cell sorting by flow 
cytometry, discriminating stromal and epithelial cells. This methodology allows to study the impact of MHT-related treatments on 
human tissue at cellular and molecular levels. 

Isabelle Dias Da Silva (BE), Vincent Wuidar (BE), Juliette Duysinx (BE), Michelle Nisolle (BE), Christel 
Péqueux (BE)
[Dias Da Silva] [Wuidar] [Péqueux] Laboratory of Biology, Tumour and Development, GIGA-Cancer, University of Liège, Institute of Pathology B23, Liège, 
Belgium; [Nisolle] [Duysin] Department of Gynecology and Obstetrics, Centre Hospitalier Universitaire Liège, University of Liège, Liège, Belgium 
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The initial treatment for stress urinary incontinence (SUI) should include nonsurgical therapies. Surgical procedures are more 
likely to cure SUI but are associated with more adverse events. Less invasive operative mesh techniques are relatively effective, 
but are not immune to complications such as bleeding, bladder perforation, urethral injury, infection, and the retention requiring 
mesh resection. In patients for whom the risks of anesthesia and surgery are too high, a minimally invasive approach with shorter 
recovery times and lower implicated costs is recommended. In this sense, recent evidence supports laser treatment as an alternative 
and effective intervention for SUI. The association between SUI and collagen is well established. The expression levels of Type I 
and Type III collagen are significantly lower in patients with SUI. That is a possible explanation for the failure of many surgical 
procedures in urogynecology with a frequent recurrence of symptoms. Laser generated thermal energy effectively improves 
collagen structure and stimulates neocollagenesis.
Pelvic floor muscle training (PFMT) is the first line treatment for mild to moderate SUI, but patient’s adherence and the success 
rate are quite low. Recent study indicate that non-ablative Er:YAG laser treatment for SUI is a simple, noninvasive, well tolerated 
procedure which may improve mild and moderate SUI comparable to PFMT. 
Head to head studies showed that Er:YAG SMOOTH® therapy improve urinary incontinence in women as effectively as the 
tension-free vaginal tape (TVT) and transobturator tape (TOT) procedures. For patients with mixed urinary incontinence (MUI), 
some in the TVT and TOT groups showed exacerbation. However, all patients in the laser therapy group tended to improve.
Vaginal erbium laser (VEL) safely and effectively improve overactive bladder symptoms score (OABSS) compared to common 
pharmacotherapies, anticholinergics and β3-adrenoceptor agonists, however through a different mechanism. VEL improves blood 
flow in the bladder, urethra, and vaginal wall reducing OABSS without adverse effects typical for medication. 
Comparative study showed that Er:YAG SMOOTH® deliver equal signifficant reduction in SUI, both in hysterectomized and non-
hysterectomized patients.
However, long-term well-designed prospective studies are still required to disclose the effectiveness of laser in the treatment of 
urinary incontinence and genitourinary syndrome of menopause. 

Ivan Fistonić (HR), Nikola Fistonić (HR)
Institute for Women’s Health, Zagreb, Croatia
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Context
Pelvic Floor Dysfunction (PFD) is a condition of high prevalence in our environment, about 30 to 40%. PFD is a multifactorial 
process that includes several risk factors, some of which are predictable or compensable. Instrumental delivery is one of the most 
common of these predisposing factors. We have a postpartum care program for women with highest risk of PFD, and this study is 
conducted to assess the need for continuity of this service.
Objective
Our main goal with this study is to know the real incidence of this PFD after instrumental delivery in our area.
Methods
Prospective Observational Unicentric Study between 1 January 2018 and 31 December 2020. Epidemiological, clinical, obstetrical 
and follow-up data are collected in an Access® database. Statistic parameters are then analysed with Stata® version 14.0.
Patients
We included patients who had an instrumental delivery with risk factors: overweight/obesity (BMI>25), time of second stage of 
delivery, neonatal weight > 4,000 g, neonatal cephalic perimeter >37cm o chronic maternal pneumologic affections. 
Sample size
n=159.
Main outcome
Incidence of pelvic floor dysfunction: urinary incontinence, faecal incontinence, pelvic organ, prolapse and sexual dysfunction.
Measures
Descriptive analysis of all the variables included in the study will be done. Quantitative variables were summarized around a central 
parameter (mean) and dispersion measure (standard deviation) and dichotomic variable were described on number and percentage. 
Results
In our study we have detected a 60 women with urinary incontinence (UI), it supposes at 37.73%. Most of them are stress UI 
33 (20.75% of global, 55.00% of UI), 25(15.72% of global, 41.67% of UI) women present mixed UI and 2 women present urge 
UI (1.26% of global, 3.33% of UI). Results in means of quality of life on IU (ICIQ-SF) were 10.09(±3.80) in IU patients and 
3.81(±1.48) globally. 
Incidence on faecal incontinence (FI) was 11(6.9%). Mean of Wexner test is 10.25(±2.01) in this group. Incidence on pelvic organ 
prolapse was low 5(3.14%) and all cases presented first grade.
About sexual dysfunctions: our group presented dyspareunia in 23 cases (15.23%) and in 2(1.32%) women a total vaginal 
insensibility was appeared.
Globally in our study, 87 of 159 women presented some PFD. It was an incidence of 54.71%.
Conclusions
Elevate incidence confirms the need for a program to assess and improve their pelvic floor state immediately after instrumental 
vaginal delivery. 

Judith Lleberia Juanos (ES), Montserrat Mestre Costa (ES), Gerard Molina i Olivella (ES), Laura Toledo 
Mesa (ES), Nuria Burgaya (ES), Josep Pubill-Soler (ES)
Department of Obstetrics and Gynecology, Parc Taulí Hospital Universitari, Institut d’Investigació i Innovació Parc Taulí, I3PT, Universitat Autònoma de 
Barcelona, Sabadell, Barcelona, Spain
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(In memoriam of Dr. Elia David)

How the chaging nature of the vaginal microbiome throughout a woman’s life is able to interfere on quality of life via the 
modifications of the anatomy and physiology of the vagina, the vulva and the low urinary system (bladder and urethra)?
What is the role of HRT on vaginal microbiota, is there a link between probiotic therapy and vaginal infection? 
Vaginal microbiome evolution: Lactobacilli decrease along with menopause-related to hormonal and epithelium layers change.
Vaginal lactobacilli are strongly associated with vaginal health in menopause.
GSM (genito-urinary syndrome of menopause)-is related with diminished estrogen and androgen levels and ageing.
It associates: vulvovaginal atrophy (VVA) symptoms; impaired sexual function; and urinary and pelvic symptoms (UI/prolapse).
In contrast to vasomotor symptoms which usually improve over time, GSM is progressive without effective treatment.
There is a lack of clear correlation between the physical exam,the symptomatology and age at which GSM appears.
GSM is underdiagnose despite the deterioration of QoL for the women affected.
It is necessary to encourage and to push patients to talk about the subject.They describe dryness, pain and/or urinary problems.
The dysbiosis’s role is today better understood.
Infections as bacterial vaginosis, vulvo-vaginal candidosis, recurrent cystitis are related to this dysbiosis.
Treatments exist to restore the vaginal microbiota.
Low dose vaginal estrogens may prove effective.
We will discuss about the management of hormonal (HRT, vaginal estrogens, DHEA, SERM) or non hormonal (lubricants, 
moisturizers) treatments, advising lifestyle changes; the hyaluronic acid use, the place of probiotics, the pelvic floor therapy and 
the future technics as Laser, Leds or Minileds.
No taboos are necessary, right questions have to be used. 

Lydia Marie-Scemama (FR)
Department of Ob/Gyn and Reproductive Medicine, Hopital Foch-Faculté de Medicine Paris Ouest (UVSQ), Suresnes, France
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Context
Suburethral tapes have been widely adopted to treat stress urinary incontinence. Further resection of such tapes may be necessary 
in certain cases. 
Objective
Study of the incidence of transvaginal Tension-free Vaginal Tape-Obturator (TVT-O®) section due to complications after anti-
incontinence surgery, analysis of risk factors and evolution of symptoms after the section.
Methods
Retrospective observational study of patients undergoing anti-incontinence surgery for the correction of SUI or mixed urinary 
incontinence with predominance of SUI between 2007-2018. All patients were followed in the pelvic floor unit undergoing 
anamnesis, physical examination and urodynamic study. All of them underwent TVT-O® surgery. The follow-up was monthly, at 
6 months and annually, and after this period by telephone control. The epidemiological, surgical and follow-up data of all patients 
were collected in an Access© database. A descriptive and comparative statistical analysis was performed using Stata©.
Patients
840 women undergoing anti-incontinence surgery between 2007 to 2018.
Mean outcome measure
The need for a surgical tape section for urinary retention ± recurrent cystitis.
Results
A total of 840 women with a mean age in the two groups of 58 ± 11 years (p> 0.05) were included. The incidence of tape section 
was 2.8% (24 cases). In the section group, early (p <0.05) and late (p <0.05) surgical complications appeared, such as urinary 
retention and recurrent cystitis. An increase in adverse effects (obstructive types) requiring surgical tape section was detected when 
TVT-O® and previous colpoplasty were performed concomitantly with an Odds Ratio (OR) of 2.29, representing 58% of cases 
requiring surgeical tape section comparing to anti-incontinence surgery alone (p <0.05). We didn’t find any other relationship with 
other types of pelvic organ prolapse surgery (p> 0.05). We also found that number of days of post-intervention urinary catheter 
associated with need for surgical tape section (p <0.05), being the average of 5 days in the section group.
During 12 months after surgical tape section, only 2 cases (8.3%) of recurrent SUI, 9 cases (37.5%) of IUU and one (4.17%) of 
IUM were found. 
Conclusion
In our pelvic unit, the incidence of tape section was 2.8%, the main risk factor was the concomitant performance of anterior 
colpoplasty at the same time of TVT-O® and immediate postoperative urinary retention was associated to the need of tape section. 

Montserrat Mestre Costa (ES), Laura Turcoman (ES), Judith Lleberia Juanos (ES), Josep Pubill-Soler (ES), 
Laura Vilar Planella (ES), Yolanda Canet Estevez (ES)
Department of Obstetrics and Gynecology, Parc Taulí Hospital Universitari, Institut d’Investigació i Innovació Parc Taulí, I3PT, Universitat Autònoma de 
Barcelona, Sabadell, Barcelona, Spain
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Context
Urgency incontinence is defined as the intense urge to urinate followed by an involuntary loss of urine. Although there are many 
medical treatments available, such as anticholinergics and beta-adrenergics drugs, an alternative can be found in the use of the 
posterior tibial nerve electroestimulation (PTNS) to ease up the symptomatology. 
Objective
The objective was to study the quality of life in women with urgency incontinence or urgent urination using PTNS treatment.
Methods
We performed an observational study with prospective data collection between January 2020 and April 2021. All patients were 
evaluated through a basic medical history and an ICIQ-SF test before and 3-6 months after the PTNS treatment.
Patients
A total of 37 patients were reviewed, with a mean age of 65 (between 31 and 88 years old) and a mean of 6 years in symptomatology 
(between 1 and 20 years). In 89.19% of cases, a previous treatment was used. The mean BMI was 31.4 (with an interval between 
22.9 and 48.4). In 72.97% cases there was no pelvic prolapse, in 18.91% of cases an anterior prolapse was found and in 6 cases a 
posterior prolapse was observed. 5.41% of the studied women were nulliparous and 81.08% had 2 or more vaginal deliveries. A 
total of 4 women had a history of a forceps delivery. 
Mean outcome measure
The main outcome measure was the difference in the ICIQ-SF score before and after the use of PTNS.
Results
The mean treatment months was 5.64 with an interval between 3 and 11 months. In 51.35% of the cases there was no difference 
in the ICIQ-SF value before and after PTNS treatment. The mean difference in ICIQ-SF value observed was 3.02, in a range 
between 0 and 16. A difference of 4 or more was seen in 35.13% of the cases. Non prolapse was found in 76.92% of the women 
that improved their ICIQ-SF value and in all of the patients with a total symptomatology resolution. Previous medical treatment 
with mirabegron, fesoterodine and propiverine and pelvic floor rehabilitation were used in patients with an important improvement 
in the ICIQ-SF value. 
Conclusions
In conclusion, PTNS is a useful alternative to medical treatment with drugs in the urgency incontinence therapy and has no adverse 
effects. Results may variate due to adherence to treatment or delay in the symptomatology improvement. 

Montserrat Mestre Costa (ES), Laura Toledo Mesa (ES), Judith Lleberia Juanos (ES), Josep Pubill-Soler 
(ES), Laura Vilar Planella (ES), Nuria Burgaya Guiu (ES), Yolanda Canet Estevez (ES)
Department of Obstetrics and Gynecology, Parc Taulí Hospital Universitari, Institut d’Investigació i Innovació Parc Taulí, I3PT, Universitat Autònoma de 
Barcelona, Sabadell, Barcelona, Spain
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Objective
The aim is to introduce current possibilities of using HIFEM (High-Intensity Focused Electromagnetic Technology) in reconstructive 
and cosmetic gynecology, uro-gynecology & sexology and new views on their use together with current methods.
Methods
A group of women suffering with the most common issues such as urine incontinence (SUI, UUI, MUI, ISD), POP (pelvic organ 
prolapse), IL (introital laxity), VRS (vaginal relaxation syndrome), VA (vaginal atrophy), SD (sexual dysfunction) and Post-
op patients, who would benefit from neuromuscular re-education were treated with HIFEM technology in the pelvic floor area. 
Ultrasound measurements of the pelvic area along with subject satisfaction were performed before and after the HIFEM procedure. 
The subjects were furthermore monitored by a physiotherapist focusing on the pelvic floor. The lecture will introduce data based on 
HIFEM application on the women’s population since May 2020 and present the preliminary data of an ongoing prospective study.
Results
The results on a very wide group of patients with their ongoing follow-up are showing significant improvement in the treated 
conditions, along with high level of satisfaction. The treatments are showing a very fast onset of a significant positive effect, 
compared to the announced and expected time of the onset of the positive effect, as patients report improvements already after two 
to three sessions.
Conclusions
The non-invasive HIFEM technology for the treatment of wide group of pelvic organs and functional disorders together with 
psychological aspects is an easy to use and safe procedure with excellent results. It is well suited in-office procedure with positive 
outcomes and is an acceptable treatment option, which should be considered as a first choice prior to use of invasive techniques. 

Lubomir Mikulasek (CZ)
Center Minimally Invasive Gynecological Surgery, Pelvic Floor Disorders & Minimally Invasive Esthetic Gynecology (CMIGO, CPFD & CMIEG), Prague 
Czech Republic
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Objective
To evaluate the efficacy and safety of fezolinetant vs placebo on the frequency and severity of vasomotor symptoms (VMS) 
associated with menopause.
Methods
Double-blind, placebo-controlled, multicenter Phase 3 study; NCT04003142.
Patients
Women aged ≥40-65 y with moderate-to-severe VMS (minimum average 7 hot flashes/day).
Interventions
Placebo, fezolinetant 30 mg or 45 mg once daily (1:1:1).
Main outcome measures
Mean change from baseline to week 4 and 12 in frequency and severity of moderate-to-severe VMS (co-primary efficacy endpoints); 
mean change from baseline to week 12 in Patient-reported Outcomes Measurement Information System Sleep Disturbance-Short 
Form 8b (PROMIS) Total Score, and effect on weekly mean change in frequency and severity of moderate and severe VMS 
(secondary endpoints); treatment-emergent adverse events (TEAEs; safety and tolerability).
Results
501 women were randomized and 500 took ≥1 dose (placebo n=167, fezolinetant 30 mg n=166, fezolinetant 45 mg n=167). Both 
fezolinetant doses were statistically significant compared with placebo. For VMS frequency, least squares (LS) mean reduction 
over placebo (SE) at week 4 was -1.82 (0.46), p<0.001 for fezolinetant 30 mg and -2.55 (0.46), p<0.001 for 45 mg. At week 12, 
these values were -1.86 (0.55), p<0.001 for fezolinetant 30 mg and -2.53 (0.55), p<0.001 for 45 mg. For VMS severity, reductions 
at week 4 were -0.15 (0.06), p=0.021 for fezolinetant 30 mg and -0.29 (0.06), p<0.001 for 45 mg, and at week 12 were -0.16 (0.08), 
p=0.049 for fezolinetant 30 mg and -0.29 (0.08), p<0.001 for 45 mg. Fezolinetant 45 mg, but not 30 mg, statistically significantly 
reduced the PROMIS total score vs placebo at week 12: LS mean difference (SE) –2.0 (0.7), p=0.007 for fezolinetant 45 mg; -0.7 
(0.7), p=0.381 for 30 mg. Efficacy was evident by week 1 of treatment and maintained over the 12-week study period. TEAEs were 
reported by 40% (fezolinetant 30 mg), 36% (fezolinetant 45 mg) and 32% (placebo) of women. Headache was the most common 
TEAE in the fezolinetant groups: 3% (30 mg), 4% (45 mg) and 2% (placebo). Serious TEAEs were reported by 2% (30 mg), 1% 
(45 mg) and 0% (placebo) of women; there were no drug-related serious TEAEs.
Conclusions
Fezolinetant 30 mg and 45 mg once daily were efficacious for the treatment of moderate-to-severe VMS associated with menopause. 
Fezolinetant 45 mg improved patient-reported sleep and no safety signals of concern were apparent for either fezolinetant dose. 

Kimball A. Johnson (US), Christopher Lademacher (US), Rossella E. Nappi (IT), Genevieve Neal-Perry (US), 
Marla Shapiro (CA), Petra Stute (CH), Rebecca C. Thurston (US), Wendy Wolfman (CA), Marci English (US), 
Catherine Franklin (US), Misun Lee (US), Nanette Santoro (US)
[Johnson] iResearch Atlanta LLC, USA; [Lademacher] [English] [Lee] [Franklin] Astellas Pharma Global Development, Inc, Northbrook, Illinois. USA; 
[Nappi] Department of Clinical, Surgical, Diagnostic and Pediatric Sciences, University of Pavia, Italy; [Neal-Perry] Department of Obstetrics and 
Gynecology, University of North Carolina School of Medicine, Chapel Hill, North Carolina, USA; [Shapiro] Department of Family and Community 
Medicine, University of Toronto, Toronto, ON, Canada; [Stute] Department of Obstetrics and Gynecology, University Women’s Hospital, Bern, Switzerland; 
[Thurston] Department of Epidemiology, Graduate School of Public Health University of Pittsburgh, Pittsburgh, USA; [Wolfman] Toronto, Ont, Canada; 
[Santoro] Department of Obstetrics & Gynecology, University of Colorado School of Medicine, Aurora, CO, USA
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Hormonal treatments used to treat menopause symptoms increase the breast cancer risk. New formulations with a better benefit/
risk profile are thus necessary. Estetrol (E4) is a native fetal estrogen that is currently approved for use as the estrogen component 
in a combined oral contraceptive. E4 is also being developed as a menopause treatment (MT) that abrogates hot flushes. E4 like 
the other estrogens activates the nuclear Estrogen Receptor alpha but antagonizes the membrane form of this receptor. This causes 
selective tissue actions, with limited impact on the normal and malignant breast. 
Here, we show that doses of E4 that are neutral on breast cancer growth and lung metastasis dissemination enhance endometrial 
proliferation. A progestogen should thus be combined to E4 to prevent endometrial hyperplasia and cancer. Through in vivo 
observations and transcriptomic analyses, our work provides evidence that combining a progesterone (P) or Drospirenone (DRSP) 
with E4 is neutral on breast cancer growth and dissemination, with very limited transcriptional impact. 
Our study provides new evidence that a therapeutic dose of E4 for MHT or COC, combined with P or DRSP may provide a better 
benefit/risk profile towards breast cancer risk compared to hormonal treatments currently available for patients. 

Christel Péqueux (BE), Anne Gallez (BE), Françoise Lenfant (FR), Elisabetta Marangoni (FR), Jean-Michel 
Foidart (BE)
[Péqueux] [Gallez] [Foidart] Laboratory of Tumor and Development Biology (LBTD), GIGA-Cancer, University of Liège, Belgium; [Lenfant] INSERM-UPS 
UMR U1048, Institut des Maladies Métaboliques et Cardiovasculaires, Université de Toulouse, France; [Marangoni] EurOPDX Consortium and are at 
Institut Curie, PSL Research University, Translational Research Department, Paris, France
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Context
There is limited knowledge on the role of cyclic nucleotide (cyclic AMP/cyclic GMP)-binding enzymes in female genital tissues.
Objective
Cyclic AMP- and cyclic GMP-binding protein kinases (cAK, cGK) have been identified as important receptors for cyclic 
nucleotides in human tissues. A significance of protein kinases in the control of the function of the male and female reproductive 
tract has been suggested, however, up until today, only a few approaches have addressed these enzymes in female genital tissues. 
The present study aimed to investigate the expression of cAK and cGK in human vaginal tissue. The distribution of cAK(I) and 
cGK(I) in relation to the vasoactive intestinal polypeptide (VIP), calcitonin gene-related peptide (CGRP) and phosphodiesterase 
type 4 (PDE4) was also evaluated.
Methods
Cytosolic supernatants prepared from specimens of vaginal wall smooth muscle or epithelium were subjected to anion exchange 
chromatography and the activities of cAK and cGK(I) were measured. Western blot analyses were also commenced. In order to 
evaluate the distribution of cAK(I) and cGK(I) in relation to VIP, CGRP and PDE4, immunohistochemistry was conducted in 
sections of the human vaginal wall.
Patients/interventions
Specimens of the human vagina were obtained from 10 pre-menopausal female cadavers (age at the time of death: 16 - 42 years). 
Full wall preparations were taken from the lower mid portion of the vaginal tube.
Main outcome measures
To investigate in human vaginal tissue by means of biochemical and immunohistochemical methods the expression and distribution 
of cAK(I) and cGK(I).
Results
Activities representing cGK(I) and cAK(I) were resolved from the chromatography column. Staining specific for cAK(I alpha) 
was identified in both vascular and non-vascular vaginal smooth musculature, immunoreactivity for cGK(Iß) was observed in the 
smooth muscle and endothelium of small arteries interspersing the sections. cAK(I alpha)-positive vessels were found innervated 
by slender varicose nerve fibers presenting the expression of VIP and CGRP. These arteries also expressed PDE4.
Conclusion
Localization of cAK and cGK in close relation to key mediators of the cyclic AMP (PDE4, VIP) and cyclic GMP (CGRP) pathway 
indicate that both signaling systems may synergistically work together in human vaginal tissue. 

Stefan Ückert (DE), Knut Albrecht (DE), Andreas Bannowsky (DE), Markus A. Kuczyk (DE), Petter Hedlund (SE)
[Ückert] [Kuczyk] Department of Urology & Urological Oncology, Division of Surgery, Hannover Medical School, Hannover, Germany; [Albrecht] 
Brandenburg Federal Institute for Legal (Forensic) Medicine, Potsdam, Germany; [Bannowsky] Imland Hospital, Department of Urology, Rendsburg, 
Germany; [Hedlund] Department of Clinical Pharmacology, Lund University Hospital, Lund, Sweden
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Context
There is evidence that responses mediated by nitric oxide (NO) and cyclic GMP are involved in smooth muscle relaxation in the 
female genital tract, for example, in the erectile tissue of the clitoris. An increase in cyclic GMP triggered by NO has been supposed 
to be involved in the regulation of vaginal blood flow as well as in the control of vaginal non-vascular smooth muscle.
Objective
Although a significance of the non-adrenergic, non-cholinergic (NANC) system, including the nitric oxide (NO)/cyclic GMP 
signaling, in the control of the female sexual response has been assumed, only very few studies have addressed the distribution 
of nitric oxide synthase (NOS) in human female genital tissues. The present study aimed to re-examine in the human vagina the 
localization of isoforms of NOS (endothelial NOS, neuronal NOS). 
Methods
Vaginal tissue was obtained from 15 pre- or postmenopausal women. Using specific antibodies in combination with the Tyramide 
Signal Amplification (TSA) technique, the occurrence and distribution of eNOS, nNOS and synapsin was examined.
Patients/interventions
Human vaginal wall tissue was obtained from 15 female cadavers (seven menopausal, eight postmenopausal, aged 48 - 63 years) 
who had been subjected to forensic autopsies. Macroscopically normal tissue was excised from the mid to proximal portion of the 
vaginal tube.
Main outcome measures
To re-examine the localization of eNOS and nNOS in the human vagina by applying optimized fixation and staining protocols and 
the TSA technique in order to enhance the sensitivity of the cytochemical labeling procedure.
Results
Immunohistochemistry revealed a dense subepithelial meshwork of varicose nerve fibres characterized by the expression of 
synapsin. A subpopulation of these fibers presented immunoreactivity specific for nNOS. Interestingly, the cells of the epithelial 
layer also showed cytoplasmatic labeling for nNOS. Small arteries presenting signals for eNOS in their endothelial lining were 
found in close proximity to nNOS-positive nerve terminals. Signals related to nNOS were also observed in large nerve trunks.
Conclusion
The results are in support of the hypothesis that nerves utilizing NO play a role in the control of vaginal function. Our findings 
indicate that, in the human vagina, the NO signaling is rather involved in the control of blood flow than in the mechanism of vaginal 
non-vascular smooth muscle relaxation. 

Stefan Ückert (DE), Karin Richter (DE), Knut Albrecht (DE), Andreas Bannowsky (DE), Markus A. Kuczyk (DE)
[Ückert] [Kuczyk] Department of Urology & Urological Oncology, Division of Surgery, Hannover Medical School, Hannover, Germany; [Richter] Otto-von-
Guericke University, Institute for Biochemistry & Cellular Biology, Magdeburg, Germany; [Albrecht] Brandenburg Federal Institute for Legal (Forensic) 
Medicine, Potsdam, Germany; [Bannowsky] Imland Hospital, Department of Urology, Rendsburg, Germany 

(OP03) Menopause

Re-evaluation of the expression and distribution 
of isoenzymes of the Nitric Oxide Synthase (NOS) 
in the human vagina using the Tyramide Signal 
Amplification technique



Oral Presentations

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

Estrogens are the most commonly used and the most powerful treatments to relieve climacteric-related symptoms, known to 
highly impact menopausal women’s well-being. However, the use of menopausal hormone therapy (MHT) based on estrogen 
formulations remains controversial since it increases the risk to develop breast cancer, by promoting cell proliferation, migration 
and dissemination. 
Developing new MHT generation which are safer for estrogen-sensitive tissues while remaining effective on climacteric symptoms 
is crucial. In that view, a better in vitro modeling of these organs is mandatory to assess the impact of new potential MHT 
formulations on estrogen-sensitive human tissues at cellular and molecular levels. Human breast organoid is a useful preclinical 
model to study the effects of drugs on the healthy human mammary gland. After dissection and culture with appropriate growth 
factors and cytokines, human breast tissue forms organoids that are composed of the different epithelial cell subtypes found in the 
human breast. 
Following MHT-related treatments, beside immunohistochemistry analyses, cell sorting by flow cytometry allows to isolate each 
epithelial cell populations and to decipher the impact of those treatments at a molecular level. 
This strategy is an opportunity to develop new MHTs which are safer for the breast, providing a better women’s quality of life. 

Vincent Wuidar (BE), Isabelle Dias Da Silva (BE), Juliette Duysinx (BE), Christophe Nizet (BE), Christel 
Péqueux (BE)
[Wuidar] [Dias Da Silva] [Duysinx] [Péqueux] Laboratory of Biology, Tumour and Development, GIGA-Cancer, University of Liège, Institute of Pathology 
B23, Liège, Belgium, [Nizet] CHU of Liège, University of Liège, Belgium
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Context
The efficacy of Seasonique, a 91-day levonorgestrel-containing combined oral contraceptive (COCLNG) in preventing undesired 
pregnancies was evaluated in pivotal randomised clinical trials (RCT). However, its effectiveness in a real world setting is 
not known. In the context of the regulatory submission for market authorization of 91-day COCLNG in Europe, the European 
Medicines Agency requested a post-authorization safety study to assess the cardiovascular risk associated with 91-day COCLNG 
in routine clinical practice.
Objective
To evaluate the incidence of pregnancies among women exposed to Seasonique compare to women exposed to 28-day COCLNG. 
Methods
The current study is a post hoc analysis of this large safety study, conducted using a United States (US) healthcare claims database 
(2006-2017). Patients (females) using Seasonique were propensity score (PS)-matched to those using 28-day COCLNG. Only 
episodes of pregnancies occurring during current use, defined by prescription dispensing dates, days supplied and a grace period, 
were included in the analysis. Incidence significance was calculated by Chisq. test. 
Results
The study included 44,085 Seasonique users and 132,264 28-day COCLNG PS-matched comparators. There were 334 pregnancies 
(0.76%) among Seasonique users compared to 1,403 (1.06%) among 28-day COCLNG users (P <0.001)
Conclusions
These findings suggest high effectiveness of the extended 91-day COCLNG compared to 28-day COCLNG in routine clinical 
practice. 

Monica Bertoia (US), Amir Lass (UK), Florence Wang (US), Sigal Kaplan (IL), John Seeger (US)
[Bertoia] [Wang] [Seeger] Optum Research; [Lass] Haipharm Ltd.; [Kaplan] Teva Pharmaceuticals
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Context
Hormonal contraceptives have a neutral, negative, or positive impact on menstrual symptoms.
Objective
To describe the effect of estetrol (E4) 15 mg/drospirenone (DRSP) 3 mg on menstrual symptoms from a multicentre, open-label, 
phase 3 trial conducted in Europe and Russia.
Methods
Data from the Menstrual Distress Questionnaires (MDQs) that participants completed at enrolment (baseline) and end-of-treatment 
(EoT) for the premenstrual (4 days before menstruation), menstrual (most recent flow), and intermenstrual (remainder of the 
cycle) phases, respectively, were used. The MDQ measures symptoms in 8 domains: pain (6 symptoms); negative affect (8); water 
retention (4); autonomic reaction (4); impaired concentration (8); behavioural change (5); arousal (5); and control (6). Symptoms 
are scored on a 5-point scale (0=none to 4=present, severe). Maximum domain mean total scores range from 16 to 32.
Participants
Healthy women, 18-50 years, regular cycles.
Intervention
E4/DRSP in a 24/4-day regimen for up to 13 consecutive 28-day cycles.
Main outcome measures
Mean total domain scores change from baseline at EoT for each menstrual phase overall and for starters/switchers based on 
hormonal contraceptive use in the 3 months before enrolment.
Results
1,553 participants (606 starters; 947 switchers) received E4/DRSP. Across domains, baseline mean total scores were below 4, 
indicating that participants on average reported mild symptoms. Mean total score at baseline was highest for menstrual pain for all 
subjects (4.0). Mean pain domain score decreased from baseline to EoT (-0.4) for all subjects in the menstrual phase; in starters, 
this decrease was most prominent (-1.0). Mean negative affect domain score decreased from baseline to EoT for all participants 
in the premenstrual (-0.3) and menstrual (-0.4) phases; this decrease was most pronounced in starters (-1.0 in both phases). Mean 
water retention domain score increased in switchers (0.2, intermenstrual and premenstrual; 0.3, menstrual) and decreased in starters 
(0.2, intermenstrual; -0.6, premenstrual and menstrual). Changes were also observed for the autonomic reaction, concentration, 
behaviour, arousal, and control mean domain scores in all phases for all participants (range: -0.3 to 0.0), for switchers (-0.3 to 0.0), 
and for starters (-0.0 to -0.4).
Conclusion
Overall, menstrual symptoms remain mild in women switching to E4 15 mg/DRSP 3 mg. Menstrual pain and negative affect 
improved in starters. 

Johannes Bitzer (CH), Maud Jost (BE), Mitchell D. Creinin (US), Jean-Michel Foidart (BE)
[Bitzer] Department of Obstetrics and Gynecology, University Hospital, Basel, Switzerland; [Jost] [Foidart] Estetra SPRL, an affiliate’s company of Mithra 
Pharmaceuticals, Liège, Belgium, [Creinin] Department of Obstetrics and Gynecology, University of California, Sacramento, California, USA
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Context
Estetrol (E4) is a natural oestrogen produced by the human fetal liver. E4 combined with drospirenone (DRSP) demonstrated a high 
contraceptive efficacy and an excellent safety profile in two phase 3 trials performed in Europe/Russia and US/Canada.
Objective
To examine vaginal bleeding patterns by subgroups observed in the Europe/Russia trial.
Methods
A multi-centre, open-label, phase 3 trial. Participants kept a daily paper record of bleeding (requiring sanitary protection) and 
spotting (requiring no sanitary protection) and reported adverse events (AEs).
Participants
1,553 participants 18-50y with regular menstrual cycles and body mass index (BMI) 18-35 kg/m². 
Interventions
E4 15 mg/DRSP 3 mg in a 24/4-day regimen for up to 13 cycles.
Main outcome measures
Proportion with unscheduled bleeding and/or spotting (B/S) episodes or absence of scheduled B/S per cycle (cycles 1-12). We 
analysed outcomes by age (18-25y [n=793], 26-35y [n=560] and 36-50y [n=200]), BMI (<30 kg/m² [n=1,464] and ≥30 kg/m² 
[n=89], and hormonal contraceptive use in the 3 months before enrolment (starters [n=606] and switchers [n=947]).
Results
Unscheduled B/S episodes for the three age groups were 24.3%, 23.3% and 21.0% in cycle 1, respectively; 19.4%, 19.5% and 
18.0% in cycle 2, respectively; and 13.4%, 13.0% and 11.6%, resp. in cycle 12. No scheduled B/S occurred in 5.0-8.2% of cycles 
among 18-25y, 6.1-8.5% of cycles among 26-35y, and 6.2-11.6% of cycles for 36-50y participants. For the two BMI groups, 
unscheduled B/S for users with BMI <30 kg/m² and ≥30 kg/m² occurred in 23.2% and 27.6% in cycle 1, respectively; 19.3% and 
18.6% in cycle 2, respectively; and 13.1% and 11.9%, in cycle 12, respectively. No scheduled B/S occurred in 5.4-7.7% and 8.0-
17.4% of cycles for users with BMI <30 kg/m² and ≥30 kg/m², respectively. Unscheduled B/S for starters and switchers was 29.3% 
and 19.7% in cycle 1, respectively; 16.6% and 20.9% in cycle 2, respectively; and 9.3% and 15.3% in cycle 12, respectively. No 
scheduled B/S occurred in 4.0-5.9% and 6.3-9.6% of cycles for starters and switchers, respectively. Fifty-three (3.4%) participants 
discontinued due to bleeding-related AEs.
Conclusion
Bleeding patterns with E4/DRSP appeared comparable for users of different ages, BMI and recent hormonal contraceptive use. 
Unscheduled B/S episodes decreased over time in all subgroups. Results for obese participants should be interpreted with caution 
due to the low numbers. 

Kristina Gemzell-Danielsson (SE), Dan Apter (FI), Maud Jost (BE), Mitchell D. Creinin (US), Jean-Michel 
Foidart (BE)
[Gemzell-Danielsson] Department of Women’s and Children’s Health, Karolinska University Hospital, Stockholm, Sweden; [Apter] VL-Medi Clinical 
Research Center, Helsinki, Finland [Jost] [Foidart] Estetra SPRL, an affiliate’s company of Mithra Pharmaceuticals, Liège, Belgium [Creinin] Department 
of Obstetrics and Gynecology, University of California, Sacramento, California, USA
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Context
Estetrol (E4) is a natural oestrogen produced by the human fetal liver. Two pivotal phase 3 trials in Europe/Russia and US/Canada 
with E4 in combination with drospirenone (DRSP) demonstrated high contraceptive efficacy with a favourable bleeding profile.
Objective
To assess contraceptive efficacy of E4/DRSP in subgroups and overall safety in the Europe/Russia trial.
Methods
Multicenter, open-label, phase 3 trial.
Participants
18-50y with regular menstrual cycles and a body mass index (BMI) 18-35 kg/m².
Intervention
E4 15 mg/DRSP 3 mg in a 24/4-day regimen for up to 13 cycles.
Main outcome measures
Efficacy based on Pearl Index (PI) in at-risk cycles (with sexual intercourse and no other contraceptive method use). PI was 
assessed in the entire population, by age (18-25y, 26-35y and 36-50y), and for 18-35y participants based on smoking status and 
hormonal contraceptive use in the 3 months before enrolment (starters/switchers). We assessed if subgroups have a PI less than 3 
times higher than the general population PI. Safety was assessed in the entire population and reported as treatment-related adverse 
events (AE) and serious AEs.
Results
1,553 participants were included in the efficacy and safety evaluation of which 1,353 were ≤35y. Five on-treatment pregnancies 
occurred, for a PI of 0.47 (95% CI: 0.15-1.11). The PIs for 18-25y, 26-35y, and 36-50y groups were 0.50 (95% CI: 0.10-1.46, 3 
pregnancies, 770 participants, 7,823 cycles), 0.44 (95% CI 0.05–1.60, 2 pregnancies, 543 participants, 5,869 cycles), and zero 
(95% CI: 0.00-2.22, 197 participants, 2,157 cycles), respectively. The PI for smokers was 1.04 (95% CI: 0.13-3.76, 2 pregnancies, 
238 participants, 2,496 cycles) and non-smokers 0.35 (95% CI: 0.07-1.02, 3 pregnancies, 1,075 participants, 11,196 cycles). For 
starters, the PI was 0.25 (95% CI: 0.01-1.42, 1 pregnancy, 500 participants, 5,113 cycles). For switchers, the PI was 0.61 (95% CI: 
0.17-1.55, 4 pregnancies, 813 participants, 8,579 cycles). Most common treatment-related AEs were metrorrhagia (5.0%), vaginal 
haemorrhage (4.3%) and acne (3.8%). Discontinuation due to treatment-related AEs was 9.1%. One SAE was reported, a venous 
thromboembolism, which resolved without sequalae.
Conclusion
E4/DRSP provides high contraceptive efficacy across different age groups, smokers/non- smokers and starters/switchers, with a PI 
in different subgroups ranging from zero to 1.04 compared to 0.47 for the total population. E4/DRSP has a favourable safety profile. 

Kristina Gemzell-Danielsson (SE), Dan Apter (FI), Maud Jost (BE), Mitchell D. Creinin (US), Jean-Michel 
Foidart (BE)
[Gemzell-Danielsson] Department of Women’s and Children’s Health, Karolinska University Hospital, Stockholm, Sweden; [Apter] VL-Medi Clinical 
Research Center, Helsinki, Finland [Jost] [Foidart] Estetra SPRL, an affiliate’s company of Mithra Pharmaceuticals, Liège, Belgium [Creinin] Department 
of Obstetrics and Gynecology, University of California, Sacramento, California, USA
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Context
Clinical experience with combined oral contraceptives (COCs) containing ethinyl estradiol (EE) suggests serious clinical outcomes 
are rare. One of the most serious outcomes associated with COC use is venous thromboembolism (VTE). Nomegestrol acetate 
(NOMAC) and a natural estrogen 17β-estradiol (E2) were found to have less effects on parameters of hemostasis.
Objective
To assess and compare the risk of VTE and arterial thromboembolism (ATE) in NOMAC-E2 users with levonorgestrel-containing 
COC (COCLNG) users.
Methods
Between August 2014 and September 2019, a prospective study was conducted including 101,000 women from 12 countries in 
Europe, Australia, and Latin America. Women newly prescribed an eligible COC and not using a COC in the past 2 months were 
recruited by health care professionals during routine clinical practice. After submitting a signed consent, they were followed up via 
questionnaires at 6, 12, and 24 months and self-reported outcomes were validated via treating physicians. A non-inferiority design 
with an upper limit of the 95% confidence interval (CI) of 1.5 was used for the risk of VTE. Crude (HRcrude) and adjusted hazard 
ratios (HRadj) were calculated. Statistical analyses were conducted using SAS 9.4.
Main outcome measure(s)
The main outcome was VTE, specifically deep venous thrombosis of the lower extremities (DVT) and pulmonary embolism (PE). 
Secondary outcomes included all VTE and ATE.
Results
A total of 101,498 women (49,598 NOMAC-E2 users and 51,900 COCLNG users) were enrolled and followed up for a maximum 
of 2 years. NOMAC-E2 users had a statistically significantly (p<0.0001) higher mean age (31.0 years) than COCLNG users 
(29.3 years) but other baseline characteristics were similar between the cohorts. The main analysis comparing risk of DVT of the 
lower extremities and PE in NOMAC-E2 users versus COCLNG users yielded an HRadj of 0.59 (95% CI: 0.25-1.35; adjusted 
for age, BMI, family history of VTE, and current duration of contraceptive use). The risk of all VTE and ATE was not higher in 
NOMAC-E2 users compared with COCLNG users.
Conclusion(s)
NOMAC-E2 use was not associated with a higher risk of VTE and ATE compared with COCLNG in a real-world setting, consistent 
with findings of previous studies investigating estradiol-containing COCs. 

Suzanne Reed (FR), Carol Koro (US), Julia DiBello (US), Kerstin Becker (DE), Anja Bauerfeind (DE), Christian 
Franke (DE), Klaas Heinemann (DE)
[Reed] [Becker] [Bauerfeind] [Heinemann] [Franke] ZEG Berlin – Center for Epidemiology and Health Research, Berlin, Germany; [Koro] [DiBello] Merck 
& Co. Inc., Kenilworth, NJ, USA
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Context
NOMAC-E2 is a monophasic combined oral contraceptive (COC) containing a fixed dose of nomegestrol acetate (2.5mg) and 
17β-estradiol (1.5mg), which is taken for 24 days followed by 4 days of placebo.
Objective
To assess and compare the risk of unintended pregnancy in NOMAC-E2 users with levonorgestrel-containing COC (COCLNG) 
users in clinical practice.
Methods
In this large, prospective, observational study, new users of NOMAC-E2 and COCLNG were recruited in 12 countries in Europe, 
Australia, and Latin America. Women were followed-up via questionnaires for up to 2 years and self-reported outcomes of interest 
were validated via treating physicians. Data on potential confounders, such as age and body mass index (BMI) were captured. 
Unintended pregnancy was measured by the Pearl Index, which calculates the number of contraceptive failures per 100 women-
years (WY). Incidence rates, crude and adjusted hazard ratios (HRadj) were calculated. 
Participants
Women were enrolled after the participating physician and the woman had determined that NOMAC-E2 or COCLNG use was 
appropriate. There were no specific medical inclusion/exclusion criteria and no age restrictions.
Outcome Measure
The main study outcome was venous thromboembolism. Contraceptive failure assessed as unintended pregnancy was one of the 
secondary endpoints.
Results
A total of 101,498 women (49,598 NOMAC-E2 and 51,900 COCLNG users) were enrolled and followed up. NOMAC-E2 users 
had a statistically significantly (p<.0001) higher mean age (31.0 years) than COCLNG users (29.3 years) but other baseline 
characteristics were similar between the cohorts. There were 64 unintended pregnancies in NOMAC-E2 users (0.15 per 100 WY; 
95% CI, 0.11-0.19) and 200 in COCLNG users (0.41 per 100 WY; 95% CI, 0.35-0.47). The risk of unintended pregnancy was 
statistically significantly lower in the NOMAC-E2 cohort (p<.0001). The HRadj for unintended pregnancy comparing NOMAC-E2 
vs COCLNG was 0.45 (95% CI, 0.34-0.60; adjusted for age, BMI, gravidity, COC user status 1, education level). Stratified 
analyses showed lower unintended pregnancy rates for NOMAC-E2 in younger women and those with lower educational level.
Conclusions
NOMAC-E2 showed a better effectiveness profile compared to COCLNG, consistent with its short hormone-free interval and the 
long half-life of NOMAC. 

Suzanne Reed (FR), Carol Koro (US), Julia DiBello (US), Kerstin Becker (DE), Anja Bauerfeind (DE), Christian 
Franke (DE), Klaas Heinemann (DE)
[Reed] [Becker] [Bauerfeind] [Heinemann] [Franke] ZEG Berlin – Center for Epidemiology and Health Research, Berlin, Germany; [Koro] [DiBello] Merck 
& Co. Inc., Kenilworth, NJ, USA 
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Context
Combined contraceptives (COC) are well-known venous thrombosis (VTE) risk factors. Recently, certain gynaecological 
pathologies appear to be risk factors for VTE as Polycystic Ovary Syndrome (PCOS) or endometriosis. 
Objective
To assess the gynaecological profile of patients hospitalized for VTE and their contraceptive use at the time of VTE and now.
Methods
A retrospective monocentric study.
Patients
Women aged between 18 and 50 years old who were hospitalized at Saint Joseph Hospital, Paris, France, for a VTE from January 
1, 2016 to December 31, 2020 were enrolled.
Interventions
None. 
Main outcome measures
VTE characteristics, use of contraceptive at time of VTE and now, gynaecological and obstetrical characteristics were collected 
through the computerized patient record and completed by a phone call. 
Results
126 patients were enrolled. At time of VTE, mean age was 39 years (±8.1) and mean body mass index 31 kg/m² (±8.7). 40 women 
(32%) had a deep venous thrombosis (DVT) only, 67 women (53%) had a pulmonary embolism, 4 women (3%) had a cerebral 
or splanchnic venous thrombosis. 38 women (30%) used a COC at time of VTE. Fourteen women (11.1%) had PCOS and eleven 
(8.7%) had endometriosis. Women with PCOS appeared to be younger at the time of VTE compared to non PCOS women (mean 
age 32 [±6] and 40 [±8] respectively). Among PCOS patients, 57% had DVT only and 5 (36%) were using COC at the time of VTE. 
67 women (53%) had at least one pregnancy, 4 women (3%) had repeated miscarriages and 3 (2%) had a vascular pathology during 
pregnancy. 
Regarding contraceptive use now, with a mean delay since the VTE of 2.6 years (±1.5), 1 woman use a COC, 12 women (9.5%) 
use progestin only contraceptive and 35 (28%) use contraceptive without hormones. 68 women (54%) are not currently using 
contraceptive while they have partners without parental plans. Seventy-three women (58%) think that they were informed about 
hormonal contraindications after their VTE.
Conclusion
The gynaecological profile of patients who had VTE appears to differ according to the underlying gynaecological pathology, 
particularly for patients with PCOS who are younger at the time of their thrombosis. As these results were obtained on a small 
number of patients, a larger study is now necessary to a better understanding of VTE in young women. Information to women on 
contraceptive after a venous thrombosis need to be intensified and repeated over time. 

Victoria Mottais-Cosnefroy (FR), Mathilde Pecourt (FR), Hélène Beaussier (FR), Alexandra Yannoutsos (FR), 
Séverine Alran (FR), Pascal Priollet (FR), Justine Hugon-Rodin (FR)
[Mottais-Cosnefroy] [Alran] Department of Gynaecological and Mammary Surgery, Hospital Saint Joseph, Paris, France; [Pecourt] [Yannoutsos] Vascular 
Medicine Department, Groupe Hospitalier Paris Saint-Joseph, Paris, France; [Beaussier] Clinical Research Centre, Hôpital Paris Saint-Joseph, Paris, 
France; [Rodin] Hôpital Cochin Port-Royal, unité de gynécologie médicale, Paris, France
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Context
Recent studies find possible connection of menstrual function disorders with previous COVID-19 and vaccination against SARS-
CoV-2.
Objective
To compare the severity of subjective sensations during menstruation in COVID-19 convalescents with those who were not ill and 
vaccinated with unvaccinated.
Methods
538 women were filled out the questionnaire posted at social networks.
Main outcome measures
The severity of menstrual pain measured with 10-points scale, duration and intensity of bleeding during the last menstruation and 
a year ago, the quantity of painkiller pills taken over the last month and on average per month a year ago.
Patients
The age of the respondents was 21 (19-24) years. 363 women were COVID-19 convalescents, 195 of them were PCR-positive in 
the acute period of the disease, 9 women were hospitalized. 163 women was vaccinated.
Results
The intensification of unpleasant sensations during menstruation was noted by 19.0% of COVID-19 convalescents and 10.9% of 
women who were not ill (P<0.001); 24.6% of respondents with positive PCR test results and 9.9% with unconfirmed COVID-19 
(P<0.001); 55.6% of hospitalized and 18.3% of treated as outpatient (P<0.02). The dynamics of unpleasant sensations in vaccinated 
and non-vaccinated patients did not differ significantly.
Detailed assessment of the duration, intensity of menstrual bleeding and intensity of menstrual pain with 10-points scale find no 
significant differences between COVID-19 convalescents and those who were not ill. Women vaccinated against COVID-19 had 
significantly shorter duration of the last menstruation than unvaccinated (5.2±1.4 and 5.6±1.6 days, p=0.043).
Women hospitalized with COVID-19 had higher duration and intensity of the last menstrual bleeding (7,3±2.9 and 5,5±1.6 days, 
p=0,023 and 7.8±1.2 to 6.2±2.0 points, p=0,013), and number of painkillers taken over the last month, and monthly a year ago (a 
5.4±2.6 and 3.0±5.1 tablets, p=0,004; 6,8±5,4 3,5±6.6 tablets, p=0.012) than treated as outpatients.
Conclusions
COVID-19 convalescents reported about intensification of unpleasant sensations during menstruation more often than those who 
were not ill. Despite this, detailed survey with the score assessment of the duration, intensity of menstrual bleeding and pain did 
not reveal a significant association of these parameters. There was no association of vaccination and the severity of unpleasant 
sensations during menstruation. 

Marya Melekhova (RU)
Pirogov Russian National Research Medical University, Moscow, Russia
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Context
Fertility awareness based methods (FABMs) of birth control traditionally involve manual basal body temperature (BBT) 
measurement. Advanced FABMs in the form of apps such as Natural Cycles, the first FDA cleared digital birth control, streamlines 
calculation of fertile days with little effort from the user however, the manual task of BBT measurement sublingually remains.
Objective
To improve the user experience, validation of a new continuous measurement device (CMD) for use with the Natural Cycles 
algorithm was necessary. Furthermore, an automated correction model applied to abnormal temperatures was explored.
Materials and methods
Users were also instructed to log alcohol consumption. Parameters measured by the CMD included distal body temperature, heart 
rate (HR) and movement. The day to day variability of the temperatures taken sublingually and with the CMD were calculated. 
CMD temperatures were also plotted as a function of HR, time and movement. 
Patients
40 female active users and 3 male users simultaneously measured BBT sublingually and wore a CMD ring on their finger for a 
total of 5262 nights.
Interventions
Wearing CMD and taking sublingual BBT.
Main outcome measures
Temperature variation, correlation between HR and BBT. 
Results
The variability for sublingual temperatures was higher than CMD. A correlation between BBT and HR existed with the HR 
spectrum being highly affected by alcohol consumption. Therefore, HR could be used to identify anomalous temperatures by 
exploiting the correlation to correct the temperature value. 
Conclusions
The use of a CMD to collect data for use by the Natural Cycles algorithm reduces day to day variability in temperatures. Furthermore, 
development of the anomalous temperature correction model is revolutionary to digital fertility awareness based methods, reducing 
effort by the user further, potentially increasing satisfaction and thus compliance with the method. Contraceptive compliance and 
satisfaction are important factors when choosing birth control and its subsequent effectiveness. Use of continuous measurement 
and a correction model could help improve both compliance and satisfaction for users. 

Francesco Lo Sterzo (SE), Jack Pearson (SE), Eleonora Benhar (SE), Elina Berglund Scherwitzl (SE), Kristina 
Gemzell-Danielsson (SE), Raoul Scherwitzl (SE)
[Lo Sterzo] [Pearson] [Benhar] [Berglund Scherwitzl] [Scherwitzl] NaturalCycles Nordic AB, Stockholm, Sweden; [Gemzell-Danielsson] Karolinska 
University Hospital, Stockholm, Sweden
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Context
Progestin-only pills do not increase the risk of venous thromboembolism, stroke, and myocardial infarction but are associated with 
poor cycle control. A novel estrogen-free pill containing only drospirenone (DRSP) to improve bleeding patterns and tolerability 
and reduce discontinuation rates has been introduced into the market.
Objective
The present study aims to describe the improvement in the acceptability of this DRSP-only pill e.g., regarding the bleeding profile 
and the reduction in discontinuation rates due to unacceptable bleeding compared to desogestrel (DSG).
Methods
Double-blind, double-dummy prospective phase III study in healthy women aged 18 to 45 years evaluating a total of 858 women 
with 6691 DRSP and 332 women with 2487 DSG treatment cycles.
Results
Overall, 82 (9.6%) women in the DRSP group and 44 (13.3%) women in the DSG group experienced treatment-emergent adverse 
events (TEAEs) leading to premature termination of the trial meaning that 32% more women in the DRSP group finished the 
trial in comparison to the desogestrel group (based on the AUC of Kaplan Mayer Curves). Discontinuation rates due to abnormal 
bleeding were 3.7% for DRSP and 7.3% for DSG users. This is a 55,7% lower discontinuation rate in the DRSP group compared 
to the DSG group. 
Conclusions
This report describes the improvement in acceptability and bleeding profile of women using the new DRSP-only oral contraceptive 
compared to DSG, providing a better quality of life and adherence to the contraceptive method as demonstrated by lower 
discontinuation rates of women using the estrogen-free DRSP-only pill.
EudraCT: 2011-002396-42. 

Pedro-Antonio Regidor (DE), Enrico Colli (IT), Santiago Palacios (ES)
[Regidor] [Colli] Exeltis Europe, Ismaning, Germany; [Palacios] Instituto Palacios, Salud y Medicina de la Mujer, Madrid, Spain
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Context
In 2020 and 2021, French authorities decided to impose restrictions such as lockdowns and curfews to limit COronaVIrus Disease 
19’s spread. This may have had consequences on access to family planning services and on the use of contraceptives. 
Objective
We aimed to assess the impact of COVID-19 pandemic from March 16th 2020 to April 30th 2021 in France on oral contraception, 
emergency contraception, levonorgestrel-intrauterine system (LNG-IUS), copper-intrauterine device (C-IUD) and contraceptive 
implant dispensations. 
Methods
We conducted the first national register-based cross-sectional study on contraceptives use during COVID-19 pandemic. We 
analyzed data from 67 million French people in the National Health Insurance database (SNDS). This database provide anonymous 
detailed information on health insurance claims for 99% of the population living in France. 
Main outcome measures
We examined all contraceptives dispensations in the SNDS in 2018, 2019, 2020 and 2021. We then calculated the expected use of 
contraceptives in 2020 and 2021 without the pandemic based on 2018 and 2019 usage, taking into account holidays and the annual 
trend. We assessed evolution of dispensations between observed and expected dispensations, by type of contraceptive and by class 
of ages (≤25 years old, 25<age≤35, >35). 
Results
A decrease of all contraceptives dispensations had been estimated during the pandemic period comparing to expectations: -2.0% for 
oral contraception (the less impacted contraceptive), -5.0% for emergency contraception, -9.5% for LNG-IUS, -8.6% for C-IUD, 
16.4% for implant on the overall period (the most impacted). However, an increase of oral contraception dispensations had been 
observed during the first weeks of lockdowns. Last, dispensations concerning women younger than 25 years old were the most 
affected by the decrease. 
Conclusions
We showed that dispensations of contraceptives in France had been deeply impacted by restrictions implemented to limit the 
COVID-19 pandemic, with different levels of decreases depending on the type of contraceptive and ages. Continued contraception 
monitoring in 2021 is essential to assess the impact of pandemic on the reproductive and sexual health in France. 

Noemie Roland (FR), Jerome Douin (FR), David Desplas (FR), François Cuenot (FR), Alain Weill (FR), 
Rosemay Dray-Spira (FR), Lise Duranteau (FR), Mahmoud Zureik (FR)
EPI-PHARE, a scientific cooperation between The French National Health Insurance Fund (CNAM) and the French National Agency for Medicines and 
Health Products Safety (ANSM)
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Context
According to a national survey in 2016, 25.6% of French women taking medical contraception use an intra-uterine device. But 
utilization of Copper-Intrauterine devices (C-IUD) and Levonorgestrel-Intrauterine Systems (LNG-IUS) has never been studied 
separately and in real-life conditions on a nationwide cohort. Moreover, LNG-IUS is recommended in France as a second intention 
contraception and for specific gynecological history, but little is known about prescriber’s compliance to this recommendation and 
about prescribing practices of LNG-IUS different dosages. 
Objective
We aimed to describe the sociodemographic characteristics of C-IUD and LNG-IUS users and prescribers, to assess the association 
between the choice of type of intra-uterine contraceptive in 2019 and users’ characteristics and the determinants of utilization of 
devices one year after. 
Methods
We conducted a national register-based study using data from the French National Health Insurance database (SNDS). This database 
provides anonymous detailed information on health insurance claims for 99% of the population living in France.
Patients
We included all French women aged 13-49 years old who got an intra-uterine contraceptive dispensation in 2019.
Main outcome measures
We collected information about sociodemographic characteristics and medical and gynecological history of women at the time of 
the device dispensation, and indicators of utilization one year after. 
Results
A total of 477,705 C-IUDs (user’s mean age: 32.5 years) and 355,242 LNG-IUS (mean age: 36.4) had been dispensed in 2019. 
Having a LNG-IUS dispensation rather than a C-IUD dispensation is associated with older ages (OR≥45=3.69 [3.62-3.76]), a 
gynecologist’s prescription (OR=1.10 [1.08-1.11]), living in an area with the most deprived social index (OR=1.29 [1.27-1.31]) 
and having a gynecological history (endometriosis, heavy menstrual bleeding, myoma/polyp) (OR=2.34 [2.26-2.42]). The 1-year 
continuation rate of LNG-IUS and C-IUD was respectively 85.7% and 86.4%. C-IUD dispensation was associated with a higher 
chance of being still a device user one year after. 
Conclusions
A high prevalence of intrauterine devices dispensations with high estimated continuation rates has been assessed in 2019. The 
choice of having a LNG-IUS or a C-IUD dispensation seems to correspond to two different patterns of French women. The LNG-
IUS is likely to be prescribed according to French professional recommendations. 

Noemie Roland (FR), Rosemay Dray-Spira (FR), Alain Weill (FR), Lise Duranteau (FR), Mahmoud Zureik (FR)
EPI-PHARE, a scientific cooperation between The French National Health Insurance Fund (CNAM) and the French National Agency for Medicines and 
Health Products Safety (ANSM) 

(OP04) Contraception

Use of Intra-Uterine Devices in France in 2019 
and 1 year after: a national register-based 
observational study



Oral Presentations

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

Context
Contraceptive needs change as women get older and methods that were not ideal at younger ages can become suitable. Barrier 
methods like spermicides may thus be adequate for women aged 40 and over seeking alternative to pills and devices or having 
infrequent sexual intercourses. However, to date, no spermicide has been evaluated for efficacy specifically in late reproductive 
age women.
Objective
Our study aimed to assess a benzalkonium chloride spermicide in women aged ≥40. 
Methods
A Phase IV, open-label, single-arm study was conducted in 7 private gynaecologist-obstetricians in France and 6 obstetrics and 
gynaecology clinics in Russia. The benzalkonium chloride spermicide tested was in the form of a cream (Pharmatex®). 
Patients
All participants enrolled had to be fertile and sexually active women aged 40 and over and were instructed to systematically use 
the spermicide before each intercourse.
Intervention
After eligibility assessment, study visits took place at 2 and 6 months. At the end of the 6-month period, participants were given the 
option to continue to use the spermicide for further 6 months. A final visit was planned for these women at 12 months. 
Main outcome measures
The primary endpoint was the contraceptive efficacy over up to 12 months of typical use (Pearl Index - PI). Main secondary 
endpoints were the PI over up to 6 months of typical use, 6 and 12 months of perfect use. Other key secondary endpoints were 
investigator’s and woman’s global treatment satisfaction, acceptability and safety outcomes.
Results
151 women (mean age: 45.9 years) were enrolled. The median monthly number of intercourses during the first 6 months ranged 
between 3 to 5. The spermicide was applied before 96.3% of the 5,895 intercourses. The typical-use PI over up to 12 months was 
0 (no unintended pregnancy) in the full analysis set population (n=151, 1249.7 women-months at risk). The upper 95% confidence 
interval limit (2.88) was well below the hypothesis value of 22, corresponding to the accepted PI value for spermicides in France in 
the general population. More than 99% of satisfaction ratings were at least good, and 96.1% of women found the lubricating effect 
appropriate. No serious treatment-related adverse event was reported. 
Conclusions
If these results are confirmed, benzalkonium chloride spermicide could be an effective, safe and well-accepted non-hormonal 
alternative in women ≥ 40 years seeking an ‘on-demand’ contraception. 

David Serfaty (FR), Vera Prilepskaya (RU), Olivier Graesslin (FR), Jean-Louis Benifla (FR), Yana Mas (FR), 
Erwana Coatantiec (FR), François Verrière (FR)
[Serfaty] Obstetrician Gynaecologist, Paris, France; [Prilepskaya] Outpatient Department, Scientific Center of Obstetrics, Gynecology and Perinatology 
of the Ministry of Health of the Russian Federation, Moscow, Russian; [Graesslin] Service de Gynécologie-Obstétrique, Institut Mère Enfant Alix de 
Champagne, Reims, France; [Benifla] Department of Gynecology and Obstetrics, Lariboisiere Hospital, Paris, France; [Mas] [Coatantiec] [Verrière] 
Laboratoire Innotech International, Arcueil, France
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Context
The search for new molecular biological markers for disease prediction long before it develops is currently relevant. 
Objective
The purpose of the study is to improve the differential diagnosis of oligomenorrhea in adolescents based on the investigation of 
molecular genetic markers as predictive factors of ovarian dysfunction. 
Methods
One of the objects of the study was the fragile X mental retardation-1 (FMR1) gene on the X chromosome and protein FMR1 
(FMR1P). The determination of allele variants of FMR1 genes was carried out by PCR. In addition to the studies included in the 
standard of patient management with oligomenorrhea, the ELISA method defined the serum content of anti-ovarian antibodies, 
AMH, Inhibin-B. 
Patient(s)
The study included 80 adolescent girls diagnosed primary and secondary oligomenorrhea. 
Main outcome measure(s)
In retrospect, patients with oligomenorrhea were divided into 3 groups depending on the various heterozygous subgenotypes of 
the FMR1 gene: I group – heterozygous individuals with «het-norm / low» subgenotype - the number of CGG repeats of one allele 
within the normal range (26-34), and in the second allele - less than the lower limit of the norm (26); II group - heterozygous 
individuals with het-norm / high, whose number of CGG repeats of one allele - within the normal range, and in the second allele 
- exceeds the upper limit of standards (34); III group - unaffected individuals, the FMR1 gene contains 29 or 30 repeats of the 
sequence CGG. 
Results and Conclusion
Based on the results of our study, we have identified the clinical heterogeneity of the cohort of patients with oligomenorrhea, caused 
by various heterozygous subgenotypes of the FMR1 gene, formulated the clinical-laboratory characteristic of each subgenotype 
and developed a personalized algorithm for examination and therapy of adolescents with oligomenorrhea. 
1.  Heterozygous low - characterized by an increased titer of autoantibodies to TPO and ovarian antigens, increased production of 

AMH, FMR1P, hyperandrogenism and small cystic ovarian transformation and can be considered as an autoimmune phenotype 
of polycystic ovary syndrome. The incidence according to our study was 25%; 

2.  Heterozygous high - characterized by an decreased level of FMR1P, inhibin B, AMH relative to age-related standards, with 
moderately elevated gonadotropins, which can be considered as the initial signs of POI. The incidence was 13.75%. 

Vera Andreeva (RU)
Rostov State Medical University of the Ministry of Health of Russia, 344012, Rostov-on-Don, Russian Federation
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Context
Amenorrhea is a persistent feature of Anorexia Nervosa (AN). So far not identified prognostic criteria recovery menstrual cycle 
after weight gain. 
Objectives
To develop a method of forecasting of menstrual cycle restoration at patients at a stage of AN reduction. 
Patients and methods
Serum levels of leptin (L), BMI and L/BMI ratio were investigated in 20 healthy adolescents girls (control group) and in 89 
AN diagnosed patients (I group) at the first visit, in 3 and 6 months. I group was divided on 2 subgroups depending on a disease 
outcome: 

A. 42 patients with persistent amenorrhea; 
B. 47 patients with restored menstrual cycle. 

Results
Through 3 months from the beginning of treatment L levels in В group exceeded the similar indicator А group in 3,5 times and 
exceeded the basic levels in 6.3 times. No one of the research periods of L values and L/BMI ratio of А group did not come nearer 
to indicators of control group and were below values В group. Absence of the dynamics of leptin/BMI ratio within 3 months from 
a starting of treatment, despite BMI increase, can be used as a criterion of the adverse forecast of menstrual cycle restoration.
On the basis of a comparative analysis of the L levels in two subgroups through 3 months from the treatment beginning, using ROC 
analysis we estimate diagnostic Сut-off of L and L/BMI ratio for predicting the future course of the disease. 
Conclusion
At proceeding amenorrhea and presence of the criteria defining the adverse forecast of menstrual function restoration, in 3 months 
from a starting of treatment at achievement by the patient of the set weight, necessity of replacement hormonotherapy is proved. 
With a positive forecast recovery of menstrual cycle in sexually active patients should be prescribed low-dose monophasic 
combined oral contraceptives (COC). Given the presence of folate deficiency in AN, shows the assignment of COCs with folic acid 
- Yaz Plus®. This medication may also be used to improve folate levels for women who choose to use birth control pills. Yaz Plus® 
(drospirenone + ethinylestradiol + calcii levomefolate) is also indicated for the treatment of symptoms of premenstrual dysphoric 
disorder (PMDD). 

Vera Andreeva (RU)
Rostov State Medical University of the Ministry of Health of Russia, 344012, Rostov-on-Don, Russian Federation
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Objective
The size of the human population and its perpetual growth exacerbates a variety of environmental, healthcare, political, economic 
and social problems, from climate change, biodiversity loss, and environmental degradation to water scarcity, pandemic emergence, 
forced migration and widespread conflict. It is also a major obstacle to achieving the Sustainable Development Goals like (1) No 
poverty, (2) Zero hunger, (3) Good health and well-being. Bringing human population to sustainable numbers is a must in order to 
achieve sustainable development that supports humanity’s continued existence on this planet. 
Methods
This presentation is based on data from the United Nations (World Population Prospects), Population Reference Bureau (World 
Population Data Sheet), Alliance of World Scientists (World Scientists’ Warning to Humanity) and other scientific literature on 
sustainable development and the environment. 
Results
Human population increases by over 80 million people a year. This growth could be reduced, stopped and ultimately reversed by 
(1) greater focus and investments into family planning methods and services, i.e., achieving full availability of contraception to all 
women and couples wishing for it, (2) promotion of reproductive ethics on principle to small families worldwide (a maximum of 
two children per family, i.e., replacement level, and ideally less), (3) advocacy on delaying a woman’s first child until her thirties 
(lengthening generations) as an effective measure against population momentum, and finally (4) providing optimal environmental 
education for both decision-makers and the public on how unsustainable human population risks humanity’s future—and all 
planetary life. 
Conclusions
Sustainable development is achievable but requires a sustainable human population. Healthcare providers in the field of gynaecology 
and obstetrics can lend strong support by embracing the aforementioned four tasks based on voluntary, never-coercive pro-family 
planning principles. 

Jan Greguš (CZ)
Center for Outpatient Gynecology and Primary Care; Center for Prenatal Diagnosis; Department of Philosophy, the Faculty of Arts at Masaryk University, 
Brno, Czech Republic
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Objective
Since 1950, humanity has witnessed rapid population growth. This population expansion is the “up-stream” driver of numerous 
existential threats, from climate change, biodiversity loss, and environmental degradation to poverty, mass starvation, rampant 
disease, and widespread conflict. 
Methods
This presentation is based on a critical analysis of the World Scientists’ Warning to Humanity and other scientific literature. 
Results
If humanity wants to avoid these negative phenomena, population growth must be stopped and reversed. This presentation explores 
the hypothetical results of a voluntary, global agreement from 2020 that all families should have either two children or only one 
child, and compares them with current population projections, concluding that only universal one-child families could solve the 
problem. It further discusses the remarkable fact that a UN-projected fertility decrease,down from 2.4 in 2020 to below 2.0 by 
2100, results in a steadily increasing population: 11.2 billion by 2100. This is because decreasing fertility is counterbalanced by 
a higher population base over time. Though a hypothetical decrease to two-child families would stop the global population from 
rising above 10 billion, it would take until 2480 to return to 2020-level population. 
Conclusions
While it is not likely for even voluntary one-child ethics to be globally accepted or embraced in the foreseeable future, it should be 
widely circulated and promoted among gynecologists and other healthcare providers to emphasize that this is ultimately the only 
ethical solution to our population predicament. 

Jan Greguš (CZ)
Center for Outpatient Gynecology and Primary Care; Center for Prenatal Diagnosis; Department of Philosophy, the Faculty of Arts at Masaryk University, 
Brno, Czech Republic 
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Context
Polycystic Ovary Syndrome (PCOS) is an endocrinologic disorder that affects 5-15% of women in their reproductive age and is a 
frequent cause for infertility. Major symptoms include hyperandrogenism, ovulatory dysfunction, a characteristic multi-follicular 
morphology of the ovary, an elevated ratio of LH/FSH and often obesity and/or insulin resistance. PCOS also represents a state of 
chronic low-grade inflammation that is closely interlinked with the metabolic features.
Inflammatory processes consist of the acute inflammatory response and resolution processes, initiated concomitantly. “Classical” 
pro-inflammatory lipid mediators like prostaglandins (PG), leukotrienes (LT) or thromboxanes (TX) are derived from arachidonic 
acid (AA) and are crucial for the initial response. Resolution processes are driven by 4 families of so-called specialized pro-resolving 
mediators (SPMs): resolvins, maresins, lipoxins and protectins. SPM biosynthesis starts from the essential poly-unsaturated fatty 
acids DHA, DPA or EPA via certain hydroxylated intermediates.
Several chronic diseases have been attributed to insufficient resolution of inflammation and the benefit of SPM supplementation 
has been demonstrated. However, up to now there is no information on the role of SPMs in PCOS. 
Objective
To establish lipid mediator profiles of PCOS patients compared to healthy women to identify differences in their resolutive and pro-
inflammatory lipid parameters. 
Methods
Blood samples were taken (20 ml) and analyzed by HPLC/MS-QQQ.
Patients
14 female patients (18-45 years) with a diagnosed PCOS according to Rotterdam criteria and 5 healthy women were recruited in 
one study centre in Germany. 
Main outcome measure
Pro-inflammatory lipid mediators (PG, LT, TX) and their precursor AA; SPMs (Resolvins, Maresins, Protectins, Lipoxins), their 
precursors EPA, DHA, DPA and the metabolic intermediates (18-HEPE, 17-HDHA, 14-HDHA). Ratio [(sum of pro-inflammatory 
molecules)/sum of SPMs].
Results
The level of pro-inflammatory parameters in serum was significantly higher in PCOS patients. The ratio [(sum of pro-inflammatory 
molecules) / (sum of SPMs plus hydroxylated intermediates)] reflecting the inflammatory state was significantly lower in the group 
of healthy women. 
Conclusion
There is a strong pro-inflammatory state in PCOS patients. Further research will clarify whether a supplementation with SPMs or 
their precursors may improve this state. 

Anna Mueller (DE), Manuela Sailer (DE), Xavier de la Rosa (ES), Fernando Gonzalez Santos (ES), Jose 
Miguel Rizo (ES), Pedro-Antonio Regidor (DE)
[Mueller] [Sailer] Exeltis Germany GmbH, Ismaning, Germany; [de la Rosa] [Gonzalez Santos] Solutex SA, Alcobendas, Spain; [Rizo] Chemo OTC, 
Madrid, Spain [Regidor] Exeltis Europe, Ismaning, Germany
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Context
Correlation between levels of homocysteine, AMH and insulin resistance have become the main subject of interest nowadays in 
PCOS patients for predicting Recurrent Pregnancy Loss (RPL). 
Objective
To determine the relationship between the levels of Homocysteine, AMH and insulin resistance in PCOS patients with recurrent 
pregnancy loss. 
Methods and patients
80 Georgian young women (<30 years) with PCOS were involved in the prospective, open lable study.The diagnosis of PCOS was 
based on the criteria of Rotterdam Consensus 2003. Patients were divided into two groups: Group I - 50 patients who experienced 
two or more spontaneous abortions during the first trimester (study group) and Group II - 30 patients with live births in anamnesis 
(control group). PCOS patients with RPL were divided into two subgroup based on HOMA-IR: subgroup A- patients with insulin 
resistance (n=28); subgroup B- patients without insulin resistance (n=22). All patients underwent hormonal and US investigation 
on day 2 to 3 of menstrual cycle. Data was analyzed using the statistical analysis programs SPSS 24.0 and Past 3.0. 
Results
Average Hcy level (11.5±2.24μmol/l)), HOMA-IR and BMI in PCOS patients with RPL was significantly higher compared with 
PCOS patients and live births in anamnesis p<0.001. Incidence of Hcy and IR in PCOS patients with RPL was 70% (n=35) and 56% 
(n=28) respectively, which was significantly higher when compared to the controls (HHcy-54.3%; IR- 9.4% p<0.001). Average 
AMH level, LH, FSH, FT, T levels, AFC and Ov/V in PCOS patients with RPL with and without insulin resistance statistically did 
not differ significantly. In the group of PCOS with RPL statistically significant positive correlation between Hcy and HOMA-IR, 
BMI, AMH and FT levels was detected (p<0.001). 
Conclusions
Serum homocysteine level in PCOS patients with RPL was significantly higher than in PCOS patients with live births. Homocysteine 
level is correlated with the degree of obesity, BMI, insulin resistance status, AMH and androgen levels in PCOS patients with RPL. 

Jenaro Kristesashvili (GE), Elene Asanidze (GE), Manana Urjumelashvili (GE)
[Kristesashvili] [Urjumelashvili] Faculty of Medicine, Ivane Javakhishvili Tbilisi State University, Tbilisi, Georgia; [Asanidze] Faculty of Medicine, Center 
for Reproductive Medicine ‘Universe’, Javakhishvili Tbilisi State University, Tbilisi, Georgia
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Obesity and overweight is associated with multiple chronic, comorbid conditions; in addition, when fat is mainly accumulated in 
the abdominal belly, these co-morbidities seem to worsen.
Besides the well known metabolic consequences, several gynaecological abnormalities are described, many of them leading to 
female sub- or infertility. Polycystic Ovary Syndrome (PCOS) often occurs in the presence of fat excess and is metabolically 
characterized by visceral fat accumulation, insulin resistance and glucose intolerance and dyslipidemia.
PCOS pathophysiology is complex and remains largely unclear: besides a genetic predisposition, PCOS is characterized by a 
hormonal imbalance (increased androgens, ovarian dysfunction) and hypothalamic pituitary abnormalities.
According to recent analyses, obesity occurs in 60-80% of individuals with PCOS.
Management of PCOS starts with lifestyle intervention as first-line treatment for PCOS, in order to improve the metabolic 
dysfunction and normalize the hyperandrogenism.
Treatment options to improve fertility include ovulation induction agents, gonadotropins, laparoscopic ovarian surgery and bariatric 
surgery and anti-obesity medications. Not all of them are recognized as successful, some are ‘off-label’ in some countries and 
others are still considered an experimental therapy in women with PCOS for the purpose of improving fertility, with risk to benefit 
ratios currently too uncertain to advocate this as fertility therapy. 
Weight loss improves clinical features and long-term metabolic health in women with PCOS: it lowers insulin levels and decreases 
insulin resistance, hormonal parameters, mainly androgens, are restored to normal, menstrual cyclicity, ovulation and fertility 
improved and risk factors for CVD and diabetes reduced. Androgen levels are reduced with weight loss in women with PCOS: 
testosteron and free androgen index reduced to near normal in 54% of women who achieved >5% weight loss in one of the studies 
reported.
Fertility outcomes (conception and live birth rate) is superior when weight loss reaches >10% of baseline weight. Also in women 
scheduled for IVF, cumulative live birth rates seem to benefit from weight loss among obese women.
Among the recent developed anti-obesity agents, glucagon like peptide- 1 receptor agonists (GLP-1 RA) seem to offer an interesting 
and challenging treatment option. 
Cycle event rate was reported to perform better with SC exenatide, certainly in combination with metform. Liraglutide, another 
GLP-1 RA, increases satiety and reduces hunger via neurons in the nucleus arcuatus: besides promising metabolic improvements, 
in PCOS liraglutide has effects on body composition as well. In a randomized trial, liraglutide improves ovarian hormonal function 
in PCOS women; with a mean weight loss of 5.2 kg from baseline, liraglutide treatment was associated with improved bleeding 
ratio compared to placebo treated women, decrease in free testosterone and a trend towards lower ovarian volume. Preconception 
intervention with low-dose liraglutide (1.2 mg) added to metformin aided in increasing pregnancy rate (PR) per embryo transfer 
and cumulative PRs in infertile women with obesity and PCOS; in another pilot study, liraglutide increase IVF pregnancy rates in 
obese PCOS women with poor response to first-line reproductive treatments.
In a challenging field of PCOS, novel approaches with existing and new developed GLP-1 receptor agonist may help to improve 
the specific and more general burden of women with PCOS. 

Luc Van Gaal (BE), Ann Verhaegen (BE)
Department of Endocrinology, Diabetology and Metabolism, Antwerp University Hospital, University of Antwerp, Antwerp, Belgium 
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Background
The obesity-related type 2 diabetes (T2DM) in children and adolescents has reached an epidemic level globally. Pediatric obesity 
is also associated with metabolic syndrome, hypertension, dyslipidemia, nonalcoholic fatty liver disease (NAFLD) and in females, 
polycystic ovarian syndrome (PCOS). 
The diagnostic criteria for adolescent polycystic ovary syndrome (PCOS) is challenging as criteria include normal physiological 
events that occur during puberty such as acne, hirsutism and menstrual irregularities.
Aim
The aim of this study is to evaluate the documentation of PCOS in female teenagers diagnosed with T2DM. The diagnosis of T2DM 
was made based on clinical presentation, insulin and C-peptide levels and lack of autoimmune markers of type 1 diabetes.
Method
A retrospective chart review of female teenagers diagnosed with T2DM in a three-year period was performed. Prepubertal females 
were excluded.
Age, race, body mass index (BMI), blood pressure, Hemoglobin A1c, documentation of dyslipidemia, elevated liver enzymes and 
PCOS (medical history/ review of systems, androgen levels, or pelvic ultrasound).
Results
Twenty-six patients were initially diagnosed in a three-year-period. Average age of diagnosis was 16 years and 3 months (range 9 
to 18 years). Sixty one percent of patients were Hispanics, 30% were African-Americans/Blacks.
Average HbA1c at diagnosis was 9.8%. Thirty four percent of the patients had hypertension at diagnosis but only 15% of them 
remained hypertensive and required therapy.
Dyslipidemia and elevated liver enzymes were seen in 56% and 78% of patients, respectively. 
Almost 69% of females had a history of irregular menses but only 5% of had elevated testosterone levels. One patient was referred 
to adolescent gynecology for persistent menstrual irregularities.
Discussion
It is well known that adult PCOS/hyperandrogenism may have roots in the pediatric and adolescence period. Obesity, metabolic 
syndrome and T2DM have complex cause- effect relation with PCOS.
PCOS and T2D are both obesity-related conditions that share insulin resistance as an important pathogenic factor. PCOS is a well 
known high-risk of development of T2DM. Early diagnosis, management of PCOS along with T2DM, and other comorbidities of 
obesity should be emphasized. 
Conclusion
Documenting PCOS features in obese teenagers with T2DM should be emphasized. We have used this data to improve our screen 
for PCOS in our patient population 

Michael Yafi (US)
UTHealth, The University of Texas, Pediatric Endocrinology, Houston, TX, USA
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Objective
While estrogen receptor genes (ERα and ERβ) polymorphisms were long-time considered contributing substantially to the 
development of the disease. Controversial results existed in amounts of studies investigating the authentic association of ERα/ERβ 
polymorphisms with the occurrence and progression of PCOS. To find potential correlations between ERα/ERβ polymorphisms 
and PCOS risk, we conducted the first systematic review and meta-analysis to comprehensively summarize current studies in a 
large combined population.
Method
Eligible studies were retrieved from PubMed, MEDLINE, EMBASE, Cochrane Library, CBM, CNKI, WANFANG and VIP up to 
February 28, 2021 irrespective of language. The quality of studies was assessed using the Newcastle-Ottawa Scale (NOS) scoring 
system. Odds ratios (ORs) and 95% confidence intervals (95%CIs) were calculated to synthesize data in five genetic models: 
allele model, dominant model, recessive model, heterozygote model, homozygote model. Subgroup analyses were conducted by 
ethnicity. Heterogeneity and publication bias were also assessed. Egger’s test was used to assess the publication bias and sensitivity 
analysis was performed to determine the robustness of the results.
Results
A total of 8 moderate or high-quality studies involving 1522 PCOS patients and 4198 controls were included in the quantitative 
analysis. No evidence demonstrated the association of ERα rs2234693 (OR=1.07 - 95% CI: 0.98-1.18; OR=1.17 95% CI: 0.96-
1.42; OR=1.06 - 95% CI: 0.90-1.26; OR=1.13 - 95% CI: 0.96-1.32; OR=1.23 - 95% CI: 0.88-1.72), ERα rs9340799 (OR=0.99 - 
95% CI: 0.69-1.43; OR=0.99 - 95% CI: 0.60-1.62; OR=1.05 - 95% CI: 0.71-1.56; OR=0.96 - 95% CI: 0.60-1.53; OR=1.05 - 95% 
CI; 0.60-1.84), or ERβ rs4986938 (OR=1.06 - 95% CI: 0.81-1.38; OR=1.10 - 95% CI: 0.77-1.57; OR=1.08 - 95% CI: 0.87-1.35; 
OR=1.07 - 95% CI: 0.75-1.53; OR=1.10 - 95% CI: 0.87-1.40) polymorphisms and PCOS risk in five genetic models respectively. 
Stratified subgroup analyses showed ethnicity was the major source of heterogeneity. No publication bias (p=0.238) was found in 
all studies.
Conclusions
The rs2234693 and rs9340799 polymorphisms in ERα gene as well as rs4936938 polymorphism in ERβ gene were not likely to be 
associated with individual PCOS susceptibility, even if ethnicity was taken into account. Meanwhile, more studies with elaborated 
clinical data were strongly required to perform subgroup analysis based on phenotypes. 

Siyu Zhou (CN), Shu Wen (CN), Yongcheng Sheng (CN), Meina Yang (CN), Xiaoyang Shen (CN), Yan Chen 
(CN), Deying Kang (CN), Liangzhi Xu* (CN)
1.Department of Obstetrics and Gynaecology, West China Second University Hospital, Sichuan University, Chengdu, China; 2.Key Laboratory of Birth 
Defects and Related Diseases of Women and Children, Sichuan University, Ministry of Education, China 
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Objective
There was long-existed controversial human evidence investigating the exposure to maternal PCOS state and subsequent alteration 
of neonatal ovarian functions. To find authentic correlation between maternal PCOS and neonatal ovarian functions, we conducted 
the first systematic review and meta-analysis to eliminate heterogeneity and evaluate AMH levels in neonates born to PCOS 
mothers compared with healthy mothers.
Methods
A search of the literature was conducted in the PubMed, MEDLINE, EMBASE and Cochrane Library for studies assessing AMH 
levels in newborns of PCOS and non-PCOS mothers. The quality of studies was assessed using the Newcastle-Ottawa Scale (NOS) 
scoring system. Standardized mean differences (SMDs) with 95% confidence intervals (CIs) were adopted to calculate the overall 
estimates with random-effects models. Subgroup analyses were performed to investigate the potential source of inconsistencies. 
Funnel plots and Egger’s test were also used to assess the publication bias. Sensitivity analysis was performed to determine the 
robustness of the results.
Results
6 high-quality studies involving 846 participants were included. The pooled analysis found an increased AMH level in the umbilical 
cord blood of newborns at labor of PCOS mothers (SMD =0.62, 95% CI [0.28, 0.95]). Subgroup analyses revealed an elevation of 
AMH concentrations in female neonates (SMD = 0.64, 95%CI = [0.14, 1.14]), neonates born to American and Asian PCOS mothers 
(SMD = 0.81, 95%CI = [0.47, 1.16]; SMD = 1.12, 95%CI = [0.79, 1.46], respectively). In addition, higher AMH levels were also 
found in studies diagnosed by the National Institute of Health (NIH) criteria (SMD =0.97; 95%CI = [0.74, 1.21]), maternal clinical/
biochemical hyperandrogenism (SMD =0.66; 95%CI = [0.21, 1.11]), or maternal body mass index (BMI) >30 kg/m² (SMD =0.78; 
95%CI = [0.39, 1.17]). Meta-regression analysis suggested that diagnostic criterion contributed mostly to the high heterogeneity 
(p<0.01). There was no publication bias and our results remained robust after sensitivity analysis.
Conclusion
In summary, the positive findings of this study suggested that AMH levels in neonates born to PCOS mothers were noticeably 
higher than those in neonates born to healthy controls. The conclusion we draw from the meta-analysis may bring favorable 
repercussions to female reproductive health and propel the study of pathogenesis and etiology of PCOS. 

Siyu Zhou (CN), Danhua Lu (CN), Shu Wen (CN), Yongcheng Sheng (CN), Deying Kang (CN), Liangzhi Xu* (CN)
1.Department of Obstetrics and Gynaecology, West China Second University Hospital, Sichuan University, Chengdu, China; 2.Key Laboratory of Birth 
Defects and Related Diseases of Women and Children, Sichuan University, Ministry of Education, China 
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Context
The receptivity of “thin” endometrium has not been sufficiently studied.
Objective
To study the endometrial expression of estrogen (ER) and progesterone (PR) receptors in women with different thickness of the 
endometrium.
Methods
Following methods were used: immunohistochemical (H-score ER, PR in the endometrium); chemiluminescent (estradiol (E2), 
progesterone (P) levels in peripheral blood.
Patients
There were main (I: 37 women with “thin” (<7 mm) endometrium), comparison (II: 58 patients with the endometrium ≥7 mm) (I, 
II: women with miscarriage, infertility in the anamnesis), control (III: 16 healthy women) groups (20-40 y.o.). 
Interventions
On 6-8th day after ovulation we performed vacuum-aspiration endometrial biopsy, obtained peripheral blood. 
Main outcome measures
H-score ER, PR expression (range 0-300) in endometrium samples.
Results
All women had ovulatory cycle (P≥16,1 nmol/l); normoestrogenemia (E2, pmol/l): 635.5±40.2 (I) vs 752.4±43.8 (II) vs 707.4±66.1 
(III) (p>0.05). 
In I and II groups respectively in 22% (Ia: n=8) and 45% (IIa: n=26) of women H-score count of endometrial ER, PR was found 
similar to healthy women (III) (p>0.05 for all compared ER/PR indicators): in the glands – ER 91.2±17.1 (Ia) vs 118.1±6.4 (IIа) 
vs 113,7±8,3 (III), PR 31.2±16.5 (Ia) vs 25.7±6.1 (IIа) vs 28.1±2.4 (III); in the stroma – ER 118.7±21.7 (Ia) vs 107.3±8.6 (IIa) vs 
80.6±8.7 (III), PR – 243.7±22.4 (Ia) vs 265.4±8.6 (IIa) vs 285.1±1.8 (III). 78% (n=29) (Ib) of women with “thin” endometrium 
in I group and 55% (n=32) (IIb) of women with normal endometrial thickness in II group had inadequate hormone-receptor 
endometrial status with significant differences (p<0.05) in all indicators of ER/PR H-score in endometrial glands and stroma from 
those of healthy women (III), but without corresponding differences between subgroups Ib and IIb (p>0.05) regardless of the 
thickness of the endometrium: in the glands – ER 203.8±13.9 (Ib) vs 225.0±11.7 (IIb), PR 234.5±14.9 (Ib) vs 242.8±13.3 (IIb); in 
the stroma – ER 162.4±14.5 (Ib) vs 177.5±14.1 (IIb), PR 268.6±4.8 (Ib) vs 275.0±4.5 (IIb).
Conclusions
In women with endometrium <7 mm normal hormone-receptor endometrial status was noted 2 times less often in women with a 
history of reproductive dysfunctions of unclear reason, compared with women with normal endometrial thickness; at the same time, 
the “thin” endometrium is not an absolute predictor of disorders of the hormone-receptor response in the endometrium. 

Natalia Aganezova (RU), Sergey Aganezov (RU), Ksenia Gogichashvili (RU)
I.I. Mechnikov North-Western State Medical University, Ministry of Health of Russia, Saint Petersburg
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Objective
This study aims to assess the efficacy of ovulation induction and intrauterine insemination in couples with diminished ovarian 
reserve. 
Methods
We evaluated patients who were treated with ovarian stimulation and intrauterine insemination at a university-based infertility 
clinic between January 2012 and January 2018. Inclusion criteria were menstruating women aged 20-39 years and male age below 
50 years. Study group included 153 cycles of 75 women with decreased ovarian reserve and 617 cycles of 287 women with normal 
ovarian reserve as controls. Four “ovarian reserve groups” were created according to AMH and female partner’s age. Group I 
involved women whose AMH levels equal or greater than 1.2 ng/ml and younger than 35 years, group II involved women whose 
AMH levels equal or greater than 1.2 ng/ml but older than 35 years. Group III involved women whose AMH levels are lower than 
1.2 ng/ml and younger than 35 years, group IV involved women whose AMH levels lower than 1.2 ng/ml and age more than 35 
years. The finding of a gestational sac on ultrasound was the primary outcome measure. 
Results
The rate of pregancy was similar in four ovarian reserve groups in terms of first, second, third plus fourth and total attempts of IUI 
cycles. Moreover, pregnancy rate, miscarriage rate and multipl pregnancy rate were similar in women with diminished ovarian 
reserve (groups III and IV) compared to women with normal ovarian reserve (groups I and II) and in women younger than 35 years 
(groups I and III) compared to women older than 35 years (groups III and IV). We have found no difference in terms of cumulative 
pregnancy rate among groups after four IUI cycles. Multivariate logistic regression analysis in entire cohort has revealed that 
infertility duration, postwash sperm count and follicle number greater than 11 mm on the day of hCG trigger were independent 
predictors of pregnancy (p<0.001). Neither age nor AMH have predicted pregnancy after ovulation stimulation and IUI. 
Conclusions
Ovulation stimulation and intrauterine insemination are equally effective in women with diminished ovarian reserve and in women 
with normal ovarian reserve in terms of pregnancy rate, multiple pregnancy rate and miscarriage rate per IUI cycle or cumulative 
pregnancy rate after 4 cycles of IUI. 

Elif Aksahin (TR), Semih Kaleli (TR), Mehmet Ertan Kervancioglu (TR), Ismail Fahri Ocer (TR), Ulviyya 
Alakbarova (TR)
Istanbul University Cerrahpasa Faculty of Medicine, Istanbul, Turkey
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Introduction
The diagnosis of endometrial polyps is very frequent, being one of the most common diagnosis in gynecology.
The popularization of hysteroscopy has led to an increase in the number of diagnosed cases in the past years. The estimated 
prevalence of endometrial polyps ranges between 20 to 30% of the population, with an association with endometrial carcinoma 
between 0 to 4.8%.
Since it is a very frequent diagnosis, many times with no associated symptoms, there is no accepted guideline for the treatment for 
polyps, balancing between expectant management, clinical treatment or surgical removal. 
Objetives
The goal of this study is to evaluate the malignant potential of the endometrial polyps, through an analysis of the cases of women 
submitted to polipectomy through histeroscopy in our service, during a period of 11 years.
Methods
Retrospective study of the clinical files of the women submitted to polypectomy through hysteroscopy, in Hospital Espirito Santo 
de Évora, between January 2008 and December 2019. 
Results
Between January 2008 and December 2019, 1676 women were submitted to polypectomy through hysteroscopy. The histologic 
result of the extracted pieces was positive for malignancy in 2.3% of the cases, and revealed atypical hyperplasia in 0,9%. 
Conclusion
Considering there is a low association between endometrial polyps and malignancy (2.3%), the treatment should be personalized, 
according to factors such as the presence of symptoms, age, personal and family history, taking into account the desire and consent 
of the patient. 

Ariana Barbara (PT), Rita Ribeiro (PT), Lilia Frada (PT), Miguel Costa (PT), Isabel Campião (PT), Fernando 
Fernandes (PT)
Hospital Espirito Santo de Évora, Portugal
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Context
Vulvovaginal candidiasis is a disease that affects about 75% of women throughout their lives. The indiscriminate use of antibiotics 
is associated with changes in the vaginal microbiome, leading to recurrent vulvovaginal candidiasis. In this context, it is necessary 
to search for new alternatives in the treatment of vaginal infections for its recolonization, such as probiotics. However, it’s pivotal 
to comprehend the woman’s vaginal microbiota and identify possible changes that may occur during fertile age.
Objective
This paperwork objective is to handle the isolation and observe the characterization of Candida spp., in women of fertile age, 
associating evidence and data, such as age and presence of lactobacilli in the vaginal microbiota.
Methods/Patients
Lactobacilli and Candida spp., were isolated from a sample of vaginal content from asymptomatic and symptomatic women, aged 
18 to 55 years, during their routine consultations in a private gynaecological office in Brazil, in the period of February 5, 2021 
to August 2, 2021. The sociodemographic data and all clinical information were collected during the patient’s anamnesis clinical 
information. The study was approved by the Research Ethics Committee (CAAE- protocol number: 39638620.8000.5515).
Main outcome measures/Results
250 women were selected to participate in the research, in which 153 did not filled the necessary criteria to continue the study, due 
age, antibiotics, and probiotics usage, chemotherapy, or being in menopause. Therefore, the collected data of 97 patients were used. 
The age range of the patients was the following: 52.8% were between 18 and 28 years old, 40.2% were between 29 and 40 years 
old, and only 7.2% were between 41 and 55 years old. 
The following were isolated from patient samples: 44 (45.4%) lactobacilli, 27 (27.8%) Candida albicans, 1 (1.03%) Candida 
Krusei, 1 (1.03%) Candida Tropicallis and 2 (2, 06%) patients colonized with Candida albicans and Candida Tropicallis.
Conclusions
The research concluded the observation study of Candida spp. and Lactobacilli isolation and characterization are important in 
the development of promising alternatives for biotechnological application, and in the new therapies for the vaginal microbiome 
reconstitution. 

Leticia Bellusci (BR)
Hospital e Maternidade Iamada, São Paulo, Brazil 
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The relationship between the vaginal microbiome and the probability of a successful in-vitro fertilisation (IVF) have been well 
documented in the past few years. As the knowledge grows, the limits of untargeted analysis such as 16S-sequencing (16S) and 
Whole Genome Sequencing (WGS) is being reached. In order to deploy practical, reproducible and reliable vaginal microbiome 
analysis that can be included in the practice of reproductive medicine, new targeted analysis are needed. 
We propose to use Advanced Testing for Genetic Composition (ATGC) to measure the vaginal microbiome in routine IVF. The goal 
of our analysis and study is to develop a model of diagnostic test that could stablish a link between some pathogens in the vaginal 
microbiome and the success rates of IVF. 
ATGC technology consists in cycling temperature capillary electrophoresis (CTCE) combined with bioinformatics and statistical 
modelling used to separate DNA molecules based on their physical properties.This technology linked to an specific target analysis 
will allow us to save time, money and reducing the risks associated with the biopsy currently used. 
For this project, we use our maps of bacteria to establish our target analysis, develop our assay and implement it on our tests. A 
hundred vaginal samples selected from patients undergoing IVF already collected in the Centre Hospitalier Universitaire Vaudois 
(CHUV). We present the results of a benchmarking analysis against 16S (40 patient samples), and rtPCR (20 patient samples) panel 
analysis. As an intervention it would help developing specific treatments for woman under IVF. Using ATGC technology to analyse 
the microbiome of vaginal samples is a power tool to predict good results on reproductive treatments. It has been one of the unique 
technologies that showed better results in the latest studies in vaginal infections and with high level of accuracy to screen samples 
and predict reproductive outcomes. Because of those characteristics already demonstrated, those results are often associated with 
qualitative and quantitative measurements that allow us to better understand not only the presence of some microbes but also the 
relation between those based on the level of each one in that specific sample. 
The model and latest results with ATGC analysis has demonstrated that it is possible to use this type of model and apply it to a 
complex map of bacteria to produce a usable treatment for the future field work of Reproductive Medicine. 

Virginia Franco (CH), Paulo Refinetti (CH)
Yoni Solutions, Monthey, Switzerland
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Context
Endometrial scratch injury is a technique that induces an endometrial trauma with a Pipelle biopsy or a curette in order to induce 
an acute inflammatory process that relases growth factors and proinflammatory cytokines to improve implantation in women 
undergoing treatment with assisted reproduction technology.
Objective
To assess the impact of endometrial scratch injury on the outcomes of intrauterine insemination stimulated cycles.
Methods
A systematic literature search was conducted on the electronic databases PubMed and Web of Science with no date or language 
restriction. The key search terms included endometrial injury OR endometrial scratching AND intrauterine insemination OR 
fertility. Only randomized controlled trials were included.
Patients
Patients undergoing intrauterine stimulated cycles with gonadotropins.
Intervention
Endometrial injury during the course of intrauterine stimulated cycle or during the menstrual cycle preceding.
Main outcome measure
Clinical pregnancy rate.
Results
5 randomized controlled trials were included with a total of 913 patients. Endometrial scratch injury was associated with a higher 
clinical pregnancy rate (OR 2.3) with a p-value < 0.1.
Conclusions
Endometrial injury during the follicular phase or during the menstrual cycle preceding a intrauterine insemination improves clinical 
pregnancy rates. 

Emma Garcia Grau (ES), Judith Lleberia Juanos (ES), Laura Costa Canals (ES), Nùria Pijuan I Panadés (ES)
Department of Obstetrics and Gynecology, Corporació Sanitària Parc Taulí, Sabadell, Spain
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Context
Standard treatment of gynaecologic cancers often requires the removal of some reproductive organs, making fertility preservation a 
complex challenge. Despite heightened oncofertility awareness, knowledge about fertility attitudes and decisions of young women 
with gynaecologic cancer is scarce. 
Objective
This systematic review focused on knowledge, attitudes and decisions related to fertility, fertility preservation and parenthood 
among young women with gynaecologic cancers. 
Methods
Peer-reviewed journals published in English were searched in PubMed, Web of Science and EMBASE from 1 January 2000 to 1 
July 2020, using combinations of the phrases or keywords: “gynecologic cancer OR gynecologic neoplasm OR cervical cancer 
OR ovarian cancer OR endometrial cancer” AND “fertility OR reproductive issues OR childbearing OR pregnancy OR fertility 
preservation” AND “QOL OR attitudes OR decision OR decision making OR perspectives”. The inclusion criteria were studies 
with young adult patients of childbearing age, conducted exclusively with gynaecologic cancer patients or using a heterogeneous 
sample of different cancer diagnosis but with results presented for each cancer type. Also included was primary research reporting 
on childbearing, fertility, fertility preservation, pregnancy and parenthood attitudes/decisions after gynaecologic cancer from the 
woman’s perspective, as well as research on decisional conflict and regret regarding fertility decisions. Four authors (VG, MS, 
CT, GQ) extracted data into a template containing information for each study (study origin, aims, inclusion criteria, sample, study 
design, relevant measures/data collection and relevant findings) and evaluated the quality of each article using the Mixed Methods 
Appraisal Tool (MMAT) included in the review.
Results
Of the 1106 publications identified, 11 met the inclusion criteria, in addition to 2 publications retrieved manually. A total of 13 
studies comprised the review. These studies showed that fertility and parenthood were important matters in patients’ lives. The 
majority of women valued fertility preservation procedures that could be perceived as a means to restore fertility. Additionally, a 
unique feature identified was that fertility preservation was seen also as a way to restore the femininity that women perceived to 
be lost or threatened during cancer treatment. Fertility counselling was found to be sub-optimal, with wide variability in rates of 
fertility counselling. Also, comparisons between gynaecologic cancers and other cancer types about fertility counselling rates were 
also inconclusive. This review also documents the potential negative impact of impaired fertility on patients’ mental health and 
QOL. 
Conclusions
Multidisciplinary oncofertility programs that provide optimal fertility counselling should be included routinely in gynaecologic 
cancer care. Timely identification of patients at risk for mental distress and provision of psychosocial interventions are essential to 
reduce the likelihood of long-term distress. Large and robust multicentre studies that overcome methodological flaws in existing 
research, and also provide new insights regarding gynaecologic cancer patients’ attitudes and decision-making on fertility, fertility 
preservation options and alternative family building while taking into consideration cultural variables, are much needed. 

Vânia Gonçalves (PT), Pedro Ferreira (PT), Mona Salem (US), Christina Tamargo (US), Gwendolyn Quinn (US)
[Gonçalves] [Ferreira] Centre for Health Studies and Research of the University of Coimbra (CEISUC), Faculty of Economics, University of Coimbra, 
Coimbra, Portugal; [Tamargo] Health Outcomes & Behavior Program, H. Lee Moffitt Cancer & Research Institute, Tampa, FL, USA; [Quinn] New York 
University School of Medicine, New York, NY, USA
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Context
Hysteroscopy, as the gold standard for the evaluation of the uterine cavity, can be performed in in- and outpatient settings. The gold 
standard for tubal evaluation is the laparoscopic access with chromopertubation and requires general anesthesia. There have already 
been methods described in the literature how tubal patency can also be assessed by hysteroscopy. These include a technique using 
sonography to detect post-hysteroscopy shifts of fluid in the pouch of Douglas. 
Purpose
This study was conducted to find out whether an increase in fluid in the pouch of Douglas after hysteroscopy would be reflective 
of tubal patency.
Methods
Prospective cohort study.
Patients
115 subfertile women undergoing laparoscopic and hysteroscopic surgery at the Medical University of Vienna were included into 
the study.
Interventions
A vaginal sonography was performed before and after the hysteroscopy to measure the amount of fluid in the pouch of Douglas. 
Subsequently, a laparoscopy with chromopertubation was performed.
Main outcome measures
Fluid in the pouch of Douglas and chromopertubation results.
Results
The laparoscopic chromopertubation showed bilateral tubal occlusion in 24.3% of women (28 women). 67.5% of patients (28/40 
patients) with no fluid shift revealed bilateral tubal occlusion during laparoscopic chromopertubation (p<0.001). 1.3% of patients 
(1/75 patients) who had a fluid shift also showed a bilateral tubal occlusion in laparoscopy (sensitivity of a present fluid shift for 
uni- or bilateral patency 85.1%, 95% CI: 81.7-99.9, specificity: 96.4%, 95% CI: 75.8-91.8). The risk for a false abnormal result (i.e. 
tubal patency despite the lack of a fluid shift) was increased by intracavitary abnormalities (odds ratio, OR, 0.038; p = 0.030) and 
adhesions covering at least one tube (OR 0.076; p = 0.041). 
Conclusions
This method is a sensitive test for tubal occlusion when the fluid in the pouch of Douglas does not change after the hysteroscopy. If 
an increase in the fluid in the pouch of Douglas can be detected after conducting the hysteroscopy, particularly for patients with no 
fluid present prior to the hysteroscopy, this method is sensitive and specific for uni- or bilateral tubal patency. 

Marlene Hager (AT), Daniel Mayrhofer (AT), Klara Beitl (AT), John Preston Parry (US), Johannes Ott (AT)
Clinical Division of Gynecologic Endocrinology and Reproductive Medicine, Department of Obstetrics and Gynecology, Medical University of Vienna, 
Austria
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Context
Thirty years after the first implementation of preimplantation genetic testing (PGT) for aneuploidy (PGT-A), there is still concern 
about the impact of the trophectoderm (TE) biopsy on the embryo health. Two decades later, scientists are trying to find non-
invasive approaches to obtain embryo DNA e.g. using the blastocoel fluid (BF) from the expanded blastocyst.
Objective
The aim was to evaluate whether the cell-free DNA (cfDNA) from vitrified blastocysts, previously biopsied, can serve as a 
confirmation of the results from classical PGT for aneuploidy screening (PGT-AS).
Methods
Total 56 embryos from 31 couples were donated for the analysis. The blastocysts were biopsied on day five and trophectodermal 
(TE) samples were obtained for PGT-AS. All embryos were vitrified for the purpose of the testing. Only those embryos, which 
have been diagnosed as abnormal and/or chaotic were included in this study. A detailed patient consent form was signed from each 
couple. Four hours post warming and re-expanding, the blastocysts were collapsed by laser pulses in Calcium and Magnesium 
free medium. The blastocoel fluid (BF) expelled in the medium was given for chromosome retesting by WGA followed by next 
generation sequencing (NGS).
Main outcome measure(s)
In the current investigation, the success rate of cfDNA amplification of BF from vitrified blastocyst was 100% and this approach 
has a confirmative value of the results of classical PGT-AS and could also serve as a non-invasive method for aneuploidy detection 
in already vitrified preimplantation embryos.
Result(s)
Total concordance in aneuploidy detection between fresh TE and post-warmed BF was found in 50% (28 out of 56), partial 
concordance 32.2% (18 out of 56) and total lack of concordance in 10 of the analyzed samples (17.8%). All results confirmed 
previously given diagnosis of chromosomally abnormal status of embryos.
Conclusions
Despite the lack of total concordance in aneuploidy rates between fresh TE samples and cfDNA from BF of post warmed vitrified 
blastocysts, this approach could be used as a confirmation of the results of classical PGT-AS and also could serve as a non-invasive 
method for aneuploidy detection in already vitrified preimplantation embryos. 

Tanya Milachich (BG), Petya Penkova (BG), Petya Andreeva (BG), Lyuboslava Valkova (BG), Atanas Shterev (BG)
SAGBAL Dr. Shterev, IVF Unit, Sofia, Bulgaria
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Context
Patients undergoing gender reassignment therapies face high risk of infertility, due to effects of testosterone in suppressing ovulation 
and alter ovarian histology. The effects of hormonal therapy may be reversible, although its degree is unclear. Surgical procedures 
within gender reassignment procedures, such as hysterectomy and oophorectomy, will result in permanent infertility. To allow 
for biological parenting, transgender men should be offered the possibility to undergo fertility preservation (FP) to preserve their 
oocytes. 
Objective
This study assesses motivations for undergoing FP and FP outcomes in a sample of transgender men referred for FP counseling in 
the Fertility Preservation Centre (FPC) of Coimbra Hospital and Universitary Centre (CHUC). 
Methods
Since 2018, 51 transgender men were referred for FP counselling in the FPC of Reproductive Medicine Unit at the CHUC. Motives 
for deciding for or declining FP were assessed. Results of FP procedures were examined. 
Patient(s)
Patients are 51 transgender men counselled for fertility presentation. Of these, 11 (21.5%) undergone hormonal stimulation for 
oocyte collection and cryopreservation. 
Intervention(s)
Fertility preservation counselling, Hormonal stimulation procedures and oocyte cryopreservation. 
Main outcome measure(s)
Motives for FP, FP decision, Numbers of cryopreserved oocytes.
Result(s)
A total of 51 transgender men were referred for fertility preservation counselling. Of these, 25 (49%) had already started hormonal 
therapy. Of the total sample, 11 transgender men (21.5%) had already completed FP procedures. The main reasons for choosing to 
undergo FP were 1) the enhancement of genetic ties in parenting and 2) keeping this option open. The main reasons for not wanting 
to perform FP were 1) not valuing the biological ties in parenting; 2) fears related with the procedure; 3) not wanting to postpone 
gender reassignment procedures; and 4) envisioning difficulties in accomplishing parental roles using FP. Considering the 11 
patients who completed the FP procedures, an average of 10 oocytes (M=10.10; SD = 4.76) were cryopreserved. 
Conclusions
The discussion of FP options in transgender men is a key component in gender reassignment procedures and should be considered 
and discussed with patients as early as possible to enable informed and thoughtful decision making. Fertilty preservation may 
contribute to allow for biological parenting in transgender men. 

Mariana Moura-Ramos (PT), Ana Paula Sousa (PT), Helena Lopes (PT), Teresa Almeida Santos (PT)
Reprodutive Medicine Unit, Unit of Clinical Psychology, Centro Hospitalar e Universitário de Coimbra, Coimbra, Portugal
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Objective
To determine the number of pregnancies reached in the first and the second year after laparoscopic or open myomectomy.
Study design
The doublecentric, not randomized, prospective clinical study cohort consisted of 358 women of reproductive age, desiring 
pregnancy, with symptomatic intramural uterine fibroids who underwent laparoscopic or open myomectomy with follow-up of 2.5 
years after surgery. Early pregnancy and early pregnancy rate in the first year and the number of pregnancies in the second year 
after the procedure was evaluated - designated as late pregnancy and late pregnancy rate.
Results
No significant difference in the pregnancy rate were recorded in the course of throughout 2,5 years of follow-up in both groups. 
But significantly higher early pregnancy rate in laparoscopic myomectomy group compared to early pregnancy rate of open 
myomectomy group were observed (80,77% vs 62,5%) and significantly higher late pregnancy rate in open myomectomy group 
compared to late pregnancy rate of laparoscopic myomectomy group were observed (37,5% vs 19,23%).
Conclusion
Significantly higher early pregnancy rate in group after laparoscopic myomectomy compared to early pregnancy rate in group after 
open myomectomy were observed. 

Soňa Pánková (CZ)
Faculty Hospital Brno, Czech Republic
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Context
Various psychotropic medications have been implicated in the transient or permanent disturbance of reproduction in men. In the 
literature, studies of the effect of chronic exposure to some psychotropic drugs on sperm quality and male fertility reported divergent 
results. In addition, drug safety tests are generally performed on female animals to eliminate effects on fertility, pregnancy and the 
fetus. 
Objective
The aim of this study is to analyze the effects of chronic exposure to psychotropic drugs on sperm quality and man fertility.
Methods
We conducted a retrospective study of the Cas-Témoins type. A review of the international literature was also collected to analyze 
the impact of psychotropic drugs in male reproduction.
Patients
A total of 70 patients were investigated for couple’s infertility. 39 patients (Group G1) were treated with various psychotropic drugs 
for a period exceeding 12 months and 31 patients did not take any chronic drug (G2 control group). 
Interventions
We excluded from the study all patients with azoospermia or any factor that could alter sperm parameters. 
Main outcome measure(s)
For all patients, at least 2 sperm analysis have been investigated according to WHO guidelines.
Results
We noted a significant decrease in total mobility (p=0.006), progressive mobility (p=0.02) and sperm vitality (p=0.03) in G1 group 
patients. Hypospermia and necrospermia were significantly more common in patients treated with psychotropic drugs (p =0.04, 
p =0.04 respectively). Sexual disorders such as decreased libido, erectile dysfunction and ejaculation were noted in 20.5% of 
patients. Improvements in ejaculate volume, numeration, mobility and vitality were noted in all patients who had modifications 
in psychotropic treatment. Spontaneous pregnancy was observed in two severe oligospermic patients after modification of the 
therapeutic protocol.
Conclusions
The majority of psychotropic drugs are involved in spermatogenesis alteration, sperm quality defects and sexual dysfunction. 
These effects are reversible and may be related to several intricate mechanisms including a direct gonadotoxic effect and endocrine 
disruption. These reprotoxic effects should be taken into account in any infertile patient taking chronic psychotropic treatment. 

Afifa Sellami (TN), Salima Daoud (TN), Olfa Abdelkafi (TN), Maroua Ben Amor (TN), Tarak Rebai (TN)
Laboratory of Molecular Human Genetics, Sfax Faculty of Medicine, University of Sfax, Sfax, Tunisia; Laboratory of Histology Embryology and 
Reproductive Biology, Faculty of Medicine of Sfax, University of Sfax, Sfax, Tunisia

(OP06) Fertility

Psychotropic drugs-related male infertility: 
an underestimated reality



Oral Presentations

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

Context
Artificial intelligence (AI) is performing an important role in different fields of medicine and is gradually converting medical 
practices in patient management. With growing progress in digital technologies and computing infrastructure, numerous applications 
in reproductive medicine and Assisted Reproductive Techniques (ART) have currently emerged. 
Objective
In this review, we outline recent breakthroughs in AI technologies, their applications in the management of couple infertility and 
the challenges for further progress in assisted reproductive technology.
Methods
A non-systematic review of the literature was performed by screening PubMed up to july 2021. 
Interventions
Using the search terms including “artificial intelligence”, “male infertility”, “female infertility”, “Reproduction” and “Assisted 
Reproductive Technology”.
Results and conclusions
New digital systems for semen analysis can offer potential applications in male infertility diagnosis, clinical decisions and medical 
research. Furthermore, artificial intelligence integration in ART is promising for selection of the best embryos with more developing 
potential and prediction of pregnancy outcomes.
AI algorithms may help physicians to more accurate diagnosis and individualized treatment of couple infertility. However, there 
are still many challenges on how this domain could be implemented in reproductive medicine. 

Afifa Sellami (TN), Salima Daoud (TN), Maroua Ben Amor (TN), Olfa Abdelkafi (TN), Tarak Rebai (TN)
Laboratory of Molecular Human Genetics, Sfax Faculty of Medicine, University of Sfax, Sfax, Tunisia; Laboratory of Histology Embryology and 
Reproductive Biology, Faculty of Medicine of Sfax, University of Sfax, Sfax, Tunisia
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Context
The commensal microbiota is a complex communities of microorganisms that including bacteria, fungi, viruses and parasites that 
play a fundamental role in the contrôle of human meta-organism homeostasia. In recent years, the microbiota has been considered 
as an important factor having adverse effects on human reproduction. Significant advances in microbiota research using DNA 
sequencing, metabolomics and proteomics provide insights into the involvement of microbiota in human infertility.
Objective
we provide an overview of the male and female reproductive system microbiome. We focus on the cause-effect mechanisms of 
human microbiota in couple reproductive health. 
Personalized therapeutic approaches taking into account the microbiotic profile are discussed in some cases of couple infertility. 
Methods
A non-systematic review of the literature was performed by screening PubMed up to July 2021. 
Interventions
Using the search terms including “Microbiota”, “male infertility”, “female infertility”, “Reproduction” and “Assisted Reproductive 
Technology”.
Results and conclusions
Deleterious effects of an unfavorable microbiota have been implicated in the genesis of female infertility. In contrast, some 
microbiota such as probiotics could promote women reproduction both in vivo and in vitro, including embryo implantation. 
However, less is known about male microbiota and its influence on human reproduction. Recent studies have been carried out to 
explore the implication of reproductive tract microbiome on male fertility with debated results. 

Afifa Sellami (TN), Salima Daoud (TN), Olfa Abdelkafi (TN), Maroua Ben Amor (TN), Tarak Rebai (TN)
Laboratory of Molecular Human Genetics, Sfax Faculty of Medicine, University of Sfax, Sfax, Tunisia; Laboratory of Histology Embryology and 
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Context
Follicular fluid (FF) provides the microenvironment that supports oocyte development and comprises constituents of circulating 
plasma, products from theca, granulosa (GC) and cumulus cells (CC). The bidirectional communication between the gamete 
and adjacent somatic cells is critical for oocyte competence, fertilization and embryo development. The intercellular release and 
internalization of extracellular vesicles (EV) constitutes a mechanism of intrafollicular crosstalk. FF-EV are incorporated by GC 
and CC and modulate their physiological activity. 
Objective
The main objective of this work was to assess if plasma and FF-EV are correlated with ART outcomes. 
Methods
EV were isolated from FF and plasma through size exclusion chromatography (SEC) and ultracentrifugation (UC) and characterized 
regarding their surface protein markers and size. 
Patients
FF and plasma samples were collected from women undergoing ART treatments in the Reproductive Medicine Unit at Coimbra 
University Hospitals. 
Interventions
Women were subjected to an ovarian stimulation using both agonist and antagonist protocols with rFSH or hMG. Ovarian 
stimulation was monitored through ultrasound. When follicles reached a diameter larger than 18 mm, ovulation was induced with 
hCG and, 36h after, transvaginal ultrasound-guided follicles aspiration was performed.
Main outcome measures
The diameter and surface markers of EV were assessed and compared between FF and plasma samples. Results were correlated 
with ART outcomes such as oocyte/embryo quality, embryo development and pregnancy rate.
Results
The results confirm that both plasma and FF contain EV, and that those particles can be isolated through SEC and UC. Moreover, 
it was also observed in both biofluids that isolation through SEC provides a more purified EV population i.e. without protein 
contaminants. However, a preliminary analysis demonstrated no correlation between particle size and ART outcomes.
Conclusion
Understanding the correlation between FF-EV and ART outcomes may allow us to use those particles as non-invasive biomarkers 
for oocyte competence and, therefore, embryo development. This would be of great interest since FF is a discarded fluid in ART and 
EV isolation is relatively simple. Moreover, the discovery of plasma biomarkers is relevant since it is an easier to access biofluid. 
In the future, the study of other parameters such as EV number or content may highlight novel biomarkers for ART outcomes. 

Ana Paula Sousa (PT), Maria Soares (PT), João Ramalho-Santos (PT), Teresa Almeida-Santos (PT)
[Sousa] Reproductive Medicine Unit, Centro Hospitalar e Universitário de Coimbra; CNC-Center for Neuroscience and Cell Biology, CIBB, University 
of Coimbra, Portugal; [Soares] CNC-Center for Neuroscience and Cell Biology, CIBB, University of Coimbra, Portugal; [Ramalho-Santos] Biology of 
Reproduction and Stem Cell Group, CNC - Center for Neuroscience and Cell Biology, University of Coimbra, Portugal; [Almeida-Santos] Centro de 
Preservação da Fertilidade, Serviço de Medicina da Reprodução, Centro Hospitalar e Universitário de Coimbra, Portugal
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Objective
The main objective was to determine the correlation between hysteroscopy findings and histological diagnosis in our center.
Methods
Retrospective observational study of patients who underwent hysteroscopy in office (n= 5535) in a tertiary Hospital between 
January 1, 2010, and December 31, 2020. In 65 patients chronic endometiris (EC) was diagnosed by histologycal findings (plasma 
cells). 5F hysteroscope was used. Local anesthesia was administrated in 60% of the patients (paracervical with 2% Lidocaine). 
Targeted hysteroscopic biopsies were performed. We analyzed the age of presentation, clinical symptoms and treatments carried 
out. 
Results
A total of 65 patients (1.17%) with hystological findings (plasma cells) chronic endometritis was analyzed.
The mean age was 47 years (19-90), 22% of the patients were menopausal, 47% had a history of previous abortions. 
The most frequent presentation was abnormal uterine bleeding (23%), only 7.6% had infertility.
The most frequent finding in the endometrium was proliferative (25%). Typical Hysteroscopic findings in chronic endometritis: 
micropolyposis, stromal edema or congestion, diffuse or focal hyperemia only was observed in 23%.
The patients were subjected to three possible treatments: removal of polyps, antibiotic treatment and expectant management.
Conclusions
The diagnosis of chronic endometritis requires hysteroscopic suspicion and a directed search by the pathologist for the specific 
findings of this entity. The histological correlation of the finding of micropoliposis in hysteroscopy was in 23% of the cases. 
Histeroscopic findings alone aren’t enough to correctly diagnose endometrial pathology and histological diagnosis remains the 
gold standard. 

Laura Turcoman (ES), Mireia Rojas Torrijos (ES), Laura Costa Canals (ES), Ramón Cos Plans (ES), Judith 
Lleberia Juanos (ES), Laura Vilar Planella (ES) 
Department of Obstetrics and Gynecology, Corporació Sanitària Parc Taulí, Sabadell, Spain 
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Context
Serous cystadenomas represent the most common type of ovarian neoplasm, and are also known to be associated with benign 
pathology of the pancreas. We present a rare case in which a serous cystadenoma is found to arise from the uterus.
Patient
A 52 year old woman presented to the gynaecology clinic for consideration of surgical management of a known 5.6 cm left-sided 
simple cyst. CA125 33. The patient was known to have previously had open right salpingectomy for an ectopic pregnancy. A six 
month follow-up ultrasound indicated that the simple cyst had increased in size to 6.9 cm, and surgical management was planned. 
Intraoperatively, normal ovaries were seen bilaterally, although the right ovary was noted to be adherent to the posterior aspect of 
the uterus. The right fallopian tube was noted be absent, consistent with the patient’s previous surgery, and the left fallopian tube 
and ovary appeared normal. An 8 cm cyst was noted to arise from the anterior wall of the uterus. Similar but smaller cysts were also 
noted arising from the posterior wall of the uterus. These cysts were excised and sent for analysis. Histological examination of the 
uterine cyst revealed fibromuscular tissue, lined by a single layer of serous type epithelium, consistent with a serous cystadenoma. 
There was no evidence of borderline changes or invasive neoplasia.
Conclusion
Our patient represents an incredibly rare case of uterine serous cystadenoma. It is difficult to ascertain how the cystadenoma has 
arisen. It may have arisen in a paraovarian cyst which become adherent to the uterus, or possibly via endosalpingosis. Although 
our case revealed a benign pathology, clinicians must be vigilant in the management of pelvic cysts in peri-menopausal women, 
to ensure rare pathology is not missed. 

Zainab Al-Jawahiri (UK), Rasha Mohamed (UK)
Lancashire Teaching Hospitals NHS Trust, United Kingdom
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Context
There is a lot of evidence of the link between human papillomavirus (HPV) infection and the development of cancer of the 
female genital organs. It is believed that the p16, E6, E7 oncoproteins, expressed by highly oncogenic HPV types 16 and 18, are 
specific markers of neoplastic processes in the tissues of the cervix. The role of human papillomavirus infection in the malignant 
transformation of ovarian epithelial tumors remains poorly understood.
Objective
The objective is the study of the expression levels of p16 INK4a, E6, E7 oncoproteins, vascular transforming growth factors VEGF, 
TGF-β1, and tumor necrosis factor TNF-α in ovarian tissue in patients with HPV.
Methods and patients
170 samples of ovarian cysts tissue from women of 3 groups were examined: control group I - 50 samples from patients with 
negative HPV status, II - 70 with HPV positive, III - 50 with an indication of antiviral and immunomodulatory HPV therapy in 
history.
Interventions
Determined oncoproteins E6 and E7, p16INK4a, vascular endothelial growth factor (VEGF), transforming growth factor TGF-β, 
and tumor necrosis factor TNF-α, HPV status.
Main outcome measures
The content of expression factors in each group and the association with the development of malignant ovarian neoplasms were 
analyzed.
Results
Growth factors were found both in the main research group and in the control group. 24.0% of neoplasms of group I were positive 
for VEGF. In group II, a positive reaction of ovarian tumor structures with VEGF was determined in 2.9% of cases. Tumor necrosis 
factor TNF-α was found in 20.0% of the studied neoplasms of group III and in 21.4% - in patients of group II, with TGF-β1 - 
34.0%, which is 2 times more often than in group 1. 6.0% of group I, 10.0% of group II, and 8.0% of group III observations turned 
out to be positive for E6 and E7 oncoproteins.
Conclusions
The presence of p16 INK4a oncoprotein in 65.7% of patients, with HPV-positive status, as well as the expression of growth factors 
VEGF (70.0%) and TGF-β1 (64.3%) in conditions of a reduced level of TNF-α is a sign of an unfavorable clinical course of the 
diseases. HPV patients with borderline neoplasms with high p16INK4a, VEGF and TGF-β1 values constitute a risk group for 
malignancy of cystadenomas and require dynamic observation. 

Viktoriia Bobrytska (UA)
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Context
The associations of endometrial hyperplasia and human papillomavirus (HPV) infection, underlying diseases, are the subject of 
close study.
Objective
Determination of the associative relationship of endometrial hyperplastic processes with the presence of various types of HPV 
viruses, the level of nonspecific factors of antiviral and antitumor protection.
Methods and patients
HPV-positive 30-49 y.o.women with (patients of the main group) and without (control group) hyperplastic processes of the 
endometrium, according to histological verification.
Interventions
The patients of the main and control groups were diagnosed with HPV types 6, 11, 16, 18, 26, 31, 33, 35, 39, 44, 45, 51, 52, 53, 
56, 58, 59, 68, 69, 73, 82, viral load - the number of copies of the virus (Lg). All patients underwent determination of the level of 
interferon (IFN) in the blood serum, tumor necrosis factor (TNF-α).
Main outcome measures
HPV types 16, 18, 31, 33, 35, 56 58, and 73 were found in all groups. Type 82 has been associated with complex atypical 
hyperplasia and atypical hyperplasia. Endometrial adenocarcinoma - with 6,16,18,31,33,35,51,56,58,73 types. A high viral load 
revealed - 3-5 copies, as well as associations with a decrease in the level of IFN, TNF-α.
Results
All patients with endometrial hyperplastic processes had a significant decrease in the level of serum IFN, TNF-α in comparison 
with the control group, as well as high titers of the HPV viral load. All hyperplastic processes of the endometrium were associated 
with the presence of various types of HPV, atypical forms of endometrial hyperplasia, endometrial adenocarcinoma - with a high 
viral load and low levels of IFN and TNF-α.
Conclusions
These morphological features of endometrial hyperplasia are associated with the presence of HPV infection and a decrease in 
immunological resistance. The question of the primacy of viral infection or a decrease in the immunological resistance of the 
organism in the development of hyperplastic processes can be controversial; however, the data obtained indicate the presence of 
this correspondence. 

Viktoriia Bobrytska (UA)
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Context
The enhanced recovery after surgery (ERAS) concept is based on a multimodal approach to improve the functional rehabilitation 
after surgery.
Objective
This study aimed to validate an ERAS protocol in gynecologic surgery and to measure the adherence to the protocol items
Methods
We conducted a prospective randomized trial enrolling consecutive patients from a single institution. 
Patients
Affected by benign of malignant gynecological diseases (endometrial cancer and advanced ovarian cancer, excluding cervical 
cancer).
Interventions
We randomly assigned patients to undergo standard perioperative care or ERAS.
Main outcome measure(s)
The primary outcome is a shorter length of stay in favor of ERAS. Secondary outcomes include measurement of adherence to 
the protocol items: comparison of postoperative pain, vomiting, and nausea; anesthesiologic and surgical complications up to 
30 days after surgery; rate of readmissions; the time to event in hours for bowel movements, flatus, drinking, hunger, eating, and 
walking; and the quality of recovery using a validated questionnaire (QoR-15). Finally, we explored the length of stay (LOS) in the 
prespecified subgroups at randomization, based on the type of surgical access and gynecologic disease.
Results
A total of 168 women were available for analysis: 85 women (50.6%) were assigned to the standard group, and 83 women (49.4%) 
were assigned to ERAS, and the groups were similar for baseline characteristics. Seventy-two patients (42.9%) underwent surgery 
for benign disease, 48 (28.6%) for endometrial cancer, and 48 (28.6%) for ovarian cancer. Women enrolled in ERAS had a 
shorter LOS (median: 2 [interquartile range, 2-3] vs 4 [interquartile range, 4-7] days; P<.001). A decreased rate of postoperative 
complications was noted for ERAS, as well as an earlier time to occur for all the events. Mean adherence to protocol items was 
84.8% (95% confidence interval, 79.7-89.8), and we registered a better satisfaction in ERAS group. The shortening of the LOS was 
confirmed also in the prespecified subgroup analysis. 
Conclusion
Application of ERAS in gynecologic surgery translated to a shorter LOS regardless of surgical access and type of gynecologic 
disease. Adherence to protocol items in the setting of a randomized trial was high. 

Federico Ferrari (IT), Sara Forte (IT), Enrico Sartori (IT), Franco Odicino (IT)
Department of Obstetrics and Gynaecology, University of Brescia, Brescia, Italy 
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Objectives
The objective was to evaluate the efficacy of Papilocare® -a multi-ingredient Coriolus versicolor-based vaginal gel- on repairing 
high-risk (HR) HPV-dependent low-grade cervical lesions and HR-HPV clearance in real-life practice.
Methods
Observational, multicenter, prospective, one-cohort study (PAPILOBS study ClinicalTrial.gov: NCT04199260). Vaccinated or 
not HPV-positive women aged > 25yo with Pap smear (Ps) of ASCUS or LSIL and concordant colposcopy were included during 
routine clinical visits in Spain. Patients were treated with Papilocare® 1 cannula/day for 21 days during first month + 1 cannula/
alternate days for 5 months. After this 6-month period, patients with altered Ps and/or HPV persistency were treated for a 6-month 
extension treatment period with the same dosage. Analysis of HR-HPV patients with normal Ps and concordant colposcopy image 
(primary endpoint) and patients with HR-HPV cleared (totally or partially together with negative Ps and normal colposcopy) at 
6/12 months is presented. The study was approved by an institutional review board and informed consent was signed by patients.
Results
At 6 months, data of 178 and 176 patients for Ps/colposcopy and HR-HPV presence, respectively, were available. 67% of patients 
(119/178) had negative Ps and concordant colposcopy. HR-HPV clearance was observed in 57.4% of patients (101/176). Data of 
31 and 55 patients included in the 6-month extension treatment period for Ps/colposcopy and HR-HPV presence, respectively, 
were available. At 12 months, 54.8% (17/31) of patients had negative Ps and concordant colposcopy and HR-HPV clearance was 
observed in 60% (33/55). Considering all study period, 76% and 70.6% of patients repaired HR-HPV-dependent cervical lesions 
and cleared HR-HPV, respectively.
Conclusions
In this real-life study, repairing of HR-HPV-dependent low-grade cervical lesions and clearing HR-HPV were achieved after a 
6-month treatment with Papilocare® (extending it up to 12 months if needed) in 3 out of 4 patients. These findings are consistent 
with the Paloma Trial’s’ ones (ClinicalTrials.gov NCT04002154) and other observational studies results. 

Yann Gaslain (ES), Javier Cortés (ES), Javier De Santiago (ES), Pilar Sanjuán (ES), Silvia González (ES), 
Ana Esther del Villar (ES), Carmen Garcia (ES), Perla Hernández (ES), Marta Agenjo (ES), Marta Gurrea (ES)
[Gaslain] Procare Health Iberia, Barcelona, Spain; [Cortés] Private Practice, Palma, Spain; [De Santiago] Centro Oncológico MD Anderson, Madrid, 
Spain; [Sanjuán] Clínica Ginemed, Sevilla, Spain; [González] HM Gabinete Velázquez, Madrid, Spain [Gurrea] Department of Gynecologic Oncology, 
University Hospital La Fe, Valencia, Spain
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Objective
In female genital malignancy treatment laparoscopic procedures are valuable for early cervical cancers, endometrial cancer, early 
tubal and ovarian cancer and sarcomas. Minimal invasive procedures have also completely replaced explorative laparotomies. Can 
endometrial sarcoma be detected preoperatively?
Methods and patient(s)
Even with optimal preoperative imaging, unexpected uterine sarcoma can be detected in histopathology after uterine conventional 
and endoscopic fibroid surgery. In case of inadvertent morcellation of an unexpected uterine sarcoma the clinical outcomes, due to 
the rapid intraperitoneal dissemination of malignant tissue during the procedure can be negatively influenced. In a specific study 
we determined the prevalence of uterine sarcoma in women undergoing hysterectomy or myomectomy for benign uterine fibroids. 
We performed a retrospective study over 11 years. The total number of women operated for uterine fibroids was 2,297. Of this, 
938 (42.5%) women had myomectomies and 1,269 (57.5%) women had hysterectomies. In myomectomies the most frequently 
used surgical method was laparoscopic myomectomy in 591(63%) cases, followed by hysteroscopy myomectomy in 306 (32.62%) 
cases, and laparotomic myomectomy only in 41 (4.37%) cases. In hysterectomies, laparoscopic approaches significantly dominated 
in 1,163 (61.1%) cases, showing laparotomic approaches in 491(25.82%) cases and vaginal approaches in 247 (12.99) cases. 
Result(s)
Only one patient with endometrial stromal sarcoma (ESS) was not preoperatively diagnosed and treated as symptomatic uterine 
fibroid; this patient underwent laparoscopic supracervical hysterectomy. In the post-operative histopathological examination ESS 
was detected. 
The patient was 49 years old and had shown normal LDH values and no suspicion in imaging techniques. Thus, our incidence of 
sarcomas among women who underwent benign uterine fibroid surgery is ½,297 (0,043%). 
Conclusions
Laparoscopic power morcellation should be performed only in cases with no suspicion of malignancy. Patients, who undergo 
laparoscopic surgery with power morcellation should be informed about the possible risks of morcellation in cases of rare not 
suspected malignant disease. Patients older than 45 years should not receive any tissue morcellation without an endobag. Principally 
power morcellation should only be allowed within an endobag. This is already a must for ovarian tissue, but for myomas will still 
seem to be reluctant, why? 

Liselotte Mettler (DE)
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Context
The prevalence of cervical adenocarcinoma (CAC) has increased worlwide over the last past decades, exhibiting worse 
outcomes compared to squamous cell counterpart regardless of treatment. The prognostic and predictive relevance of several 
clinicopathological and molecular features, as mismatch repair proteins (MMR) status, is still under investigation. 
Aim
Asses MMR status and estro-progestinic receptors (ER/PgR) expression in a mono-institutional series of CAC highlighting their 
correlations with tumoral clinico-pathological features. 
Patients and methods
All CACs were retrospectively retrieved from the Division of Pathology of the University Hospital of Pisa (IT) from 2015 to 2021. 
Representative samples were selected, and histologic subtype, grade, and Silva pattern (according to WHO/IECC criteria) were 
annotated. 
MMR status was immunohistochemically assessed with the four-antibody approach (MLH1,PMS2, MSH2,MSH6). Immunostainings 
were performed on ROCHE-Ventana Medical System. 
Results
40 CACs have been collected. Patients’ mean age was 48,15y (range: 32-76y). Most CACs were HPV-associated usual type (36/40) 
of which 24 were invasive and 12 in situ. Rare subtypes present were: minimal deviation (1/40), clear cell (2/40), and invasive 
stratified mucin-producing carcinoma (1/40). 
All cases with lymphovascular invasion were G2 or G3; those with also perineural invasion were all G3 and Silva pattern C. 
21 CACs were ER-positive, while 8 expressed both ER and PgR. No differential ER/PgR expression was observed with a dichotomic 
age stratification (55y). Interestingly, all G3 cases were PgR-negative and showed a lower ER expression. Similarly, Silva pattern 
C CACs were PgR-negative with absent/lower ER expression. Whereas all CACs with pattern A were both ER and PgR-positive. 
Only 7 CACs were MMR deficient (MMRd), and all were usual type (4 invasive and 3 in situ). The heterodimer MLH-1/PMS2 was 
the most frequently altered (6/7), only one case had just MSH6 loss. 
Conclusion
Remarkably, even if MMRd is a rare event in CAC, both invasive and in situ usual type CACs can be involved, highlighting how 
this is an early event in tumorigenesis. Survival outcomes and treatment response in MMRd cervical cancer are still largely under-
investigated; however, these patients could benefit from novel tailored therapeutic approaches. The association with Lynch and 
related syndromes justifies the screening for other associated malignancies and clinical genetic counseling. 

Sabina Pistolesi (IT), Giuseppe Niccolò Fanelli (IT), Alessandra Perutelli (IT), Tommaso Simoncini (IT), Pietro 
Bottone (IT), Angiolo Gadducci (IT), Francesca Garbini (IT), Antonio Giuseppe Naccarato (IT)
[Pistolesi] [Fanelli] Department of New Technologies and Translational Research, Division of Pathology, University of Pisa, Pisa, Italy; [Perutelli] 
[Bottone] Department of Obstetrics and Gynecology, Azienda Ospedaliero-Universitaria Pisana, Pisa, Italy; [Simoncini] [Gadducci] [Garbini] [Naccarato] 
Department of Experimental and Clinical Medicine, Division of Gynecology and Obstetrics, University of Pisa, Pisa, Italy 
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Context
Ovarian cancer is the second most common gynecological cancer in Indonesia. The combination of platinum (carboplatin) and a 
taxane (paclitaxel) is considered as the first line of chemotherapy for ovarian cancer. The side effects of these chemotherapeutic 
drugs are nausea and vomiting, which may affect patient’s quality of life. Antiemetic medication options given to cancer patient are 
including granisetron and ondansentron. However, the effectivity of granisetron compared to ondansentron in preventing nausea 
and vomiting following chemotherapy is still controversial. 
Objective
The aim of this study is to compare intravenous injection granisetron and ondansetron to prevent nausea and vomiting in ephithelial 
ovarian cancer patient treated with carboplatin and paclitaxel, using The MASCC Antiemesis Tool (MAT). 
Methods
A prospective, randomized, and double blind clinical study was performed with 60 epithelial ovarian cancer patients receiving 
carboplatin and paclitaxel in Dr. Sardjito Hospital. Patients were divided into two groups: the control group is patient who 
treated with 8 mg ondansentron injection, whereas the intervention group is patient who treated with 1 mg granisetron injection. 
The assessment of nausea and vomiting is performed using MAT score at 12, 24 and 48 hour following the administration of 
chemotherapeutic agents. Mann-Whitney test was used in this study to assess the MAT score differences between patient groups. 
Results
Among 60 study participants, 32 patients (53.3%) were < 50 years old and 28 patients (46.7%) were > 50 years old, there was 
a statistically significant difference between age on the MAT score (p=0.00). The results of the MAT score at 12-hour were 
significantly lower from the 24 and 48-hour time points (p=0.00, p=0.00), but the 24-hour MAT score was not significantly different 
from the 48-hour MAT score (p=0.211). There were statistically significant lower MAT scores in granisetron group compared to 
ondansetron group at the 12, 24, and 48 hour time points (p=0.00, p=0.00, p=0.00, respectively). 
Conclusion
Intravenous granisetron was more effective than intravenous ondansetron as an antiemetics, in epithelial ovarian cancer patients 
who received carboplatin-paclitaxel chemotherapy. 

Hanif Reza (ID), Ratri Wulandari (ID), Shinta Prawitasari (ID), Ardhanu Kusumanto (ID)
Division of Gynecologic Oncology, Department of Obstetrics and Gynecology, Faculty of Medicine, Public Health and Nursing, Universitas Gadjah Mada/
Dr Sardjito General Hospital, Yogyakarta, Indonesia
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Context
DeflaGyn® is a vaginal gel that contains SiO2, selenite, and citric acid. The medical device was marketed in 2020 in Germany. It 
promotes spontaneous remission and regression of unclear cervical smears, but was also shown to support the clearance of high-
risk types of the human papillomavirus (hr-PV) and p16/Ki67.
Objective
To learn about the real-life experience of gynecologists who recommend the vaginal gel to their patients in case of abnormal 
cervical smear tests to support the watchful waiting period.
Methods
Twenty-two German gynecologists documented in case-report files their real-life experience in the treatment of patients with 
DeflaGyn® during the watchful waiting period after an unclear cervical smear test and/or positive for hr-HPV.
Patient(s): In total 40 women received DeflaGyn®. They were between 20 and 65 years old (mean age of 37.98 years) and had a 
mean BMI of 22.45 kg/m². 27.5% of women were smokers, three women received at least 1 dose of HPV vaccine and two women 
had concomitant infections. 
Interventions(s)
Use of DeflaGyn® with a usual treatment period of 3x 28 days. 
Results(s)
Before treatment with DeflaGyn® most women were diagnosed with Pap IIID1 (LSIL; n=22), Pap IIIp (ASC-H; n=6), or Pap IIID2 
(HSIL; n=6), 77.5% of them (n=31) tested positive for hr-HPV. After treatment with DeflaGyn® 30 women were diagnosed with 
either Pap I or Pap IIa and the number of women tested positive for hr-HPV reduced to 13 (42.5%). In one case a woman was 
diagnosed with Pap II (NILM) while tested positive for HPV type 16. After treatment with DeflaGyn® she was tested negative 
for all hr-HPV analysed. Another case was a woman previously diagnosed with Pap IIID1 and CIN II and received laser therapy 
of the portio. Afterwards she was diagnosed with Pap I (NILM) combined with a recurrent positive test for hr-HPV she received 
DeflaGyn®. After the treatment with the vaginal gel, she was tested negative for hr-HPV. Most of the patients mentioned that the 
vaginal gel was well tolerated. 
Conclusions
The real-life experience of DeflaGyn® upon German gynecologists shows that women within the age span of 20 to 65 use the 
vaginal gel during the watchful waiting phase. For both cervical smear tests and hr-HPV infections DeflaGyn® positive results have 
been documented while the patients’ feedback was overall very positive. 

Manuela Sailer (DE), Anna Mueller (DE), Pedro-Antonio Regidor (DE)
[Mueller] [Sailer] Exeltis Germany GmbH, Ismaning, German [Regidor] Exeltis Europe, Ismaning, Germany
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Context
Wound dehiscence is a risk factor that can occur following any surgical intervention. However there are certain cases where the risk 
factor of wound dehiscence occurring in a patient is greater than others. 
Objective
Assess the risk factors of wound dehiscence in a maternal oncologic patient. 
Patient
We received a referred patient with the diagnosis G3P1A1 GA 27 weeks 5 days, mother with cervical cancer stadium IIIB. 
Patient complained of spotting since 11 weeks pregnancy with a history of post coital bleeding and leukorrhea 5 months before 
pregnancy. Initially the planned management for the pregnancy was termination at 34 weeks through caesarean section followed 
by radiotherapy. However, at 33 weeks patient underwent and emergency caesarean section on indication of fetal compromised. 
Nine days later, the patient came in complaining of pain at the surgical site, delaying radiotherapy; 1 month after surgery occurred 
surgical site dehiscence. On physical examination, on the abdomen, there was pressure pain and dehiscence occurred at medial line 
of the scar from operative procedure measuring 5cm and it exerted a yellowish-brownish pus approximately 500cc. On bimanual 
examination, a mass of 5 cm size was found, brittle and easy to bleed, the right parametrium was normal, the left parametrium was 
fixated. Post caesarean section hemoglobin was 9.2 g/dl; hemoglobin further decreased to 7.7 g/dl when the patient returned 9 days 
later with the complaint of pain at the surgical site. Albumin was relatively low, from 1.92 g/dL post caesarean section to 1.95 g/
dL at 9 days afterwards, respectively. Culture sampling of the pus, the bacteria was sensitive to tetracycline and ciprofloxacin and 
the patient was administered tetracycline and ciprofloxacin orally and 2 weeks later, closure of dehiscent wound was conducted.
Conclusion
Risk factors that influence surgical site complications are divided into major, moderate, minor and rare. In this case, the patient 
had a major pre-operative risk factor of having conducted emergency surgery, as well as 2 moderate patient-related risk factors, 
hypoalbuminemia and anemia. Incidence of surgical site infection is also higher in oncologic patients as well as oncologic patients 
has a weaker cellular and humoral immune system thus slowing the immune response, providing a higher risk of infection 
occurrence. Associated poor nutrition or intake from cancer patients could also be a factor in slowing down the healing process. 

Hindun Wildani Wahab (ID), Annisa Prima (ID), Irwan Taufiqur Rachman (ID), Addin Trirahmanto (ID)
Division of Gynecologic Oncology, Department of Obstetrics and Gynecology, Faculty of Medicine, Public Health and Nursing, Universitas Gadjah Mada/
Dr Sardjito General Hospital, Yogyakarta, Indonesia
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Objective
To assess the interest of TAC performed by laparoscopy in recurrent late pregnancy loss 
Methods
We discussed indication of TAC after one or two pregancy loss (between 18. and 25 amenorhea weeks) in patients well informed 
of the need of a cesarean section after TAC and wishing to decrease the risk of recurrence.
TAC was performed through laparoscopy in a simplified manner (i.e. without dissecting the space between uterine artery and 
isthmus) and using a mesh of with an anterior knot).
A systematic hysteroscopy was done when the cerclage was performed before pregnancy in order to detect chronic endometritis
patients: 49 patients were enrolled in the study from 201 2 to 2019. All patients were duly informed and signed a consent form 
prior to the intervention
Main outcome measures
Out of 49 patients, 23 have an history of one late abortion, 21have had 2 late abortions and 5 an history of 3 abortions. 44 patients 
have had their cerclage prior to be pregnant and 5 before 12 weeks of pregnancy
47 patients were able to have a cesarean section after 36 weeks, 1 pregnant of twin underwent the operation at 10 weeks of 
pregnancy and had a failure at 25weeks leading to the mesh removal after uncontrollable uterine contractions, she underwent 6 
months after a new TAC and successfully deliver a singleton at 38 weeks.
Out of 44 patients having had cerclage prior to the pregnancy, 10 (22,7%) had an chronic endometritis with plasmocytes at the 
endometrial biopsy and wezre treated by antibiotics during one month.
No infection and no mesh rejection were observed in this serie.
Results
Laparoscopic cerclage was effective in 48 out of 49 patients (97%).
Conclusions
Laparoscopic cerclage seems to be a valid option to prevent late abortion, provinding the patient well informed of the need to be 
delivered by cesarean section. Procedure may be performed before ou during the first trimester. Usually TAC is proposed after at 
least 2 late abortion and a failure of conventionnal McDonald cerclage. We believe, due to the terrible burden of late abortion on 
patient, it is possible to propose TAC after only one or two abortions. 

Antoine Watrelot (FR)
Centre de Recherche et d’Etude de la Stérilité (CRES), Lyon, France 
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Context
Special health care needs of women and family who have a difficult process after pregnancy termination due to fetal anomaly 
should be handled by health professionals. However, healthcare professional who will provide care after perinatal loss may also be 
affected, and emotional impact may be reflected in health care.
Objective
It is aimed to determine the opinions and experiences of the healthcare professionals working in the field of women’s health 
regarding pregnancy terminations due to fetal anomaly with this study.
Methods
This qualitative study is based on a phenomenological approach. The study was conducted in Antalya, Turkey between December 
2018 and April 2019. The sample of the study consisted of 26 participants including nurses, midwives, specialists, and assistant 
doctors who have encountered pregnancy termination process due to fetal anomaly at least once. The study data were collected via 
an individual in-depth interview technique using a semi-structured survey form. Then, content analysis was made over the data 
transcribed.
Main outcome measures
The main outcome measures of the study are to reveal the perceptions and attitudes of health professionals about pregnancy 
terminations and to determine whether there is a difference in approach to pregnancy terminations among health professionals from 
different disciplines.
Results
After qualitative analysis, the study data were handled under two themes as “1-How are healthcare professionals affected during 
the termination process?” and “2-what do healthcare professionals do in the termination process?”. Under these two themes, the 
difficulties and facilitating factors in the pregnancy termination process for health professionals were revealed; In addition, the 
approaches of health professionals to pregnancy terminations were determined. It has been concluded that doctors have a more 
mechanical approach to pregnancy terminations, while nurses and midwives have a more emotional and compassionate approach.
Conclusions
It was determined that healthcare professionals involved in the termination of pregnancy due to fetal anomaly were affected in 
different ways in the process and there were some variables that determine this effect. To facilitate the process, it can be suggested 
to strengthen health professionals by improving editable factors. 

Arzu Akpınar (TR), Yasemin Turgut (TR), Hatice Balcı Yangın (TR)
[Akpınar] [Yangın] Department of Obstetric and Gynecological Nursing, Akdeniz University Faculty of Nursing, Antalya, Turkey, [Turgut] Antalya Kepez 
State Hospital, Turkey
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Introduction
The COVID-19 pandemic was declared on  March 11 2020, so several measures were then taken in our maternity to control the 
spread of the virus. These included: restriction of visits/company during delivery, appointments; COVID-19 tests to all women in 
labour; use of IPE by health professionals.
In Portugal, several maternities induced labour to all women at 39 weeks, for a better control of COVID-19. Our maternity did not.
Objectives
Comparison between characteristics of deliveries from  March 11 to December 31 2019, and deliveries from March 11 to December 
31, 2020. 
Methods
Statistical analysis of the data basis of births in 2019 and 2020, comparing the same period from both years, between March 11 and 
December 31. Inclusion criteria was singleton pregnancies, cephalic presentation, and mothers with a negative covid test. In 2019, 
825 women were included, and in 2020, there were 784, with a total of 1,609 women. The statistical analysis was through SPSS, 
Cramer’s v and chi-square test. 
Results
Between March 11 and December 31 2019, 825 women with a negative covid test delivered a single baby, in cephalic presentation. 
Of these, 6.2% were pre-term births. Regarding the type of birth, there were 52.6% eutocic births, 11.6% births with a suction cup, 
3.4% births with forceps, and 32.4% births by c-section. Of the c-sections, 36% were elective, 55.9% urgent, and 8% emergent. 
30.7% of all births were induced. There were 4 cases of newborns with an Apgar index <7 at 5 min, and 1 fetal death. 
In the same period in 2020, 784 women with a negative covid test delivered a single baby, in cephalic presentation. 5,5% were 
preterm. There were 52.4% eutocic births, 12.5% births with a suction cup, 4.1% births with forceps, and 31% births by c-section. 
Of the c-sections, 41.2% were elective, 52.3% urgent, 6.6% emergent. 28.3% of all births were induced. No cases of newborns with 
an Apgar index <7 at 5 min, but there were 4 cases of fetal death. 
Conclusions
Comparing the same period of time between 2019 and 2020, there were no statistical differences in the number, type of birth, or 
induced labour. There was a significant statistical difference (p value: 0,5) for cases with an Apgar index <7 at 5 min. In 2019 there 
was only one case of fetal death, while in 2020 there were 4 cases, which could be from the lack of availability of appointments, 
or fear to go to the hospital. 

Ariana Barbara (PT), Lilia Frada (PT), Rita Ribeiro (PT), Miguel Costa (PT), Isabel Campiao (PT), Fernando 
Fernandes (PT)
Hospital Espirito Santo de Évora, Portugal
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Context
After midwife-led birth centers as well as home births had been included into Social Security Statute Book (§134a SGB V) and thus 
became covered by German Public Health Insurance contract negotiations on flat rate costs have followed.
Objective
The section on quality management concerning allocation criteria for out of hospital births needed an update now, as evidence 
based as possible.
Methods
12 catalogues from 11 countries, which do have documents for choice of birthplace, have been identified via literature studies, links 
to the homepage of the ministry in charge or direct correspondence.
Results
Obstetrics presents the same problems worldwide of how to cope with higher than low risks. The resulting overview table shows how 
very similar the solutions really are and thus helps to define how responsibility can be shared between midwives and obstetricians.
Conclusions
The specific regulations concerning quality management in the contract between self-employed midwives and the German Public 
Health Insurance have been updated on this basis. The overview table could also serve as an important contribution for international 
exchange, comparison of results and further development of obstetric care in the respective systems of Social Security. 

Susanne Bauer (DE)
Quality & Patient Safety Department, Medical Advisory Services for German Social Health Insurance (federal level), Essen, Germany
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Context
The identification of high-risk pregnancies is a critical component of obstetric care. This assessment includes maternal age with 
maximum risk attributed to the extremes of the reproductive period, but ongoing changes potentially decreased the effect of age 
in late pregnancy. Medicine became more effective in the prevention, detection and management of conditions associated to 
unfavorable obstetric outcomes. Women worldwide have incrising resources and education. They have less children and invest 
more in each pregnancy. They are also more likely to have comorbidities at any age. Society has more pathways open to women 
and lifestyle choices became diverse increasing the gaps between the health status of women with the same age. 
Objective
This study aims to explore the association between age and obstetric outcomes in late pregnancy previously to the COVID-19 
pandemic.
Methods
Consult of the records of all deliveries after 24w gestation in Hospital do Espírito Santo de Évora (Portugal) in 2017 and 2018. 
Statistical analysis with SPSS.
Patients
2,222 women (2,262 births), with an average age of 31 years (min. 14; max. 47) (≤17 years: 30 patients; 18-29y: 800; 30-39y: 
1,228; ≥40y: 158). 51% were multiparous (≤17 years: 10%; 18-29y: 35.4%; 30-39y: 60.0%; ≥40y: 71.5%).
Main outcome measures
maternal mortality, fetal mortality, Apgar Score, birth weight, weeks of gestation, singleton/twin delivery, type of delivery, urgency 
of cesarian section.
Results
With age there was an significant rise in:
- preterm births (≤17 years: 6.7%; 18-29y: 9.8%; 30-39y: 9.7%; ≥40y: 16.5% - Cramer’s V p 0,05)
- deliveries by cesarean section (≤17 years: 13.3%; 18-29y: 26.3%; 30-39y: 36.5%; ≥40y: 49.4% - Cramer’s V p 0.000) 
- non-urgent cesarean sections (≤17 years: 25.0%; 18-29y: 36.2%; 30-39y: 54.1%; ≥40y: 61.5% - Cramer’s V p 0.000)
Although without significance, the incidence of twin deliveries increased with age, and there was a trend towards lower birth 
weights.
There were no differences in Apgar Score at the 5º min, in fetal mortality (n=12) or in maternal mortality (n=0).
Conclusions
The data from our Center suggests that maternal age continues to be associated to obstetric outcomes in the third trimester. However, 
teen pregnancy didn’t stood out has high-risk. That was true for pregnancies at 40 years of age or above, but a bigger propensity 
for medical intervention may explain some of the discrepancies that were found. 

Lilia Frada (PT), Ana Rita Ribeiro (PT), Ariana Bárbara (PT), Miguel Penas da Costa (PT), Elisa Rosin (PT), 
Policarpo Pina (PT), Fernando Fernandes (PT)
Hospital do Espírito Santo de Évora, Portugal
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Objective
The aim of our study was to analyze the therapeutic effects of pravastatin /L-arginine therapy on improvement of placental perfusion 
and decrease of umbilical artery vascular resistance in singleton pregnancies with increased umbilical artery pulsatility index for 
gestational age. 
Methods
In this study 12 pregnant patients, with isolated increased umbilical vascular resistance and normal uterine artery doppler findings, 
were included. Pravastatin 40 mg / L-arginine 1500 mg per day, was administered when umbilical artery pulsatility index was 
measured above limits for gestational age. Patients were scanned in 2-4 week interval to follow up changes in vascular resistance 
in umbilical artery. 
Results
12 pregnant patients had singleton pregnancy. Median gestational age, when increased umbilical vascular resistance was detected 
and therapy introduced, was 23 weeks (18-30 weeks). Therapy was introduced when PI values in the umbilical artery were above 
normal limits for gestational age. Improvement of umbilical artery PI values was confirmed in 11 patients. Median period of 
improvement in umbilical circulation was 2 weeks. Fetal cerebral, aortal, renal circulation and uterine arteries vascular resistance 
remained normal throughout pregnancy. Median gestational age at delivery was 40 weeks. Median 1/5 min Agar score was 9/10. 11 
neonates were born without signs of intrauterine asphyxia. Mean neonatal weight was 3331±389 g. In one patient, who had normal 
umbilical artery vascular resistance until 30th week, therapy was introduced after significant rise of umbilical artery PI to 1.5. 
Fetal condition was intensively monitored and umbilical artery PI values continued to rise until 35 weeks when AEDV occurred. 
Fetal cerebral circulation showed initial blood redistribution towards central nervous system. Pregnancy was carefully monitored 
and, when cardiotocographic monitoring indicated imminent asphyxia, cesarean section was performed at 35 weeks of pregnancy. 
Neonatal weight was 2400 g, Apgar score was 7/8. Histopathological examination of the placenta confirmed placental infarction. 
Conclusion
In patients with isolated increased umbilical artery vascular resistance, increased placental perfusion and decreased vascular 
resistance in umbilical arteries was achieved after administration of Pravastatin 40 mg/L-arginine1500 mg daily. Administration of 
this therapy reduced the incidence of premature delivery due to fetal asphyxia. 

Aleksandar Jurisic (RS), Zaklina Jurisic (RS), Sladjana Mihajlovic (RS), Dejan Dinic (RS)
[Jurisic] University of Belgrade Medical School, Narodni Front University Hospital, Belgrade, Serbia; OB/GYN Polyclinic Jurisic, Belgrade, Serbia; [Jurisic 
] OB/GYN Polyclinic Jurisic, Belgrade, Serbia; [Mihajlovic] Clinical Hospital Center “Dr Dragiša Mišović”, Belgrade, Serbia; [Dinic] KBC Zemun, Serbia
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Context
Physiologic immune suppression and cardiopulmonar changes experienced by pregnant women confers additional risk for 
COVID-19 infection, morbidity and mortality. SARS-CoV-2 has rapidly spread globally making urgent need for therapeutic 
options. Remdesivir, the first drug licensed for COVID-19 treatment, is a nucleoside prodrug with activity against coronaviruses 
supposed to shorten the time of recovery in hospitalized patients requiring oxygen therapy. Pregnant women were excluded of 
clinical trials for justifiable reasons, therefore we have no strong evidence of efficacy in this population. Considering that ten 
percent of all pregnant women infected by COVID-19 will have severe symptoms, potential treatment options are more than 
necessary at this point of the pandemic. Tocilizumab is a recombinant and humanized IgG monoclonal antibody against IL-6 which 
does not appear to increase the risk of birth defects and has limited use to severe COVID-19. 
Objective
To expose Tocilizumab and Remdesivir as possible effective drugs for treating moderate to severe COVID-19 cases in pregnant 
women. Methods – multiple eletronic databases were searched for studies and case relates evaluating the safety and effects of 
Tocilizumab and/or Remdesivir in pregnant population. 
Main outcome measure(s)
Predictions can be made based on Remdesivir chemistry and pharmacokinetics, as it is rapidly hydrolysed by intracellular esterases 
to a nucleoside monophosphate analogue requiring several steps of metabolism to generate the active intracellular nucleotide 
triphosphate analogue suggesting that it is unlikely to cross the placenta in important amounts. 
Result(s)
All the articles searched reached consensus in determining that the main clinical outcome was recovery, both by using Tocilizumab 
and Remdesivir isolated. There was no adverse effects and recovery time was shortened. 
Conclusions
Remdesivir has in vivo activity against Ebola virus and MERS-CoV, probably also has effect on SARS-CoV-2, it’s also well 
tolerated by pregnant women, with no severe adverse affects. Despite the fact that it is still necessary further study and randomized 
controlled trial to strongly correlate remdesivir and tocilizumab to clinical improvemet, the accumulated data show promising 
results for these drugs as viable therapy. 

Marina Machado (BR), Natalia Couto (BR), Vivian Massing (BR)
[Machado] [Couto] Hospital do Rocio, Paranà, Brazil; [Massing] Embryo Centro de Reproducao Humana, Brazil
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Context
Cervical insufficiency is defined as the inability of the uterine cervix to retain a pregnancy in the second trimester due to dilation 
of the cerivix without uterine contractions. Unfortunatelly, diagnosis is mostly based on a patient history of prior midtrimester loss, 
therefore when it occurs in the first pregnancy we are faced with an advanced condition that lacks solid protocols on what treatment 
to follow. 
Objective
To show a successful treatment of a second trimester pregnancy with cervical insufficiency through the combined use of three types 
of treatment methods. Methods: the data was obtained through review of the patient’s medical 
record. 
Patient
KEL, 29 years, fifth pregnancy. 
About the previous gestations: 
- 1st: C-section at term due to breech fetal presentation 
- 2nd: C-section at term due to maternal desire 
- 3rd: miscarriage followed by curettage 
-  4th: premature deliver at 22 weeks of pregnancy due to total cervical dilation followed by premature rupture of membranes. A 

C-section was performed due to cormic fetal presentation. Neonatal death after 5 days. A new pregnancy occurred after 40 days, 
despite regular use of condoms. 

Interventions
During the current pregnancy, pre-natal exams were performed including cervical measurement and evaluation at 12 weeks, with 
normal results. Progesterone supplementation was initiated at the end of the first trimester. At 20 weeks and 6 days, during the 
morphological ultrasound, a transvaginal ultrasound was also performed in order to evaluate the cervix. It was found to have a 
funnel-shaped appearance and it measured 15 mm in length indicating cervical insufficiency. A day after the diagnosis, a McDonald 
cerclage was performed without any complications. Five days later a cervical pessary was inserted around the cervix. The patient 
presented excellent pregnancy evolution until 37 weeks, when the pessary and cerclage stiches were removed. Immediately after 
the removal the patient was 5 cm dilated and presented a thin cervix. A C-section was performed due to a recent hysterotomy. 
Main outcome
A 6.6 pound healthy girl was born. The patient also underwent a tubal ligation in accordance with Brazilian law, which allows the 
procedure to be performed concomitant with delivery if after three or more C-sections. 
Conclusion
When we face pregnancies on the verge of birth before viability, a treatment that includes the three interventions above mentioned 
can be effective. 

Marina Machado (BR)
Hospital do Rocio, Paranà, Brazil
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Context
Fetal Autonomic Nervous sysTem Evaluation (FANTE) is a non-invasive tool able to evaluate the autonomic nervous system 
activity in fetus. Autonomic nervous system is a key-regulator of the fetal homeostasis during the prenatal and postnatal life and its 
modulation could be important to stimulate autonomous nervous system (ANS) maturation and development. 
Objective
Primary endpoint was creating table and graphs containing several parameters of heart rate variability (Rrsd, RR interval standard 
deviation; power spectral density, PSD; Ptot), sympathetic (low frequencies, LFn) and parasympathetic activity (high frequencies, 
HFn), related to gestational age. Secondary endpoint was finding statistical differences in FANTE values between physiological 
pregnancies babies and pathological pregnancies’ ones.
Method
All FANTE registrations were acquired using 12 derivations placed on the maternal abdomen. In every session, 10 min basal 
FANTE (bFANTE) were registered, avoiding external noises or other stimulations.
Population
171 women between the 24nd and 38th week with a singleton pregnancy, physiological or pathological, were recruited in this study. 
46 patients were recruited outside the hospital in our outpaient clinic, while 125 were recovered in our Obstetrics (Physiological 
and Patohlogical) Unit. A weekly FANTE registration was performed.
Results
RR mean increase regularly during period from 25 to 42 weeks with statistical relevance (r=0.4026, p<0.0001) as like as RMSSD 
(r=0.3503, p<0.0001) and SDNN; in fact this value increases regularly after 25 weeks (r=0.3857; p<0.0001). Both LF and HF 
increase during second and third trimester of pregnancy (LF: r=0.3857, p<0,0001; HF: r=0.3332, p<0.0001), while LF/HF ratio 
decrease without statistical relevance.However when we have considered only physiological pregnancies (N=94) excluding 
pathological ones (IUGR, SGA, pPROM, preeclampsia, intrauterine death), LF/HF ratio decreased statistically with gestational 
weeks (r=-0.361, p=0.0004). 
Conclusion
FANTE could be developped and used to define ANS development and could give a relevant contrinution on early diagnosis about 
ANS disfunctions and to assess future risk on developping diseases in preterm babies. However there are several limitations which 
have to be solved in order to gain relevant results and further studies (based on bigger populations) need to be held in future. 
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Ectopic pregnancies (EP) affect 1% to 2% of all pregnancies, most occurring in the fallopian tubes. Around 1% of EP are found 
at the abdominal cavity, with the fertilized ovum attached to reproductive organs, uterine serosa, omentum, bowel or mesentery.
A 34 years old woman presented to the ER on 15/03/2021 with abdominal pain and abnormal uterine bleeding. 
The patient had history of HSIL (conization in 2020), never having had surgery or currently taking any medication. 
G5P5 (5 eutocic deliveries) with amenorrhea of 4w and 6d.
The pregnancy test was positive. 
Bimanual examination revealed a firm and closed cervix, right deviated uterus, severe pain in the left adnexal area, with a rubbery 
mass of 12/14 cm diameter and pain in the Douglas pouch.
The ultrasound (US) exhibited a deviated uterus, clear endometrial line, thicker at the fundus. In between the left adnexal area 
and the Douglas pouch a gestacional sac was seen with a live fetus, CRL 53mm and BPD 24,7 mm, compatible with a 14w+1d 
pregnancy.
Admission was recommended for further evaluation and management, which was fiercely denied by the patient, even after a 
detailed explanation of the risks.
On 22/04/2021 the patient showed up at an obstetrics appointment, referring a “4 months old pregnancy” sic.
The physician performed a US that exhibited a fetus compatible with a 14w pregnancy, without heartbeats.
It was stressed it was a nonviable pregnancy that must be managed in the hospital. The patient remained determined against 
admission.
The following day the patient presented to the ER with abdominal pain, and after a thorough explanation of the risks she faced, the 
patient finally consented admission and surgery was performed the same day.
Firstly the medical team tried a laparoscopic approach, but considering the severe bleeding from the retrouterine mass, it was 
decided to convert to laparotomy.
The ectopic mass evidenced a large area of fibrin and extensive adhesions to the bowels. The gestational sac was artificially 
ruptured and a dead fetus was retrieved and sent to pathology. The placenta was noted to be attached to the posterior wall of the 
uterus/Douglas pouch.
Abdominal ectopic pregnancies present high morbidity and morbidity, therefore their effective diagnosis and management are 
of utmost importance. Doctor/patient communication is often challenging, but its effectiveness is crucial for the successful 
management of a patient’s disease. 
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Objective
An adverse uterine micro-environment can trigger unfavourable events resulting in miscarriage or late pregnancy complications, 
such as pre-eclampsia. A successful pregnancy is dependent on well-timed modification of the bio-mechanical parameters in 
the endometrium including cell migration, cytoskeletal rearrangements, establishing cell polarity and matrix stiffness. Factors 
influencing endometrial actin dynamics remain poorly understood. Placental growth factor (PLGF) is abundant in the human 
endometrium and previous studies in cancer revealed a putative link between PLGF and cytoskeletal rearrangement. Therefore, 
the present study explored whether PLGF modifies actin cytoskeleton, shape and stiffness in benign human endometrial stromal 
cells (ESC). 
Methods
The effect of PLGF (20ng/ml for 6 days) on cytoskeletal regulators Rac1 and PAK1 was studied using qRT- PCR and western 
blotting. Further, the impact of PLGF on globular to filamentous actin (G/F actin) ratio was measured using flow cytometry, 
immunofluorescence and western blot approaches. Finally, the cell stiffness (the elastic modulus), cell surface area and cell volume 
were investigated by atomic force microscopy (AFM), imaging and flow cytometry. 
Results
As a result, PLGF increased Rac1 and PAK1 transcript and protein levels. PLGF decreased G/F ratio levels in ESCs pointing to 
actin depolymerization. Further, treatment with PLGF dramatically increased cell stiffness with minimal change observed in cell 
surface area and cell volume. The effect of PLGF on actin depolymerization was blocked by inhibition of Rac1 and PAK1. 
Conclusion
In conclusion, PLGF leads to an increase of Rac1 and PAK1 activity with subsequent actin depolymerization and cell stiffening. Thus, 
endometrial PLGF influences cell dynamics by modulating G/F actin directly in ESCs. Aberrant PLGF signalling and perturbed 
cytoskeletal arrangement could be an important determining factor leading to pregnancy complications such as miscarriage or pre-
eclampsia.
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A favourable outcome of a 31 -year- old pregnant woman with underlying Fowler’s syndrome along with focal epilepsy, 
Hypothyroidism and Asthma. Fowler’s syndrome is a cause of urinary retention in young women. 
The abnormality lies in the failure of urethral sphincter to relax, hence the main concern is to ensure adequate bladder emptying. 
Our patient went through self- catheterisation and suprapubic catheters after which she had the Mitrofanoff procedure to help 
manage her symptoms. 
Upon getting pregnant the main concern was recurrent urinary tract infections and pelvic pain requiring hospital admissions for 
parenteral antibiotics and analgesia. She underwent Induction of labour at 39 weeks and delivered a healthy infant. Post- natal 
recovery was complicated with worsening of seizures, was managed with support of neurology team input. 
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Cases of maternal near miss are those in which women survive severe maternal complications during pregnancy or the puerperium. 
This ecological study aimed to identify the temporal trend of near-miss cases in different regions of Brazil between 2010 and 2018, 
using data from the Hospital Information System (HIS) of the Unified Brazilian Health System (SUS). 
Hospital admission records of women between 10 and 49 years old with diagnosis included in the ICD-10 and codes indicating near-
miss events were selected. From 20,891,040 admission due to obstetric causes, 766,249 (3.66%) near-miss cases were identified, 
31,475 women needed admission to the ICU and 1,259 died. 
Cases were found to be more predominant in black women over 35 years old from the North and Northeast region. There was a 
trend of increase in near-miss rates of approximately 13.5% a year during the period of the study. The trend presented a different 
behavior depending on the level of development of the region studied. The main causes of near miss were preeclampsia (47%), 
hemorrhage (24%) and sepsis (18%). 
The elucidation of the temporal trend of near miss can contribute to the institutionalization of public policies that aim to reduce the 
rates of maternal morbidity and mortality. 
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