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to support and facilitate basic and clinical research aimed at improving

reproductive outcome of infertility couples 

This research fund is a 
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An outreach educationl program which main focus is to offer

post-graduate physicians in-traning, residents and fellows,

with the opportunity to acquire knowledge and skills in Reproductive Medicine and Embryology that will enhance their potential and further their careers as health providers.

Description

Free membership subsctiption and free registration to Annual Meeting Support for travel and accommodation for accepted research as oral or poster presentation at Annual Meeting
Support for clinical and/or research mentorship
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Oral Presentations

Friday September 26, 2014
Room: Roma 1

PERSONAL GROWTH I

TRAIN YOUR BRAIN to thrive from nine to five

Johnny Awwad, M.D.

Professor of Obstetrics and Gynecology, American University of Beirut Medical center-Lebanon.

Our bodies are outliving our brains. We feel the aches and pains of physical losses, but what about indications of mental decline? Life expectancy in the United States is now about 80 years old. Girls born today have a one-in-three chance of living to 100, while boys have a one-in-four chance. Yet our cognitive brain performance peaks in our early 40s. That means mental functions like memory, speed of thinking, problem-solving, reasoning and decision-making deteriorate in our last 30 or 40 years of life.

Just as we’ve come to realize that we can improve our physical health through diet and workouts, so too can we improve our cognitive health. It’s a matter of committing to adopt healthy brain habits, eliminating toxic mental routines and engaging in the right mental exercises. The truth is our brain adapts from moment to moment, depending on how we use it; it either declines or improves. The direction our brain health goes depends on us and the way we challenge it – at home, work, and play.

Make a commitment to change your brain habits today and every day. As you do, you will ensure that your best brain years are ahead of you –not behind you.

Room: Roma 1
KEYNOTE LECTURE I: The Professor AboulGhar lecture
O-01

Mitochondrial nutrients to energize old eggs*
Robert F Casper MD

Professor, Division of Reproductive Sciences, The University of Toronto

Older infertility patients have reduced oocyte mitochondrial production of ATP, which limits normal oocyte chromosomal disjunction and subsequent embryo development. Coenzyme Q10 (CoQ10) is a crucial substrate in the electron transport chain of mitochondria. The cumulus cells (CC), which nourish the oocyte, can produce and deliver CoQ10 and other substrates like cholesterol and pyruvate to the oocyte through gap junctions. We hypothesized that CC synthesis of coQ10 is decreased with age leading to adverse reproductive outcomes. Our results to date demonstrate reduced CoQ10 synthesis gene expression in CC of older animals and in older women undergoing IVF.  There was also an associated decrease in CC number, increased apoptosis rate in CC, and decreased mitochondrial energy production. As a result, older animals were shown to have an increased aneuploidy rate in their oocytes and reduced litter size compared to younger animals. Supplementation with coQ10 increased mitochondrial ATP production and led to decreased aneuploidy and increased letter size back to the young control level. In addition, we were able to replicate oocyte aging in young mice by inducing a conditional knock-down of the coQ10 synthesis enzyme PDSS2 in oocytes and coQ10 administration restored normal oocyte function. Our results support reduced coQ10 synthesis in CC and oocytes as a factor in reproductive aging in mammals including humans. We anticipate that supplementation of coQ10 could reverse the observed changes associated with reproductive aging.

Room: Roma 1
CONCURRENT SCIENTIFIC SESSION 1: Ovarian stimulation for ART
O-02
The dilemma of optimizing ovarian stimulationovarian stimulation*
M. Aboulghar, M.D. 

Professor, Cairo University Clinical Director, The Egyptian IVF Center

Ovarian stimulation is a challenging experience. Even the most experienced endocrinologist may fail to reach optimum ovarian response and at the same time avoid the risk of ovarian huyperstimulaiton syndrome or cycle cancelation. Reaching the optimum dose requires clinical experience, strong scientific background and extreme knowledge on the factors which determine ovarian response.

In women with hypogonadotrophic amenorrhea, optimal clinical results are achieved by the combined administration of FSH and LH, accompanied by the administration of hMG or a combination of FSH and either recombinant LH or low-dose hCG. A protocol that is followed by many is to administer hMG in a starting dose of 150 IU/day, given for 5 days and, unless a substantial increase in E2 concentrations occurs, the dose is increased by 33% every 5 days. The pregnancy rate per treatment cycle that has been reported is 25%, while the number of cycles to obtain pregnancy is 2.8±1.7.

Optimal response to gonadotropin therapy is at least one follicle with a mean diameterof 17 mm or more, a preovulatory serum E 2 level of level of 400 400 pmol/Lpmol/Lor more, and a or more, and a midluteal phase progesterone level of 25 nmol/L or more.

The aim of ovulation induction in anovulatory infertility is monofollicular ovulation to avoid the risk of multiple ovulation to avoid the risk of multiple pregnancy.

For ovarian stimulation in IVF/ICSI, the dose of FSH required depends upon age, previous ovarian response, AMH level, ultrasound criteria, weight and BMI.

O-03
Cycle Programming in GnRH antagonist cycles*
Paul Devroey (Belgium)
Abstract not received

O-04 
Update of letrozole versus clomiphene (CC) for ovulation induction*
Robert F Casper MD

Professor, Division of Reproductive Sciences, The University of Toronto

In spite of the high ovulation rate, the use of CC is associated with adverse side effects and low pregnancy rates due to its mechanism of action involving long-lasting estrogen receptor (ER) depletion. In CC failures, gonadotropin injections are generally the next treatment option, but are associated with increased risk of OHSS and multiple pregnancies. 

We hypothesized that it may be possible to mimic the action of CC without depletion of estrogen receptors, by administration of an aromatase inhibitor in the early part of the menstrual cycle. Because of their shorter half-life (two days) and absence of estrogen receptor antagonism, antiestrogenic effects such as those associated with CC are not expected with aromatase inhibitor treatment. 

The success of aromatase inhibition in inducing ovulation in anovulatory women with polycystic ovarian syndrome (PCOS) has now been reported by many studies over the last 10 years. Moreover, we have shown that when aromatase inhibitors were used with FSH, a significant reduction occurred in FSH dose needed for controlled ovarian hyperstimulation. We also demonstrated the safety of aromatase inhibitors in pregnancy outcome studies.

Recently, a multicenter RCT through the Reproductive Medicine Network funded by NIH compared CC with letrozole for ovulation induction in 750 PCOS patients. Compared with CC, letrozole was associated with significantly higher ovulation rates and cumulative live birth rates. In summary, we believe aromatase inhibitors are acceptable alternatives to CC as first line oral agents for ovulation induction in PCOS.
Room: Roma 2
CONCURRENT SCIENTIFIC SESSION 2: Improving ART outcome
O-05
Predicting factors for successful pregnancy (ovulation induction, IUI, and IVF/ICSI)*
Alejandro Manzur Yanine, M.D.
President of the Latin American Association of Reproductive Medicine (ALMER), Head of the Human Reproduction Unit, Pontificia Universidad Catolica de Chile.
Infertility has become a major issue among developed and undeveloped countries, since maternity has been consistently postponed for several reasons. In fact, aging women is the main variable conditioning the results in every fertility treatment, affecting both quantity and quality of oocytes. The risk of abortion is also dramatically increased in elderly women. Other contributors that should be controlled are environmental factors, such as smoking, alcohol intake and caffeine, as well as body mass index.

Fertility factors like ovulatory disorders, cervical, coital and unexplained infertility are generally considered of good prognosis, opposed to male factor and advanced endometriosis. In qualified patients for intrauterine insemination cycles, the type of ovarian stimulation and the number of oocytes recruited are the main variables conditioning success, while in IVF-ICSI patients is the number of embryos and the embryo stage of development at the moment of transfer. A careful balance should be made in order to obtain a high pregnancy rate without increasing the chances of multiple gestations.
O-06 
Reduction of Multiple Pregnancies from Gonadotropin-IUI Cycles*
Elias M. Dahdouh M.D. M.Sc.

Head & Medical Director, ART-PGD Center; Department of Obstetrics-Gynecology

CHU Sainte-Justine, University of Montreal; Associate Member, PROCREA Clinics Montreal
IUI is a common treatment for unexplained infertility and male subfertility. This treatment is often associated with ovulation stimulation using oral agents or exogenous gonadotropins. In patients undergoing IUI, the concomitant use of gonadotropins has been shown to increase the rate of pregnancy in unexplained infertility (OR 2.33, 95% CI [1.46 – 3.71]) as well as in male subfertility (OR 1.80, 95% CI [1.20 – 2.70]). However, the ovarian response may vary, ranging from no-response (no follicles developed), to hyper-response (more than 4 follicles of >12mm developed). Amongst hyper-responders, where follicular recruitment is excessive, a decision must be made to either cancel the cycle, or allow the multiple follicles to mature and thus risk the incidence of multiple pregnancy and OHSS.

Both these complications may be prevented by cycle cancellation, or better yet, by converting IUI-gonadotropin cycles to IVF. Since the advent of GnRH antagonists, the latter can be readily accomplished by provision of the antagonist in order to prevent a LH surge, perform egg retrievals, and proceed to embryo culture and transfer. In a recent study published by our group, we showed that conversion of high-response gonadotropin-IUI cycles to “rescue” IVF is a cost-effective strategy with relatively minimal morbidity, which provides at least equal or better clinical outcomes than conventional IVF. In addition, implantation and pregnancy rates tend to be higher than those from hyper-responder regular IVF patients.

Reference:

Balayla J, Granger L, St-Michel P, Villeneuve M, Fontaine JY, Desrosiers P, Dahdouh EM. 

Rescue in vitro fertilization using a GnRH antagonist in hyper-responders from gonadotropin intrauterine insemination (IUI) cycles. Journal of Assisted Reproduction and Genetics. 2013 Jun; 30(6): 773-8.
O-07 
Advanced Paternal Age: Does It Matter?*
Fadi Mirza, M.D.
Department of Obstetrics and Gynecology, American University of Beirut Medical Center-Lebanon

Advanced maternal age has traditionally been the focus of the attention of both patients and their health care providers. In turn, advanced paternal age is less well-defined and has received less interest, even though paternal age may have important effects on fertility and pregnancy. Advanced paternal age is associated with an increase in autosomal dominant mutations and in specific congenital anomalies. Advanced paternal age has also been linked to adverse neurodevelopmental outcomes, including autism and schizophrenia. Regarding adverse pregnancy outcomes, advanced paternal age has also been shown to be associated with an increase in the risk of miscarriage. This talk gives an overview of the effects of advanced paternal age on fertility, assisted reproduction, and pregnancy outcomes.
Room: Roma 3
CONCURRENT SCIENTIFIC SESSION 3: Polycystic Ovary Disease
O-08
PCOS: CONTEMPORARY DIAGNOSIS*
Ricardo Azziz 1,2
Depts. of 1 Ob/Gyn and 2 Medicine, Medical College of Georgia, Georgia Regents University, Augusta, GA, USA
The modern search for diagnostic criteria for Polycystic Ovary Syndrome (PCOS) began with the 1935 report by Stein & Leventhal. Today, there are essentially 3 different set of criteria for diagnosing the syndrome (i.e. collection of signs and features) we know as PCOS. The use of these criteria greatly depends on the focus and intent of their use. However a few common facts can be gleaned. Firstly, the criteria set thru a attendance survey at a NIH-sponsored meeting in 1990 set the foundation for the diagnosis, noting that all women with PCOS had at least two features: 1)  ovulatory dysfunction (‘oligo’; oligo-ovulation) and 2) hyperandrogenism (HA; clinical and/or biochemical). PCOS was viewed as a diagnosis of exclusion, requiring that other defined disorders that mimicked or caused similar features as PCOS be excluded: thyroid dysfunction and hyperprolactinemia as causes of oligo-ovulation; and 21-hydroxylase non-classic adrenal hyperplasia (NCAH), androgen-secreting tumors, and unique syndromes of insulin resistance (IR) as causes of both ovulatory dysfunction and hyperandrogenism. While not included in the NIH 1190 diagnostic criteria, polycystic ovarian morphology (PCOM), generally assessed on ultrasonography), was observable in over 90% of women so diagnosed with PCOS. Under this definition, the prevalence of PCOS world-wide appeared to be somewhere between 5-10%, and the incidence of IR and metabolic dysfunction in PCOS somewhere between 65% and 85%. Subsequently, there have been two modifications to the NIH 1990 criteria, essentially attempts at expanding the original diagnostic criteria: the Rotterdam criteria of 2003 and the Androgen Excess & PCOS Society (AE-PCOS) criteria of 2006. The best way to understand these criteria is through a phenotypic approaching to the disorder. While the NIH 1990 criteria described 2 general phenotypes (oligo+HA+PCOM and oligo+HA without PCOM), the AE-PCOS 2006 criteria describes an additional phenotype (HA+PCOM without oligo), and the Rotterdam 2003 criteria describes one additional phenotype beyond that of the AE-PCOS 2003 (oligo+PCOM). The results is that the prevalence of PCOS under Rotterdam 2003 in populations can be as high as 20%, suggesting that up to 1 in 5 may be so affected. It has also become clear that HA (a core requirement for the NIH 1990 and AE-PCOS 2006 criteria) is closely associated with IR and metabolic dysfunction in PCOS, while the non-HA forms of PCOS (e.g. oligo+PCOM) have a much lower risk.  Practitioners and researchers in choosing criteria should keep the following in mind: 1) the Rotterdam 2003 provides the broadest set of criteria; 2) it is more important to understand the set of individual phenotypes rather than the specific criteria, as different phenotypes have different risks for associated morbidity (metabolic dysfunction, ovarian hyperstimulation). The future for the diagnosis of PCOS will be determined by through ‘phenomics’, the careful association between genetic variants and PCOS phenotypes.
O-09
The effects of bariatric surgery on PCOS phenotype*
Firas Abiad (Lebanon) 
Abstract not received

O-10
HOW IMPORTANT IS OBESITY IN PCOS?*
Azziz R1,2, Ezeh U1, Chen Y-H1
Depts. of 1Ob/Gyn and 2Medicine, Medical College of Georgia, Georgia Regents University, Augusta, GA, USA
Polycystic Ovary Syndrome (PCOS) is estimated to affect 6-20% of reproductive-aged women, and is often associated with insulin resistance (IR) and compensatory hyperinsulinemia, independent of obesity. While it is widely believed that obesity is a common feature of PCOS, various studies have demonstrated that the risk of PCOS is only minimally increased by obesity. Alternatively, the degree of obesity in PCOS has increased over time, similar to that observed in the general population, suggesting that obesity in PCOS to a great extent reflects environmental factors. Furthermore, our data suggests that the high prevalence of obesity often reported in women with PCOS may reflect a clinical referral bias. Furthermore, fat distribution is not generally different in patients with PCOS from body mass index (BMI)-matched controls, although does may play a role in IR of PCOS. While women with PCOS, if studied objectively, may not be much more obese than other women in their geographic area, there is strong evidence that adipose tissue in PCOS is dysfunctional and pro-inflammatory and pro-IR, regardless of fat distribution or degree of adiposity. For example, microarray data indicate that while genes involved in inflammation, lipid metabolism, and Wnt signaling are differentially expressed in the subcutaneous adipose tissue (SAT) of PCOS compared to controls, genes in the insulin signaling pathway are not. Likewise, we have been unable to demonstrate defects in insulin signaling in SAT of PCOS women; including insulin signaling related gene expression, insulin binding, insulin receptor expression and components of the IRS-1/PI3K/AKT pathway. In contrast, we and others have recently demonstrated evidence of adipogenic dysfunction in PCOS involving impaired cellular glucose transport and lipolysis, impaired adiponectin secretion with an exaggerated inflammatory response, reduced GLUT-4 and FOS expression, and adipocyte size abnormalities. In addition, we have observed micro-RNA dysfunction (including miR 93 and 223), epigenetic regulators of gene action, and their regulation of GLUT-4 expression and content. In summary, while women with PCOS diagnosed in unselected populations may not demonstrate as high an incidence of obesity as originally though, it appears clear that adipose tissue itself, functions abnormally on PCOS. Understanding the unique mechanisms of adipose tissue dysfunction in PCOS may not only signal potential new therapeutic avenues for this very common disorder, but also yield clues to the mechanisms underlying the IR of other disorders, such as type 2 diabetes and obesity.
Room: Roma 1
CONCURRENT SCIENTIFIC SESSION 4: Reproductive Surgery
O-11
At a time of Morcellator crisis, is the era of laparoscopic myomectomy over?*
Karim Nawfal, MD
Obstetrics and gynecology- Minimally Invasive, Laparoscopic and Robotic Gynecologic surgery, Clemenceau Medical Center-Lebanon

Within the past year, the worldwide obstetrics and gynecology community has felt the waves of the serious FDA investigation followed by a ban on the use of power morcellation in minimally invasive surgery, whether for myomectomies or supracervical hysterectomies.

Is this the end of a significant number of minimally invasive surgeries, despite the recommendations of the different medical colleges concerned? 

The data and the current evidence are presented to provide the surgeon with the appropriate tools to make a decision regarding this potential practice-changing environment.
O-12
UTERINE TRANSPLANTATION: How Close Are We?*
Antoine Hanoun, MD
Department of Obstetrics and Gynecology, American University of Beirut Medical Center-Lebanon

Uterine transplantation (UT) becomes the only possible treatment of uterine factor infertility when surrogacy and adoption are unacceptable options due to different reasons (legal, ethical, social, religious, etc.). Candidate recipients can have either an absent or a non-functional uterus secondary to congenital or acquired causes. Donors can be live or postmortem multi-organs donors.

Many animal research studies (over the past 15 years) have been conducted on rodents, rabbits, pigs, sheep, and nonhuman primates. Pregnancy after transplantations in those animals has demonstrated tolerance of the uterus to ischemia–reperfusion damage and gave hope that it can occur in humans.

The first human trial of UT was performed in Saudi Arabia in year 2000 from a live donor. It ended by uterine prolapse and removal of the strangulated uterus. The second UT was done in Turkey in year 2011 from a post-mortem donor and ended by survival of the uterus and the occurrence of the first clinical pregnancy that unfortunately ended by miscarriage at less than 6 weeks of gestation.

Nine UTs were performed in Sweden from live donors in the years 2012 and 2013. Seven uteri survived but no reports on any pregnancies have come out of that Swedish Center.

Following the publications of these human trials many societies have started and will continue to put regulations and recommendations for the proper performance and management of such cases.

In conclusion there are still many unresolved challenges, and the first successful human UT case should be defined as a live birth resulting from a transplanted human uterus. 
O-13
Genetic and Clinical features of women with adenomyosis
Artymuk N.V., Zotova O.A., Danilova L.N., Gulyaeva L.F.

The objective was to estimate the clinical and genetic features of women with adenomyosis. This study included 804 patients. Group I consisted of 268 women with histological verification of adenomyosis, group II consisted of 536 women without proliferative diseases of the uterus. We examined the clinical and anamnestic features of women in both groups. Isolation of genomic DNA from buccal epithelium was performed using the set of DNA isolation. Genotyping was performed by RFLP Analysis of PCR products of specific regions of genome using the appropriate restriction enzymes. 

The results of our study showed that there were significant problems in the diagnosis of adenomyosis. The interval between the clinical symptoms and surgical treatment of adenomyosis was more than 10 years, and treatment is given only 10% of women. The patients with adenomyosis were characterized by a high frequency of menstrual disorders and intrauterine interventions (abortions, curettages, intrauterine contraception). Patients with adenomyosis had evidently higher frequency of the mutant allele C of the gene CYP1A1, genotype T /C and C/C, mutant allele A of the gene CYP1A2, genotypes A/A and C /A, mutant allele T of the gene CYP19 and genotype C /T and T / T; and, on the contrary,  the lower frequency of the homozygous T/T of the gene CYP1A1, genotypes A/A of the gene CYP1A2 and C/A in comparison with the control group.

Conclusion. The women with adenomyosis had a certain clinical and genetic features.
Room: Roma 2
CONCURRENT SCIENTIFIC SESSION 5: Assisted Reproductive Technology
O-14
Is there still a place for IUI? Limits and expectations

Alejandro Manzur Yanine, M.D.

President of the Latin American Association of Reproductive Medicine (ALMER), Head of the Human Reproduction Unit, Pontificia Universidad Catolica de Chile.
Intrauterine insemination (IUI) is a simple, inexpensive and widespread method of fertility treatment for couples with unexplained infertility, mild or moderate male factor, cervical and coital factor and early endometriosis stages. Data from 6981 IUI cycles collected between 2001 and 2013 in our Unit will be presented. It requires a normal cervical and endometrial cavity, at least one patent fallopian tube, a minimum of 1-5 million motile sperm recovered with any separation technique and available oocytes. The correct timing of the insemination is crucial, in order to be performed at the peri ovulatory period.

As in every fertility technique, the main factor conditioning the results is women´s age. However, the type of ovulation drugs used and the number of oocytes recruited are potent variables that should also be considered and balanced for obtaining a high pregnancy rate without increasing the chances of multiple gestations.

 A maximum of 3 to 4 cycles should be offered to suitable infertile couples according to IUI inclusion criteria. If no pregnancy is achieved by then, moving to IVF/ICSI is highly suggested.
O-15
Routine Elective Single Embryo Transfer: pros and cons.
Elias M. Dahdouh M.D. M.Sc.

Head & Medical Director, ART-PGD Center, Department of Obstetrics-Gynecology

CHU Sainte-Justine, University of Montreal, Associate Member, PROCREA Clinics Montreal
Since August 2010, the government of Quebec in Canada started funding assisted reproductive technology (ART) treatments through the local health system. Restrictions were established on the number of embryos that could be transferred. The purpose was to decrease multiple pregnancy rates to less than 10%. eSET practice was implemented and increased to more than 50% of all embryo transfers in the different provincial ART centers. A dramatic decrease in multiple pregnancy rates was rapidly observed thereafter, reaching 3.7% three months after the provincial funding was instituted. 

Although eSET strategy yields a lower pregnancy rate than a double embryo transfer (DET) in a fresh IVF cycle, this difference is almost completely overcome by a subsequent frozen single embryo transfer cycle. The remaining challenge is still the relative high twin rate in older patients where eDET is usually performed. Increasing method of embryo selection, through aneuploidy screening (PGS with Comprehensive Chromosome Screening) shows great promise in achieving the full objective of eSET practive in this particular patient category. Other new technology like time-lapse imaging may lead also to increased IVF efficiencies.

Overall, eSET practice is very effective in reducing multiple pregnancy rates, but carries lower pregnancy rates when compared to eDET. Prerequisites, including extensive experience in blastocyst stage embryo culture and effective cryopreservation program, are mandatory to implement this type of attractive practice in the IVF setting.
O-16
Optimization of Antagonists protocol: The new gold standard?
Pr Omar Sefrioui 

Anfa Fertility Center,Casablanca ,Morocco
Gonadotropin-releasing hormone (GnRH) antagonists, which became commercially available from 1999, have been used for the prevention of premature luteinizing hormone (LH) surges in controlled ovarian stimulation for in vitro fertilization or intracytoplasmic sperm injection. This review focuses on the recent literature on the use of GnRH antagonists and provides guidelines for optimal use in light of increasing evidence showing that GnRH antagonists are safe and effective, allowing flexibility of treatment in a wide range of patient populations. This includes patients undergoing first-line controlled ovarian stimulation, poor responders, and women diagnosed with polycystic ovary syndrome. The GnRH antagonist offers a viable alternative to the long agonists, providing a shorter duration of treatment with fewer injections and with no adverse effects on assisted reproductive technology outcome. This results in a significantly lower amount of gonadotropins required, which is likely to lead to improved patient compliance.
Room: Roma 3 
CONCURRENT SCIENTIFIC SESSION 6: Polycystic Ovary Disease
O-17
NON-CLASSIC ADRENAL HYPERPLASIA-THE GREAT IMPERSONATOR*

Azziz R1,2
Depts. of 1Ob/Gyn and2Medicine, Medical College of Georgia, Georgia Regents University, Augusta, GA, USA

Polycystic ovary syndrome (PCOS) affects 6-20% of women of reproductive age, depending on diagnostic criteria used, and accounts for at least 85% of hyperandrogenic patients. PCOS is diagnosed by the presence of oligo-ovulation, hyperandrogenism and polycystic ovarian morphology (PCOM), after the exclusion of related disorders, which includes 21-hydroxylase–deficient nonclassic adrenal hyperplasia (NCAH). In turn, NCAH is a homozygous recessive disorder, diagnosed clinically by an ACTH -stimulated 17- hydroxyprogesterone (17-HP) level ≥10 ng/mL (≥30.3 nmol/L) and confirmed by genotyping of the CYP21 gene. The prevalence of NCAH is approximately 50 times less than that of PCOS, affecting between 1 and 10% of hyperandrogenic women, de- pending on ethnicity. However, it is impossible to clinically distinguish NCAH from PCOS, as both demonstrate varying degrees of hyperandrogenism and ovulatory dysfunction. Likewise, while PCOM is observed in up to 90% of women with PCOS, up to 40% of NCAH patients also demonstrate this finding. And both disorders have a strong familial component. The only clinical feature that may distinguish one disorder from the other is the fact that many PCOS have insulin resistance (IR) and metabolic dysfunction, in contrast to only a minority of individuals with NCAH.  However, clinical detection is not a sensitive nor accurate method of assessing IR, and even identifying the presence of IR is not a sure sign of PCOS. The only reliable method that allows for the identification of NCAH from PCOS is the measurement of 17-HP levels, either part of the baseline screening, and if abnormal or inconclusive, after ACTH stimulation. The diagnosis of NCAH may be confirmed using CYP21 genotyping understanding that only complete gene sequencing may detect all mutations. In conclusion, while there are differences in the prevalence and pathophysiology of NCAH, because the disorders have significant clinical and hormonal similarities, only the measurement of 17-HP, preferably basally as a screening method and then with ACTH stimulation to confirm the diagnosis, should be incorporated into the evaluation of all hyperandrogenic patients.
O-18
Crash n’ Burn: Navigating Highs and Lows of PCOS and inflammation*
Ghina Ghazeeri, MD
Department of Obstetrics and Gynecology, American University of Beirut Medical Center-Lebanon.

Polycystic ovary syndrome (PCOS) is a common endocrine disorder in women of reproductive age characterized by chronic anovulation and hyperandrogenism, polycystic ovaries on ultrasound. Subclinical chronic inflammation is an important pathogenetic factor in the development of insulin resistance, type 2 diabetes and recently has been also observed in PCOS. PCOS  complications are varied, and they differ between one person and another. It is generally linked to several symptoms and conditions such as acne, insulin resistance(IR), cardiovascular disease, oligomenorrhea, hirsutism, obesity, anxiety and metabolic syndrome (MS). 

This is an overview on the updates of low-grade chronic inflammatory markers that may play a role in the pathogenesis of PCOS.

Recent findings have found high IL-6 levels in PCOS women linked to insulin resistance and hyperadrogenism. Insulin-sensitizing drugs such as Metformin have shown to have beneficial effects on the chronic low-grade inflammation in PCOS women. From a genetic perspective, gene variation in the inflammatory pathway is not a major contributor to PCOS etiology although inflammation is directly linked to obesity, diabetes and insulin resistance.Moreover, Gencer et al. investigated the relationship between lipocalin-2 (LCN2) levels and cardiovascular risk in patients with polycystic ovary syndrome (PCOS) and found that there is a high CVD risk in PCOS women that have low LCN2 levels.  

Another study aimed to assess the inter-relationship between plasma levels of CRP and soluble CD40 ligand (both as inflammatory markers) and the pathogenesis of IR among women with PCOS. The results have shown that PCOS women suffer from low-grade inflammation related to IR, and CRP in correlation to CD40 .CD40 ligand has a role in the pathogenesis of PCOS.

Finally, Procalcitonin (PCT), a potential biomarker of obesity-related, low-grade inflammation in polycystic ovary syndrome (PCOS), was elevated in PCOS women. It was concluded that serum PCT is a novel biomarker for low-grade chronic inflammation in PCOS patients, especially in obese women.

Diet, exercise and insulin sensitizers significantly contribute to lowering chronic inflammation in PCOS patients.
O-19
Surgical Management of PCOD, Dose it still work?
M.E.Parsanezhad, Depof GYN & OB, SHIRAZ UNIVERSITY OF MEDICAL SCIENCES, Shiraz-Iran

Maryam Parsa-Nezhad, Ireland College of Surgeons, BAHRAIN
Introduction: Currently clomiphene citrate is the first-line treatment to induce ovulation in women with polycystic ovarian syndrome (PCOS). Surgical therapy with laparoscopic ovarian drilling (LOD) may avoid or reduce the need for gonadotropins.

Objective: To determine the effectiveness and safety of LOD compared with ovulation induction in sub -fertile women with clomiphene-resistant PCOS.   

Data Collection and Analysis: 3141 patients from 35 trials preformed in different geographic settings were included. All trials were assessed for quality criteria. We included those tri- als which followed hormonal changes, ovulation, and preg- nancy rates after LOD. The primary outcomes measured were hormonal changes, ovulation, and pregnancy rates as well as ovarian artery blood flow, and the secondary outcome was rate of pelvic organ adhesion.   

Results: The overall ovulation rate after LOD was 79.2% (74.9%-83.5% 95% CI). Of all women who ovulated only 66.6% (60.8%-72.4% 95% CI) conceived. The mean peri- adnexal adhesion rate was 22.7% (21.4%-24% 95% CI).  

Conclusion: Compared with medical therapy, LOD has many advantages including: to be done once, no need for intensive monitoring, no chance of multiple pregnancy or ovarian hyperstimulation syndrome. LOD effectively decreases ovarian androgens and improves folliculogenesis and increases chance of ovulation and pregnancy rate. Finally, in vitro fertilisation should be considered as the last resort. Iran J Med Sci 2009; 34(4): 225-241.
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Present and future uses of umbilical cord blood cells*
Robert F Casper MD, Professor

Division of Reproductive Sciences, The University of Toronto
Umbilical cord blood hematopoietic stem cells have been shown to be equivalent to bone marrow stem cells for reconstitution of the hematopoietic system with the advantages of ease of collection with no risk to the donor, lower rates of graft vs host disease and tolerance of minor mismatches in HLA typing. At the present time, there are more than half a million cord blood samples available in public banks worldwide and even more samples in family banks. More than 30,000 bone marrow transplants have been performed using cord blood. 

Preliminary work has demonstrated that umbilical cord blood hematopoietic stem cells are also multipotent and capable of differentiating into non-blood cell types. This observation raises the exciting possibility of tissue and cell regenerative therapeutics with umbilical cord blood hematopoietic stem cells that are normally discarded with the placenta after delivery. In addition, new research suggests that umbilical cord hematopoietic stem cells may be able to alter immune system programming in such a way as to have beneficial effects on autoimmune conditions such as type 1 diabetes.
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O-21 
Biology of stimulated luteal phase*
Paul Devroey (Belgium)
Abstract not received

O-22
Elevated progesterone and/or elevated progesterone/estradiol ratio on the day of hCG: which is more detrimental?
Eman A. Elgindy  M.D.

Professor Obstetrics and Gynecology, Zagazig University School of Medicine, Egypt.Director Al-Banoon fertility center, Zagagig, Egypt.

There has been an ongoing debate regarding the effect of progesterone rise on the day of HCG administration and IVF/ICSI outcome. Further, the effect of increased progesterone/estradiol ratio on HCG day has been also questioned. In current presentation, there will be emphasizing on underlying reasons of P rise, consequences of this increase as well as strategies to overcome possible detrimental effects. And, we will try to answer the question of whether the rise of P or P/E2 ratio is more detrimental. 

O-23 
Repeated Implantation Failure: Novel therapies*
Antonis Makrigiannakis (Greece)  
Abstract not received
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O-24
Systemic Hormone Therapy in 2014: A guide to the busy clinician*
Raja Sayegh (USA)
An increasingly large proportion of women worldwide are active participants in the workforce when the menopausal transition hits, with symptoms often exerting a negative impact on productivity, activities of daily living and on quality of life.  These symptoms can mimick gynecological, endocrine, metabolic, and psychological disorders and may pose diagnostic challenges to the primary care physicians operating under time constraints. Furthermore, significant controversies continue to swirl around hormonal therapies creating counselling and decision making challenges. This talk will review common presenting symptoms associated with menopause, a practical work up for the perimenopausal woman and the most current consensus regarding the risks and benefits of, and alternatives to menopausal hormonal therapies. The aim is to help the busy clinician navigate the many nuances of menopause management efficiently and effectively.
O-25 
The role of ghrelin in reproduction*

Professor Ioannis E. Messinis, MD, PhD, FRCOG
Department of Obstetrics and Gynaecology, University of Thessaly, School of Health Sciences, Faculty of Medicine, 41110 Larissa, Greece 
Ghrelin is a peptide hormone of 28 aminoacids that is secreted from the mucosa of the stomach but it is also expressed in other tissues. Ghrelin is the endogenous ligand for GH secretagogue receptors (GHRS). There are two forms of ghrelin, the acylated and the unaculated. The main role of ghrelin is to serve as a signal to the brain to stimulate feeding.  The receptors are expressed in several tissues including the hypothalamus and the pituitary. Ghrelin stimulates the secretion of growth hormone and prolactin from the anterior pituitary. Several experimental studies have demonstrated that this peptide can affect the function of the reproductive axis. Both the central administration and the peripheral infusion of ghrelin can suppress LH pulsatility in various animals. In humans, inhibition of LH and FSH secretion by ghrelin has been shown both in men and women, although it does not affect GnRH-induced LH and FSH secretion throughout the normal menstrual cycle. Both the mRNA and the protein of ghrelin as well as the receptors are expressed in the ovary, while an effect on oocytes maturation and blastocyst formation in animals has been shown in vitro. In vitro experiments in animals have shown both inhibitory and stimulatory effects on steroids production from the ovaries, while in women the production of estradiol and progesterone from granulosa-lutein cells in culture were inhibited by ghrelin. Finally, ghrelin and receptor are expressed in human endometrium, particularly in the secretory phase. Nevertheless, the clinical importance of ghrelin as a predictor of IVF outcome has not been fully elucidated. Further studies are needed to clarify a possible physiological role for ghrelin in human reproduction.
O-26 
Menopause Therapy: Challenging case vignettes*
Raja Sayegh (USA)
While the scientific and research underpinnings of menopausal management continue to gain ground, allowing for some generalizations across the board, many uncertainties remain. The day to day office management of menopausal symptoms remains to a large degree an art governed by individualization, customization and longitudinal revisions. A significant number of variables influence management decisions such as age, severity of symptoms, degree of distress, years since menopause, history of hysterectomy, personal and family  history of gynecological and breast cancer, cardiovascular risk factors, treatment side effects and others.  One of the most intangible elements in management however remains the patients attitudes, beliefs and perceptions. Few challenging case vignettes will be presented illustrating these notions and engaging the audience interactively.
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Mild versus Standard ovarian Stimulation in Poor Responder Women Undergoing IVF and ICSI (PRIMA).Multicenter Randomised Controlled Study
M. Youssef1, M. van Wely2, H. Al-inany1, T. Madani3, N. Jahangiri3, S. Khodabakhshi3, A.Y. Rizk4, M. Alhalabi5, M. Almohamady1, E. Shaeer1, I. Aboulfoutouh6, S. Khattab6, M.H. Mochtar2, F. Van der Veen2.

1Cairo University, Obstetrics and Gynecology, Cairo, Egypt.

2University of Amsterdam (UVA), Center for Reproductive Medicine (CVV), Amsterdam, Neth. Antilles.

3Royan Institute for Reproductive Biomedicine, Department of Endocrinology and female infertility, Tehran, Iran.

4Banha University, Obstetrics and Gynecology, Banha, Egypt.

5Damascus University, Obstetrics and Gynecology, Damascus, Syria.

6Egyptian International Fertility IVF-ET center, Center for Reproductive Medicine, Cairo, Egypt.
Introduction : How does - in couples with poor response or women with advanced age undergoing IVF or ICSI- one cycle of mild ovarian stimulation IVF followed by cryo-cycles compare with one cycle of standard ovarian hyperstimulation IVF- plus subsequent cryo-cyclesin terms of ongoing pregnancy rate. Poor responders are estimated to comprise approximately 9-24% of IVF/ICSI patients. Various stimulation protocols have been tried to improve pregnancy outcomes in poor responder women. Since most studies included small numbers of patients and used different definitions of poor response, the best stimulation protocol is still unknown. Most treatment comparisons include high doses of gonadotropins and only vary in their means of ovarian suppression. High doses of gonadotropins did not result in higher pregnancy rates. The mild stimulation using a GnRH antagonist and a low dose of gonadotrophins may present a good alternative.  Material &Methods: This open-label, multicentre randomized controlled trial was conducted between March 2011 and January 2014. A web-based program was used for randomization and 394 IVF/ICSI patients were included. 
The study group (mild stimulation group, n=197) was pretreated with oral contraceptive pills (OCP) started on cycle day 2-3 of the preceding cycle, then a fixed dose of 150IU/day HP/rec FSH, s.c was initiated on day 5 after the last OCP. GnRH antagonist was commenced on stimulation day 6 (Fixed protocol). 
The control group (standard stimulation, n=197) was treated with the GnRH agonist triptoreline starting 1 week before the expected menses. After down-regulation is achieved, ovarian stimulation was commenced with a fixed daily dose of 450 IU/day HMG. After establishing ovarian and uterine quiescence using vaginal ultrasound. Results: There were no significant differences in ongoing pregnancy rate between the two groups (OPR: 16.0% (18/111) versus 22.6% (26/115), P = 0.12).  
Conclusion: Mild ovarian stimulation is comparable to the standard ovarian stimulation in women with poor ovarian response or advanced age undergoing IVF/ICSI treatment cycles
O-28 
150 IU Gonadotropin Starting Dose in High-Responders
Pabuccu, EG.; 1 Caglar, GS.;1 Pabuccu, R.; 1,2, Yarci, A.;1 and Kiseli, M.1 

1Obstetrics and Gynecology, Ufuk University School of Medicine, Mevlana Bulvari No 86 Balgat Ankara, Ankara, Turkey, 06520 and 

2Centrum Clinic IVF Centre, Nenehatun Caddesi No 59 Ankara, Ankara, Turkey, 06660. 

Objective: To evaluate the ART cycle outcomes of patients undergoing IVF/ICSI with AMH levels > 4 ng/mL

Design: Prospective cohort study. 

A cohort of infertile patients who have at least 3 failed intrauterine insemination (iui) cycles and with AMH levels above 4 ng/mL is consecutively included in the study. During evaluating results, patients were divided into 3 main subgroups for their AMH levels as shown below and outcome measures are analyzed:

group 1: 4-4.9 ng/mL

group 2: 5-5.9 ng/mL

group 3: >6 ng/mL 

Our main objective is to evaluate clinical pregnancy rates and secondary objective is to determine OHSS rates according to different AMH cut-offs.

Materials and Methods: A total of 92 infertile patients were allocated and underwent COH. Beginning from the second day of cycle, initial starting dose of 150 IU recombinant FSH along with fix 6th day-antagonist protocol was applied to all subjects. 

Results: Demographic data were similar among groups except day 3 antral follicle count that higher in patients with AMH greater than 6 ng/mL. Cycle outcomes were all comperable between groups in terms of retrieved oocytes, clinical pregnancies and OHSS rates. Only significant parameter was peak estradiol levels that were found significantly higher in patients with AMH greater than 6 ng/mL. Besides, trends toward higher OHSS were observed in same group, however the difference was not significant. When outcomes are re-evaluated as for BMI measurements of subjects, all parameters are found similar along groups with BMI: under 20, 20-25, 25-30 and above 30. OHSS rate of 12% in BMI: 20-25 group and 9.7% in BMI 25-30 group are reported. There are no OHSS cases reported in the remaining subgroups.

Conclusions: Higher AMH levels seems not to be associated with higher number of retrieved oocytes with 150 IU initial starting gonadotropin dose in antagonist cycles despite significantly higher peak estradiol levels. Furthermore, with 150 IU of gonadotropin starting dose, 16% rate of OHSS is noteworthy in patients with AMH levels >6 ng/mL. As for final oocyte maturation, GnRH agonists might be a better option to avoid OHSS for this subgroup of high responders. Additionally, much lower gonadotropin starting doses rather than 150 IU might be feasible in lean and normal weight high responders as mild OHSS was observed in 12% of the cases with BMI 20-25.
O-29 
Antagonist versus short term agonist protocol in normal responding patients for in vitro fertilization: a prospective randomized controlled study

Bahgat, N.; Fakih, M.; Chawla,M.; Shonar, A.; Diwakaran,J.
Introduction: The utility of Gonadotropin releasing hormone agonists (GnRH-a) in assisted reproductive technologies (ART) has been to prevent premature luteinization, to reduce cycle cancellation, and to improve oocyte recovery rates. Basically, short term GnRH-a protocol takes the advantages of both the agonist and down-regulation properties of GnRH agonist analogues. 
On the the other hand GnRH antagonists directly bind to the GnRH receptors through which they block GnRH receptor activity in a competitive manner and induce an immediate, reversible, and rapid suppression of gonadotropin release. As a result, the GnRH antagonist protocol has also been widely employed recently in the clinical settings of women with In vitro fertilization (IVF) cycles.

In this study we compare the efficacy of both protocols in IVF cycles out come.

Patients and methods: This study was carried out in private IVF center, Abu Dhabi, United Arab Emirates, and included 691 IVF cycles. After patient counseling controlled ovarian hyperstimulation and pituitary down regulation started using either short term agonist or antagonist protocol in normal responding patients less than 38 years old. Patients divided into two groups group 1 included 266 cycles with short term agonist protocol using Gonapeptyle 0,1 mg daily for two days then two days without treatment and to start stimulation using recombinant FSH adjusted according to patient age and weight. And group 2 included 425 cycle with Cetrotide protocol were they started stimulation on day 2 or day3 maximum using recombinant FSH until leading follicle is 14 mm or day 6 of the cycle when we start Cetrotide 0,25 daily with daily scanning till leading follicle reaches 18-20 mm, in both groups  ovulation triggering using recombinant HCG and egg collection after 36 hours. Embryo transfer was done on day 3 or day 5 according to number and quality of embryos in both groups. In both groups patients classified in to two categories first category patients with 35 years old or less and second category included patients from 36-38 years old.
Results: Groups 1: included 266 cycles with Gonapeptyle protocol, of those 140 cycles were in patients 35 years old or less and second category 126 cycles in patients between 36-38 years old. Patients in the first category had 107 cycles with embryo transfer (76,4%) and 64 ladies got pregnant with pregnancy rate of 59,8%.

In the second category 93 cycles were with embryo transfer (73,8%) with 49 ladies got pregnant (52,7%).

Group 2: included 425 cycles with Cetrotide protocol, of those 277 cycles patients were 35 years old or less and 148 were 36-38years old. 

Patients in the first category got 197 cycles were with embryo transfer 71,1%. The overall pregnancy rate is 111/197(56, 4%).

In the second category patients got 117 cycles with embryo transfer (79,1%). The overall pregnancy rate in this category was 48/117(41 %). 

Conclusion: Although the results of short term agonist protocol seems to be better yet personalized protocols still the  best for each patient according to age, weight, hormonal profile, fertility  reasons and social situation.

Key words: antagonist, short term agonist
P-30
Risk Factors for PreMature Ovarian Failure in Women from Babylon/ Iraq.

Hanan abduljabbar Al-taee (raq).
Introduction: Premature ovarian failure (POF) is a common cause of infertility in women characterized by amenorrhea, hypoestrogenism and elevated gonadotrophin level in women under the age of 40. The ethnic prevalence variations pose possible etiologic differences also due to environmental, genetic, and nutritional factors. Conduction of etiologic studies in different settings or populations can help in improving the knowledge regarding etiology and predictors of POF.  This study was conducted to determine possible risk factors of POF in subset of women from Babylon/Iraq. Patients and methods: Fifty- three Selected patients were categorized in three groups, A:  those women are the premature ovarian failure group, (comprise 26 patients, n= 26, age <40years (mean 30.23 years) follicular stimulating hormone (FSH) > 14 mIu\l). Group B: twelve women who reached natural menopause (n= 12,age ≥40 years( mean 42.75 years)  FSH> 20 mIu/ml, Group C: Fifteen known normally cycling fertile women mean age 27.06 years, FSH 7.05 mIu/l (n=15). All studied groups were asked about their maternal age of natural menopause, BMI (body mass index) were calculated and asked about menstrual cycle pattern and if previous fertility is present or not. Blood group type was stated for all women. All inhabitants registered with an address in Babylon\Iraq. Results: There was no significant difference in maternal age of menopause between groups, neither in BMI. Blood group type O ranked higher significant percentage in group A women than other two groups, while other blood types show no significant difference. Sixty-five percent of group A women presented with infertility and irregular menstruation was reported in 80.8% of participants in the same group, which is significantly different from group B and C. Conclusion: Maternal age of menopause constitute no risk factor for POF in our study population since they have underwent extensive psychological and environmental pollution in the last 20 years that have detrimental effect on ovarian reserve of the female. Blood group O seems to be a risk factor as well as the presence of previous infertility and menstrual irregularities.

Key words: POF, premature menopause, risk factors, blood group type.
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Morphokinetics marker for aneuploidy risk classification
Quangkananurug W.1, Chanchamroen S.1, Sawakwongpra K.1, Suksaluk W.1, Ruttanajit T.1
1Safe Fertility and Genetic Center, Bangkok, Thailand. nootsujin@yahoo.com
Introduction: The idea of using time-lapse imaging and morphokinetic analysis is interesting, because having available a non-invasive procedure to predict which embryo is euploid or aneuploid. A model for a risk factor classification for aneuploidy of human embryos has been established (1, 2). However, it may need to be verified in specific IVF settings.

Material & methods: Total 52 cycles that underwent preimplantation genetic screening for aneuploidy on March to December 2013 at SAFE fertility and genetic center, Bangkok, Thailand. EmbryoScope time-lapse images from 205 blastocysts were collected and analysed blinded to ploidy. The interesting morphokinetic time points including of tPB2 (time from insemination to extrusion of second polar body), tPNA (time from insemination to 2PN appear), tPNF (time from insemination to 2 PN fade), tn ( time from insemination to complete division to n cells), tM (Time from insemination to formation of a morula), tSB (Time from insemination to start of blastulation), tB (Time from insemination to formation of a full blastocyst), tHB (Time from insemination to hatching blastocyst), CC2 (Time of second cell cycle (t3–t2), from 2 to 3 cells), CC3 (Time of third cell cycle (t5–t3), from 3 to 5 cells), S2 (Time of synchrony of the second cell cycle (t4–t3), from 2 to 4 cells), S3 (Time of synchrony of the third cell cycle (t8–t5), from 4 to 8 cells), Blastulation (Time of blastulation, from start of blastulation to formation of a full blastocyst, tB–tSB). 
Results: All indicated times were retrospectively compared with ploidy, which was determined following trophectoderm biopsy on both day 5 and day 6 blastocyst then analysis by array comparative genomic hybridization. Our data shown that all interesting timings tested were not significantly different between euploid and aneuploid embryos. Moreover, faster growing embryos (day 5 biopsy blastocysts) had the same euploidy rate (45.23%, 38/84) compared to slower growing embryos (day 6 biopsy blastocysts) (47.10%, 57/121, p=0.8868). This data confirm that embryo aneuploidy level increase with advancing maternal age. 
Conclusions: In conclusion, there are no variable markers by time lapse imaging system have a potential to classify eupliod and aneuploid embryo. 

Keywords: Embryoscope, aCGH, Morphokinetics, Time-lapse imaging system
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O-32 
Male fertility, clinical aspects

Shami, G., Sayegh, L., Fakih, A., Shmoury, M., Fakih, M., Shah, R.
INTRODUCTION: Many men with non-obstructive azoospermia (NOA) will still have focal areas of sperm production that can be used for ICSI. The challenge is finding a sperm retrieval technique that is optimally efficient – one that will retrieve sperm with the least amount of trauma and morbidity. Some centers use only Testicular Sperm Aspiration (TESA), which is relatively non-invasive but is not an efficient method for sperm retrieval in difficult cases. Other centers use microdissection TESE (mdTESE), which is the most effective method for finding sperm. However, this is invasive, time-consuming, expensive and can have significant morbidity. Aims and objections of this study were to access the efficacy of a staged approach to sperm retrieval starting with least invasive methods and proceeding to more advanced methods at the same session if sperm were not found.

MATERIALS & METHODS: 30 consecutive men with NOA were subjected to a staged

approach to sperm retrieval. Initially four biopsies were taken with an 18G scalp vein needle using the Needle Aspiration Biopsy (NAB) technique. If no sperm were found then the testis was exposed and 15-20 biopsies were taken from all over the sperm surface by the SST (Single Seminiferous Tubule) technique. This allows for multiple biopsies with no incision on the tunica. If these did not show sperm then the testis was bivalved and mdTESE was performed. The final end point was the finding of viable sperm. This was correlated with testicular histology.

RESULTS: Sperm were retrieved in 40% of men with NOA. In the majority of positive cases, sperm could be retrieved by the less traumatic methods of NAB or SST. However, in 10% sperm could be retrieved only by mdTESE. Histopathology was only roughly predictive of sperm retrieval.

CONCLUSION: In many cases of NOA, our SST technique for advanced testicular sperm mapping allows for extensive sampling with minimal morbidity. Combining this with mdTESE in a staged manner allows retrieval of sperm with the least required invasiveness.
O-33
Knowledge, attitudes and awareness regarding fertility preservation among cancer patients, oncologists and clinical practitioners in Lebanon 

Alain Abdallah, MD, Johnny Awwad, MD, Dina Zebian, PhD, Anwar Nassar, MD, Sally Hrajly, MPH, Stephanie Hakimian, MD, Bassem Skaff, MD, Ghina Ghazeeri, MD
Objective: The objective was to assess patients’, oncologists’ and clinical practitioners’ (CPs) awareness, attitudes and knowledge about fertility preservation and its options in Lebanon.
Design: Cross sectional study involving surveys administered to CPs, oncologists and patients. 
Setting: The American University of Beirut Medical Center (AUBMC), Lebanon between March 2012 and February 2013.
Patients: Cancer patients and CPs at AUBMC, Lebanon and oncologists in Lebanon.
Interventions: None.
Main Outcome Measures: Attitude, awareness and knowledge score of fertility preservation.
Results: Awareness of FP: 90% of CPs (n=88) and 94% of oncologists (n=53) agree that FP should be discussed with patient before their cancer treatment. Patients are undecided towards the acceptance of FP religiously (32.6%), its cost (34.8%) and success rate (37.6%). Attitudes of FP:  existence of gender stigmatization towards informing patients of their FP options. Knowledge of FP: conflicting knowledge of FP options available in Lebanon among oncologists. CPs were more likely to have accurate knowledge of FP options and treatment. The mean FP knowledge score among patients (n=141) was 7.57 ± 3.20. 
Conclusion: A proactive approach is required to 1) increase the awareness and knowledge of FP and 2) improve attitudes towards FP and its communication to patients in Lebanon. Increased education programs, awareness campaigns and development of dedicated FP centers are needed.
Key Words: Fertility Preservation (FP), Cancer patients, FP knowledge, FP awareness and attitudes
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Does Metformin potentiate the effect of Rosuvastatin therapy on biochemical markers in Patients with Polycystic Ovary Syndrome?  A prospective randomized, double-blinded, placebo-controlled study 

Dr. Elie Moubarak; Dr. Ghina Ghazeeri a ; Zeina Younes c ; Sally A. Harajly d ; Dr. Bassem Skaff e; Dr. Johnny Awwad b

a Department of Obstetrics and Gynecology, AUB-MC

b Department of Obstetrics and Gynecology, AUB-MC

c Department of Nutrition and Food Sciences, FAFS, AUB

d Department of Obstetrics and Gynecology, AUB-MC

e Department of Obstetrics and Gynecology, AUB-MC
Background: Conflicting results about the statin's role in management of PCOS. Some studies suggest superiority of metformin to statin, while other groups showed different biochemical modifications for each drug. This study aims to assess whether metformin would have a role in potentiating the effect of rosuvastatin in PCOS patients when administered concomitantly.
Study design: This is a prospective, randomized, double-blinded, placebo controlled study conducted over 6 months. The study involved 40 women with PCOS, 3 of which dropped out of the study.

Materials and methods: Biochemical and inflammatory markers were measured for all participants before initiation of study and at each time point. All patients received rosuvastatin for 3 months, then were randomized to either receive rosuvastatin plus metformin, or rosuvastatin plus placebo for 3 months.

Main Results: Age, lipid and biochemical inflammatory profiles were similar in both groups. No significant differences in blood studies were found between the intervention and placebo groups at 3 and 6 months after treatment. Significant differences in the outcome variables of LDL (p=0.007) and total cholesterol (p=0.005) emerged within the intervention group, with significantly higher levels at 6 months compared to LDL and total cholesterol levels at 3 months. FBS levels were significantly higher but to a lesser extent (p=0.02) within the intervention group at 6 months compared to 3 months. From baseline to 6 months, however, LDL levels had decreased for both groups and there was a significant difference in the unit decrease.
Limitations, reasons for caution: Lack of metformin-only group and few clinical parameters. The former is attributed to the small sample size.

Wider implications of the findings: Using statins for 3 months then administering metformin may not be an optimal protocol for the management of PCOS. For further confirmation of our results, larger study population should be recruited and longer follow-up for CVD and PCOS clinical features should be monitored. 

Keywords: PCOS, metformin, statin
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Timing of Hysteroscopy and endometrial injury in relation to the timing of embryo transfer: an analysis of 277 cases of previous in-vitrofertilisation failure.
Chawla M1; Fakih M1, Shunnar A 1; Diwakaran J1; Alhelou Y 1 
1Infertility and Reproductive endocrinology, FAKIH-IVF FERTILITY CENTER
Introduction: Implantation is a complex multistage process involving apposition of the embryo to the uterine endometrium followed by invasion of the trophoblast. This is considered as the rate limiting step in the success of IVF-ET and several approaches have been implemented to improve implantation rates, the efficacy of which has been controversial. Recent studies have reported endometrial injury resulting in improved success rates in invitrofertilisation. The mechanisms may involve induction of decidualisation and local inflammatory response promoting cytokines and growth factors. However, the timing of endometrial injury in relation to proposed embryo transfer is still debatable. Most studies on endometrial injury have performed it in non transfer cycles of IVF-ET. The current study is first of its kind which evaluates the optimal timing of endometrial injury from embryo transfer to achieve the best conception rates. It may also provide insight into possible mechanisms of its action on the implantation phenomenon.

Objective: To assess the impact of the timing of endometrial local injury by hysteroscopic endometrial biopsy (HEB) relative to the timing of embryo transfer on outcomes of previous In vitro fertilization (IVF) failures.
Design: Retrospective cohort study
Materials and Methods: Women with previous IVF failures (one or more) underwent hysteroscopy, cavity check and appropriate procedures depending on   findings.  Women needing operative intervention for uterine pathology were excluded from analysis. 277 women (25 -38 years of age) with normal cavity who underwent hysteroscopy and endometrial biopsy (HEB) for local injury were included. Women were scheduled for HEB irrespective of the phase of the preceding menstrual cycles (after exclusion of inadvertent pregnancy) and in the initial stimulating phase of the ongoing IVF cycles (same cycle as embryo transfer). 
Clinical pregnancy rates were calculated based on timing of the HEB in relation to timing of embryo transfer (ET). Group 1 - Less than 30 days from ET (150 patients) and Group 2 - More than 30 days (127 patients). Chi square test was used to compare the pregnancy rates between groups.
Results: The two groups did not differ in their mean age (32.5 +-4.7 years), duration of infertility (4.6 +- 1.3 years), number of embryos transferred (2.6+- 0.58) and number of previous failed cycles (2.5 +- 0.81). The pregnancy rate in group 1 was found to be 69.3 % versus 28.3 % in the group 2, the difference being statistically significant (p < 0.05). Further evaluation of the timings of HEB from the timing of ET showed that the highest clinical pregnancy rates were achieved when HEB was done within 11 to 15 days of ET (70.9%)
Conclusions: The implantation enhancing effect of endometrial injury seems to be the maximum if HEB is performed within 11-15 days of embryo transfer. This may reflect the maximum inflammatory response promoting growth factors as well as possible enhanced vascularity of the endometrium which the injury might stimulate to favour implantation. Hysteroscopies for local endometrial injury / scratching should be scheduled in the current treatment cycle for optimal results.
O-36
ICSI outcome post PGS for day 3 biopsy with 3 different approaches for embryo transfer
Fakih, A., Fakih, M., Eid, M., Sayegh, L., Shami, G., Shmoury, M., Hellani, A.
INTRODUCTION: In the last decade, the field of genetics in infertility treatment has been exploded with lots of available research. PGS started with day3 biopsy and FISH analysis then CGH and microarray came which raised lots of excitements and debates. However, studies failed to show any superiority of PGS and should not be practiced as a routine. We, at FAKIH IVF, tried to test a protocol of different dates for embryo transfer that D3, D4, and D5 for D3 biopsy and compare the results.
METHODS: We conducted a retrospective analysis of patients who underwent PGS at FAKIH IVF (Dubai Unit) from January 2014 to June 2014. The study included 161 patients who were referred for ICSI/PGS for different indications all of them under 38 years of age. Ovarian stimulation and ICSI were managed as the routine. Embryo biopsy was done for all embryos (PGS/Microarray) on day3 but the day of embryo transfer was different. Day 3 transfer was done for 14 patients, Day 4 transfer was done for 27 patients, and Day 5 transfer was done for 120 patients. We checked the outcomes as regards the pregnancy rate and cancellation rate. 
RESULTS: The highest pregnancy rate resulted from a day3 biopsy with FISH analysis and a day3 transfer. The results were as follows: 79%, 59% and 51% for day 3, day 4, and day 5 transfer respectively. The other outcome regarding cancellation rate (no transfer) was higher for Day 5 transfer (due to arrested or abnormal embryos). The results were as follows: 6%, 8% and 15 % for Day 3, Day 4, and Day 5 respectively.
CONCLUSION: We found that the sooner the transfer happened from the day of biopsy resulted in the highest pregnancy rate and lowest cancellation rate. This result could be explained partly due to early returning (day 3 transfer) embryos to their microenvironment minimizing the stressors available in laboratory and partly due to missing the implantation window (day 5 transfer). Despite that, the number of patients subjected to day 3 and day 4 transfers were small but the results showed satisfactory higher pregnancy rates which will encourage us to adopt this policy. Larger prospective studies are needed to confirm our findings.
O-37
Acupuncture on the day of ET: Significant improvement on pregnancy rate
Abu Khaizaran,A; Abu khaizaran,R;Badran,Gh;Mavros,S;N;Younes;T, Zeq,O; Jabi,Sh; Rabadi,N, Abu,Khaizaran;S.
Acupuncture has recently been used as a complementary technique in the management of infertility, It has physiological and psychological effects and may be considered as an alternative for stress reduction in women undergoing infertility treatments.

Objective: To examine the hypothesis that acupuncture treatment may increase the pregnancy rate in patients undergoing intracytoplasmic sperm injection cycles (ICSI).

Methods : A retrospective study  comparing pregnancy rates in a selected group of patients(n= 891 patient),divided into 2 groups , who underwent ICSI treatment at our center, group 1 (n=455 patients) who  had acupuncture as adjuvant therapy to ICSI ,where group 2(n= 436 patients),who had no acupuncture. 

Results: Significant improvement in this selected group of patients.

Group 1 with Acupuncture (236 pregnancies) 52%

Group 2 without Acupuncture (188pregnancies) 43%

Conclusion: pregnancy rate greatly improved after using acupuncture in this group of patients, (95% CI; p=0.0043).
O-38
Impact of levels of peak serum estradiol ( E2 ) , serum progesterone (P4) and serum progesterone / estradiol ( P4/E2 ) ratio on IVF ( In vitro fertilisation ) pregnancy outcomes
Chawla M ,1;   Fakih M 1;  Shunnar A 1 ; Diwakaran J 1 ;Vanamail P 2 ; Bahgat N  1 

1Infertility and Reproductive endocrinology, FakihIVF Fertility Center , Street 11 , Airport road , PO BOX 31453  Abu Dhabi, United Arab Emirates, 

2Statistics and Demography, All India Institute of Medical Sciences, Ansari Nagar New Delhi, Delhi, India, 110029.
Despite pituitary desensitization with GnRH agonists , serum progesterone concentrations may rise prior to or on the day of HCG administration . The use of serum progesterone concentrations as a predictor of conception in assisted reproduction is a matter of great controversy . Most studies have shown negative impact on pregnancy rates but recent literature has shown no significant difference in clinical outcomes. Studies have also favoured the use of serum progesterone/estradiol ratio (more than one is considered as premature leutinisation) as being more predictive of pregnancy rates than absolute progesterone values. Good quality evidence supports that the negative impact of progesterone levels is on the endometrium rather than oocyte or embryo quality.
The current study provides further insight into the impact of serum progesterone and serum estradiol on pregnancy rates in In vitro fertilization.

Aim and Objectives: To assess the influence of peak levels of serum E2, serum P4 and Progesterone / Estradiol ( P4/E2) ratios on the day of HCG on the embryology parameters and clinical pregnancy rates  in IVF cycles with gonadotropin releasing hormone agonist protocols .
Materials and Methods: Retrospective data of 645 cycles in women aged between 25-38 years who underwent IVF with the short gonadotropin releasing hormone agonist protocol was analysed. The peak estradiol levels (E2), serum progesterone levels (P4) and the ratio of serum progesterone and peak serum estradiol (P4/E2 ratio) on the day of HCG was evaluated in relation to the embryology parameters and CPR.
Results: With increasing serum estradiol and serum progesterone levels in the follicular phase , the oocyte numbers , the proportion of mature eggs and proportion of top grade embryos increased ( p <0.05) but the fertilization rates did not vary between groups ( p > 0.05) .
The CPR with peak estradiol of less than 1500 pg/ml group was 35.7% versus 43.2% in more than 3500 pg/ml group which was not statistically significant (p > 0.05, NS). 
Clinical pregnancy rates among women with serum P4 of less than or equal to 1.5 ng/ml is 38.7% and it is significantly (chi-square=6.54; P=0.011) higher than that of women with more than 1.5 ng/ml (24.4%). It implies that the likelihood of getting pregnant is only 0.51 (odds ratio) among women with more than 1.5 ng/ml level. Clinical pregnancy rate among women with serum P4/E2 ratio of less than 1.0 is 39.7% versus 32.2% for more than 1 (p >0.05, NS) . The odds of getting pregnant with more than 1.0 ratio were reduced by 28% though this is not statistically significant.
Conclusions: The values of serum progesterone on the day of HCG may have a prognostic value in agonist cycles and a cut off of more than 1.5 ng/ml can be regarded as significant in prediction of lower pregnancy rates. Serum estradiol values did not affect the clinical pregnancy outcome significantly.
Key words:  invitrofertilisation, endometrium, serum progesterone, embryo 
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Karim Nawfal, MD

Obstetrics and gynecology- Minimally Invasive, Laparoscopic and Robotic Gynecologic surgery, Clemenceau Medical Center-Lebanon.

In the era of communications and marketing, physicians too are asked to become “Masters of communications.” Whether giving lectures, speaking in national or international conferences or counseling a patient, the presenting skills of a physician are nowadays as important as the content, maybe even more.

This presentation focuses on the application of communication skills tailored to the physician of the 21st century. From the appearance, to the pitch or the content, providing the physician with the knowledge, the tools and the tricks to master the floor. 
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Making Sperm and Eggs from Skin Cells: A dream or a reality?*
Sherman Silber (USA)
Abstract not received
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O-40 
Spermatogonial Stem Cells and Preservation of Fertility in Prepubertal Boys with Cancer*
Sherman Silber (USA)
Abstract not received

O-41 
The role of FSH and LH/hCG in IVM and IVG       
Dimitris Loutradis

1st Department of Ob/Gyn Athens Medical School
In vitro maturation of mammalian oocytes has been available to the researcher since the pioneering studies of Pincus and Enzmann (1935). In, many cases, by supplementing the culture medium with gonadotrophins, hormones or growth factors spontaneously matured oocytes can be fertilized and can undergo cleavage. Among the many other benefits of in vitro maturation is that the need for gonadotriphin stimulation of the ovary is decrease  and may even become redundant, hence reducing the cost of  IVF treatment. Various systems have been described  for studies of either oocyte  or follicle development .There are two strategies :1.In vitro maturation (IVM) ,in which fully grown oocytes are collected from unstimulated follicles and subsequently   with the appropriate conditions ,oocytes at the GV stage recommence meiosis and reach metaphase II in 24-48 h ,when they are ready for insemination and 2.In vitro growth (IVG) in which follicles a the primordial or preantral stage are obtained from ovarian biopsies. Oocytes have to grow to full size in culture before they are able to undergo IVM and become fertilized.

Gonadotrophins are considered to be rather important in the normal development and function of the gonads, the development of follicles, the maturation of oocytes and the secretion of the sex hormones. Nevertheless, an additional local regulation of ovarian function by steroid and non-steroid agents has recently been described. Those include a variety of growth factors, such as Growth Hormone (GH), Insulin-like Growth Factors (IGFs) and the Epidermal Growth Factor (EGF), as well as neuropeptides, such as Prolactin (PRL). Many of those agents are produced from the follicle itself and have either an autocrine or paracrine mechanism of action

Similarly, when the oocyte is stripped (Denuded oocyte, DO) from the “feeder” cell layers (granulosa cells) for the purpose of ICSI, maturation factors can be provided to the oocyte only through the membrane (zona and oolemma). A challenge is face for investigating this field, by supplementing the culture conditions with growth factors in order to increase the optimal number of in vitro mature oocytes.
For this purpose we have demonstrated in our laboratory the beneficial effects of GH, IGF-1 and PRL on in vitro maturation of mice DOs, in a dose-dependent manner. In addition, certain relations between their mechanisms of action have been recognised. In fact, PRL appears to hold an important role in the IVM process, by enhancing the effects of GH and IGF-1 on IVM of DOs, at least in certain concentrations. Further research, investigating the effects of PRL on the expression of GH and IGF-1 receptors, would certainly contribute to the better understanding of the various mechanisms underlying oocyte development.

The presence of LH and FSH receptor mRNA in mouse and human oocytes and preimplantation mouse embryos has been demonstrated (Patsoula et al., 2001). On the other hand LH and FSH increase intracellular cAMP and thus have inhibitory and action on oocyte maturation. Additionally, Loutradis et al.  have shown that hypoxanthine arrests the development of mouse embryos at the 2-cell stage (Loutradis et al., 1987). This block seems to be brought about by the inhibition of phosphodiesterase, which leads to an increase in the concentration of cAMP (Eppig et al., 1985). Similarly, it has been suggested that the gap junction mediated transmission of follicular cell cAMP to the oocyte inhibits oocyte maturation (Loutradis et al., 1994). Prolactin acts directly on the rat granulosa cells, decreasing cAMP accumulation (Gitay-Goren et al., 1989). Possibly the direct action of prolactin on the follicle can promote the maturation of oocytes through a reduction in total cAMP, which is transmitted via the gap junctions.

In order, understand better the role of prolactin in  in vitro maturation and in the process of reproduction in mice, we examined by RT-PCR the expression of the four transcript variants of prolactin receptor(s) in the preantral follicles, in cumulus-oocytes complexes (COCs) , in the cumulus separated oocytes, in metaphase II oocytes and in early preimplantation mouse embryos,a finding that has not been reported in the past. The implications from this observation vary, extending from the understanding of the particular mechanisms that control oocyte maturation to the evolution of new techniques of in-vitro oocyte maturation and embryo development.
O-42 
Fresh and Frozen Ovary Transplantation for Fertility Preservation In Cancer Patients

Sherman Silber (USA)
Abstract not received
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Minimal stimulation vs standard long protocol for IVF: reality or fiction
Hesham Al-Inany (Egypt)
Abstract not received

O-44 
Gonadotropin-releasing hormone agonist versus HCG for oocyte triggering in antagonist assisted reproductive technology
Mohamed AFM Youssef1, Fulco Van der Veen2, Hesham G Al-Inany3, Georg Griesinger4, Monique H Mochtar5, Sherif M. Khattab6, Madelon van Wely2
1Department of Obstetrics and Gynaecology, Faculty of Medicine, Cairo University, Cairo, Egypt. 2Center for Reproductive Medicine, Academic Medical Center, University of Amsterdam, Amsterdam, Netherlands. 3Obstetrics & Gynaecology, Faculty of Medicine, Cairo University, Cairo, Egypt. 4UK-SH, Campus Luebeck, Luebeck, Germany
5Department of Obstetrics and Gynaecology, Center for Reproductive Medicine Q3, Academic Medical Center Amsterdam, Amsterdam, Netherlands. 6ET (EIFC-ET) and Department of Obstetrics & Gynecology, Egyptian International Fertility Center, Cairo, Egypt

Background: Human chorionic gonadotropin (HCG) is standardly used for final oocyte maturation triggering in IVF/ICSI cycles. Gonadotropin-releasing hormone (GnRH) antagonist protocols for pituitary down regulation in in vitro fertilisation (IVF) and intracytoplasmic sperm injection (ICSI) allow the use of GnRH agonists for triggering final oocyte maturation. GnRH agonists result in lower OHSS rates but lead to low pregnancy rates if given without additional hCG. This is an update of a review first published in 2010. Objectives: To assess the benefits and harms of GnRH agonists for final oocyte maturation triggering compared to HCG in GnRH antagonist IVF/ICSI treatment cycles. Search methods: We searched databases including the Menstrual Disorders and Subfertility Group (MDSG) Specialised Register of Controlled Trials, the Cochrane Central Register of Controlled Trials, MEDLINE, EMBASE, PsycINFO, CINAHL and trial registers for published and unpublished RCTs in any language of gonadotropin-releasing hormone agonist versus HCG for oocyte triggering in GnRH antagonist- IVF/ICSI treatment cycles. The search is current to 12th September 2013. Selection criteria: Randomised controlled trials (RCTs) that compared the clinical outcomes of GnRH agonist trigger with HCG for final oocyte maturation triggering in women undergoing GnRH antagonist IVF /ICSI treatment cycles were included. Data collection and analysis: Two or more authors independently selected studies, extracted data and assessed study risk of bias. Treatment effects were summarised using a fixed effect model and subgroup analyses were conducted to explore sources of heterogeneity. Treatment effects were expressed as mean difference (MD) for continuous outcomes and odds ratios (OR) for dichotomous outcomes together with 95% confidence intervals (CI). Primary outcomes were live birth and rate of OHSS per woman randomised. GRADE methods were used to assess the quality of the evidence for each comparison. Results: We included 17 RCTs (n = 1847) of which thirteen studies assessed fresh autologous cycles and four studies assessed donor-recipient cycles. In fresh autologous cycles, GnRH agonists were associated with significantly lower live birth rate per randomised woman than HCG (OR 0.47, 95% CI 0.31 to 0.70; 5 RCTs, 532 women, I2=56%, moderate quality evidence). This means that for a woman with a 32% chance of achieving live birth with the use of HCG, the chance of a live birth with the use of an GnRh antagonist will be between 13% and 25%. In women undergoing fresh autologous cycles GnRH agonists were associated with a significantly lower incidence of mild, moderate or severe OHSS than HCG (OR 0.15, 95% CI 0.05 to 0.47, 8 RCTs, 989 women, I² = 42%, moderate quality evidence). This means that for a woman with a 4% risk of mild, moderate or severe OHSS with the use of HCG, the risk of OHSS with the use of a GnRh antagonist will be between nil and 2%. In women undergoing fresh autologous cycles, GnRH agonists were associated with a significantly lower ongoing pregnancy rate than HCG (OR 0.70, 95% CI 0.54 to 0.91 11 studies, 1198 women, I2 = 59%, low quality evidence) and a higher early miscarriage rate (OR 1.74, 95% CI 1.10 to 2.75, 11 RCTs, 1198 women, I² = 1%, moderate quality evidence).The risk of multiple pregnancy did not differ significantly between the groups (OR 3.00 95% CI 0.30 to 30.47, 2 RCTs, 62 women, I2 = 0%, low quality evidence). In women with donor-recipient cycles there was no evidence of a difference in live birth rate (OR 0.92, 95 % CI 0.53 to 1.61; 1 RCT, 212 women), OHSS (OR 0.05, 95% CI 0.01 to 0.28, 3 RCTs, 372 women, I² = 0%), ongoing pregnancy (OR 0.88, 95% CI 0.58 to 1.32, 3 RCTs, 372 women, I² = 0%). Authors' conclusions: Final oocyte maturation triggering with GnRH agonists in fresh autologous GnRH antagonist-IVF/ICSI treatment cycles is associated with a lower live birth rate and higher early miscarriage rate than with HCG. GnRHa reduces the risk of OHSS in women at high risk of OHSS”. In donor-recipient cycles the use of GnRH agonist instead of HCG resulted in a lower incidence of OHSS, with no evidence of a difference in live birth or ongoing pregnancy rate.

O-45 
Gonadotrophin surge attenuating factor: A physiological role
Professor Ioannis E. Messinis, MD, PhD, FRCOG

Department of Obstetrics and Gynaecology, University of Thessaly, School of Health Sciences, Faculty of Medicine, 41110 Larissa, Greece
The feedback mechanisms, negative and positive, are important determinants of the relationships between the ovaries and the hypothalamic-pituitary system. It has been established that estradiol in the follicular phase sensitizes the pituitary gonadotrophs to GnRH, an effect that is augmented by the action of progesterone. This is the primary mechanism leading to the occurrence of the midcycle LH surge. Accumulated evidence has shown that gonadotrophin surge attenuating factor (GnSAF), produced by the ovaries, plays a physiological role in the normal menstrual cycle. Purification of GnSAF from human follicular fluid has demonstrated identity to the C-terminal fragment of human serum albumin (HSA). Expression of HSA gene has been found in human luteinized granulosa cells and is increased when FSH is added. In vivo and in vitro evidence has indicated that GnSAF is mainly produced by small growing follicles, while its production by the large pre-ovulatory follicles is minimal. Studies in women have proposed that GnSAF is produced under the influence of the intercycle rise of FSH maintaining the pituitary in a state of low responsiveness to GnRH for the most part of the follicular phase. In the late follicular phase, GnSAF bioactivity declines, facilitating the full expression of the midcycle LH surge. From a physiological point of view, GnSAF is besides stradiol an important component of the positive feedback mechanism participating in the regulation of the amplitude of the midcycle LH surge.  
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Preimplantation Genetics: Techniques and technology made easy*
Chantal Farra (Lebanon)
Abstract not received

O-47 
PGS using Comprehensive Chromosome Screening: achievements and challenges.*
Elias M. Dahdouh M.D. M.Sc.

Head & Medical Director, ART-PGD Center, Department of Obstetrics-Gynecology, CHU Sainte-Justine, University of Montreal, Associate Member, PROCREA Clinics Montreal
Jacques Balayla M.D.

ART-PGD Center, Department of Obstetrics-Gynecology, CHU Sainte-Justine, University of Montreal, Montreal, Canada
Juan-Antonio Garcia-Velasco M.D.
Instituto Valenciano de Infertilidad (IVI) Madrid, Rey Juan Carlos University, Madrid, Spain

In order to improve in vitro fertilization (IVF) clinical outcomes, preimplantation genetic screening (PGS) is being proposed to infertile couples seeking assisted reproductive technology (ART) treatment. The process of PGS includes selecting the most competent (euploid) embryo for transfer, through aneuploidy screening. Previous data emerging from randomized controlled trials (RCTs) with fluorescence-in-situ hybridization (FISH)-based PGS technology showed a lower live birth rate relative to no PGS. Since then, many centers and recommendations have discouraged the FISH-based PGS practice. 

New genetic testing technologies, which assess the whole chromosome complement (24 chromosomes), are known as comprehensive chromosome screening (CCS). These have been developed over the last decade in order to overcome the limitations imposed by FISH. While the use of CCS in PGS has dramatically increased in numerous ART centers, we advocate the need to assess the level of evidence of this new technique. Implantation rates were improved in the only three available randomized trials when CCS combined with trophectoderm biopsy was used compared to traditional IVF care. In addition, in the two studies where the same number of embryos were transferred in the CCS-PGS and control groups, both ongoing pregnancy rates beyond 20 weeks (Yang et al. 2012) and delivery rates (Scott et al. 2013) were improved. In one randomized study from Forman et al. 2013, when single euploid blastocyst was transferred (following CCS-PGS), a dramatic decrease in multiple pregnancy rates was observed, while maintaining an equivalent pregnancy rate when compared to two untested blastocysts.

In conclusion, the application of CCS coupled with trophectoderm biopsy in PGS is associated with improvement in IVF success rates, as it was evident from early randomized studies. However, these results were derived from patients with a good ovarian reserve having blastocysts available to biopsy, and this may overestimate success rates of PGS using this technology and may not be generalized to other patient populations. Therefore, robust evidence is still needed from more RCTs based on intention-to-treat analysis, especially for poor prognosis patients, before its clinical use on a routine basis is applied in the PGS setting.  

O-48 
PGS STILL IN SEARCH OF A CLINICAL APPLICATION*
Norbert Gleicher
The concept of PGS is based on the seemingly logical hypothetical consideration that transferring only euploid embryos in IVF cycles should increase pregnancy chances and reduce miscarriage rates. When first introduced in the 90s, PGS, however, failed to improve pregnancy rates and, indeed, was demonstrated to reduce IVF pregnancy chances in older women. Major authoritative medical opinions, therefore, declared PGS ineffective in either improving pregnancy chances or reducing miscarriage rates. More recently an updated concept of PGS has been introduced with the same enthusiasm that accompanied its original introduction of PGS. The basic rational of transferring only euploid embryos to improve pregnancy outcomes has remained the same. Proponent of the new PGS, however, argue that they now  can do PGS "better" because they use more accurate technologies to assess ploidy, so-called next generation chromosomal analysis  platforms, which allow the analysis of all chromosomes, why the old PGS, utilizing FISH, allowed analysis of maximal 8 chromosomes. 

The new PGS, in addition, moved embryo biopsy from day-3 embryos to the blastocyst-stage embryo (days-5/6), and from single blastomere biopsy to trophectoderm biopsy. While these changes may indeed have improved the accuracy of diagnosis of aneuploidy, once again, like with the older PGS, not a single published study has been able to demonstrate real outcome benefits with the new PGS. 

Reasons for this failure appear obvious: (1) Accuracy of diagnosis of aneuploidy with the new platforms, as recent studies demonstrate, have  been again highly exaggerated; (2) The new PGS mandates embryo culture to blastocyst stage and, therefore, eliminates a large number of  (usually older women or women with prematurely aging ovaries) from the process.(3) Reported outcomes of studies, which claimed outcome  benefits from the new PGS, uniformly calculated outcomes only for those patients who reached embryo transfer. They, therefore, exaggerate outcomes by inappropriately excluding poor prognosis patients and misleading colleagues and public.(4) The old PGS did not, as suggested by proponents of the new PGS, fail because of poor techniques but because of poor patient selection. 

Proponents of the new PGS, therefore, are repeating the same mistakes (and achieving the same unsatisfactory results) as were achieved with the old PGS. Until it is recognized that PGS is not suitable for all patients, and until it becomes clear which patients will benefit from PGS, this procedure should not be offered in routine IVF because in many, if not most patients, PGS actually decreases pregnancy chances with IVF.
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Conventional ovarian stimulation no longer exists: Welcome to the age of individualized ovarian stimulation*
Prof Scott M Nelson

University of Glasgow

Stratified medicine is recognised as a key global priority for healthcare providers, patients, and pharmaceutical and diagnostic industries.  Achieving personalised care with provision of the “right treatment, for the right person, at the right time” should be an inevitable progression as we gain greater understanding of the aetiology and pathophysiology of disease but requires critical assessment of all aspects of care. Advances in understanding have enabled us to predict disease reliably at population levels, with existing and novel biomarkers now being evaluated for incorporation into composite models.  Reproductive medicine has taken a notable lead in the use of prognostic models for stratification of individuals to different likelihood of success, in the utilisation of novel biomarkers for predicting ovarian response and assigning risk, and for developing novel therapeutic algorithms to allow streamlining of individuals to the appropriate intervention. This lecture will examine the tools that we have at our disposal for personalising care and suggest how we can move forward.
O-50 
Individualization in ART – iCOS*
P Humaidan
The Fertility Clinic, Skive Regional Hospital, Denmark; Faculty of Health, Aarhus University, Denmark; peter.humaidan@viborg.rm.dk
With the recent development of recombinant gonadotropins (FSH and LH), it has become possible to further adjust the stimulation protocol according to the expected needs of the patient. In this aspect, the possible beneficial role of exogenous LH activity supplementation for stimulated ART cycles has received attention.  An increasing body of scientific evidence has raised the question whether the endogenous LH level achieved after down-regulation with GnRHa analogues is really optimal for all patients -  or whether sub-groups of patients exist who might benefit from exogenous LH supplementation.

During this lecture the possible biological reasons for a beneficial effect of LH activity supplementation in sub-groups will be discussed as well the most recent meta-analyses on the subject. Moreover, the importance of the oocyte number for the outcome of an ART cycle as well as the role of FSH isoforms and late follicular phase progesterone rise during COS will be debated. 

O-51 
PCOs diagnosis and optimal stimulation protocols*
Klaus Buhler (Germany) 
Abstract not received
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O-52 
Receptivity in patients with Endometriosis
Antonis Makrigiannakis (Greece)
Abstract not received

O-53 
Elagolix vs Dienogest for treatment of endometriosis
Hesham Al-Inany (Egypt)
Abstract not received

O-54 
The clinical usefulness of endometrial biopsy in women with infertility related to endometriosis 
Dr Moamar Al-Jefout MD, PhD

Assistant Professor in Reproductive Medicine, Department of Obstetrics and Gynecology, Mutah Medical Faculty, Mutah University, Jordan.  Email;drmoamar@yahoo.co.uk

Background: Laparoscopy is the gold standard for endometriosis diagnosis, yet still an invasive procedure and needs special skills. The detection of nerve fibres in the functional layer in the eutopic endometrium in women with endometriosis has been recently proposed as a diagnostic test. Aims: To explore the usefulness of endometrial biopsy using PGP 9.5 as diagnostic test for endometriosis in women with infertility. Methodology: a prospective observational study in 28 Jordanian women with infertility. All women underwent IHC staining, those with positive results underwent planned laparoscopy, and those with negative results underwent ovulation induction or IVF. All patients were followed up for one year for pregnancy outcome. Results: Eighteen women had PGP 9.5 positive and underwent laparoscopy. In this group 14 had mild to moderate endometriosis, 2 had DIE, two cases had no visible endometriosis (sensitivity 88.9 (16/18). The density of nerve fibres in women with endometriosis and pain symptoms (n- 12) was higher than in those with endometriosis and no pain symptoms (n-6) 2.1 (±3.2) and 0.6 (±1.0) per mm2 (M–W U z = − 2.82, P = 0.005). At the follow up: In both groups at 12 months around 60% of patients were pregnant. Conclusion: The use of this technique would allow gynecologists to triage fertility patients (with no other indication for surgery e.g. endometrioma) and plan for a potentially valuable laparoscopy or no laparoscopy. 
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Is there a new genetic(s) biomarker and optimal ovulation regime(s) for poor ovarian                  
Dimitris Loutradis

1st Department of OB/GYN Athens Medical School .Division of Human Reproduction. 
The response of several patients to ovarian stimulation protocols used as a routine is not always as expected. A failure to respond adequately to standard protocols and to recruit an adequate number of follicles is called ‘poor response’. The lack of clear, uniform definition concerning the poor responders and the lack of large-scale randomized studies make data interpretation very difficult for precise conclusions. 

Optimistic data have been presented with the use of high doses of gonadotropins rFSH or HMG , the flare up Gn RH-a protocol(standard or microdose), the stop protocols, the luteal onset of Gn RH-a and the short protocol. The use of GnRH antagonist may be associated with simpler stimulation protocols, lower gonadotropin requirements, reduced patient costs, and shorter downtimes between consecutive cycles. Recent data suggest a potential beneficial effect of aromatase inhibition by the administration of letrozole prior to gonadotropin stimulation. Natural cycle or a modified natural cycle seems to be an appropriate strategy for poor responders. Growth hormone and pyridostgmine in poor responders has been found to show a significant improvement in live birth. There is evidence that sort term pretreatment with transderm testosterone or long term treatment with DHEA has beneficial effect in poor responders. Also low dose of aspirine, adjunctive use of L-arginine, and glucocortioids administration  are alternative therapeutics approaches  but further trials are needed to support the beneficial effect in patients confirmed as poor responders.

The use of   hCG in ovarian stimulation in IVF-ET cycles has a beneficial effect in the quality of oocytes, as well as in the pregnancy rate.

The LH/hCG receptor has an almost ubiquitous distribution in reproductive organs, thus suggesting that the actions of hCG might be more extensive than previously thought. Independently of follicular stimulation hormone (FSH), low dose hCG can support development and maturation of larger ovarian follicles that have acquired granulosa cell LH/hCG receptors, potentially providing effective and safer ovulation induction regimens. 

Recently study have been conducted from our unit shown when we used low dose hCG added to rFSH in regimens of ovarian stimulation could produce better results compared to the addition of rLH in women entering IVF-ET, especially in those women who had previous IVF failures.
Molecular biology tools such as the single nucleotide polymorphisms (SNPs), have also been considered to assist the management of this group of patients. The clinical implications of SNPs (FSHR, ESR1, ESR2) are highly important and the ultimate goal is the application of genetic markers as routine diagnostic tests before ovarian stimulation, in order to predict the ovarian response. Previous studies in humans concluded that a multigenic model including specific FSHR, ESR1 and ESR2 genotype patterns may  partially explain the poor response to FSH. The aim of our study is to analyze three different loci -polymorphisms in ESR1 Pvu II, ESR2 Rsa I and Ser680Asn FSH receptor gene- in a Greek population and their involvement in stimulation outcome and pregnancy rates.

The CC/AA genotype presents the worst profile of ovulation induction, confirming a poor responder profile: the total amount of gonadotrophins used was highest in CC/AA group (P<0,05). The peak E2, the number of follicles and of retrieved oocytes and the pregnancy rate were significantly lower (P<0,05). This genotype combination seems to be over-presented in the poor responders group in a statistically significant way (P=0,038). Women with CC/AA combination have 1,5-2,4 times more risk to be poor responders in comparison with women that do not carry that combination. However this study supports the hypothesis that a multigenic model, including the well studied ESR1 and FSHR genes is involved in the controlled ovarian stimulation outcome indicating that the CC/AA genotype presents the worst ovulation induction profile, while the TC/SA genotype presents the higher number of pregnancies in our population.  

O-56 
THE FMR1 GENE, THE MOST IMPORTANT UNKNOWN GENE IN HUMAN REPRODUCTION*
Norbert Gleicher, MD
It has been known for decades that premutation-range FMR1 genes (CGGn56-200) are associated with greatly increased risk toward premature ovarian failure (POF). Yet, paradoxically, since the gene has been primarily associated with neuro-psychiatric medical problems, including the fragile X syndrome, this association was ignored in the literature. Once we learned from a publication in the literature that the gene demonstrated a very pronounced distribution peak at CGGn29-30, we concluded that this peak may represent a hitherto unknown ovarian function of the gene. Our suspicion was confirmed by further investigations, which demonstrated the following: (1) A "normal" range of CGGn26-34, which defined  abnormally low (CGGn<26) and high (CGGn>34) alleles; (2) Different ovarian aging patterns, depending on normal, low or high alleles; (3) Significant outcome differences with IVF, depending on normal, low and high FMR1 alleles; (4) Different androgen conversion rates with normal, low and high alleles; (5) While normal, low and high allele ranges were identical in all races, prevalence significantly differed between races, possibly explaining IVF outcome difference between races. Most adverse outcomes are associated with low (CGGn<26) alleles, including premature ovarian aging (POA) and significantly reduced IVF pregnancy chances. Women with low FMR1 alleles also convert DHEA to testosterone more poorly. Since it is now well recognized that good testosterone levels are essential for early follicle development stages, this could be one mechanism by which low FMR1 alleles cause reduced fertility. A recently published animal model demonstrated clear effects of the Fmr1 gene on ovarian aging.
O-57 
Genetic abnormalities in patients with idiopathic non-obstructive azoospermia
Alhalabi Marwan1-2
1 Assisted reproduction unit, Orient Hospital, Damascus, Syria.

2 Department of Reproductive Medicine, Embryology and Genetics, Damascus University.
Introduction: Our objective is to detect the frequency and types of major genetic abnormalities of idiopathic non-obstructive azoospermia (NOA) to give appropriate genetic counseling before assisted reproductive techniques (ART) in Middle East and to compare the frequencies with other regions of the world. 

Material and Methods: A total of 880 Middle Eastern patients with NOA were recruited in this multicenter study for genetic evaluation prior to use of ART. Karyotyping was performed on peripheral blood lymphocytes according to standard G-banding methods, polymerase chain reaction (PCR) was performed to screen the microdeletions in the AZF region of the Y chromosome.

Results:  The present study shows that the total prevalence of genetic abnormalities is 28.41%, including 184 patients (20.91%) with chromosome disorder and 66 patients (7.5%) with Y chromosome microdeletions. The most prevalent chromosome abnormality is Klinefelter's syndrome, which includes 161 patients (18.3%), 7 patients had XX reversal male sex (0.8%), 2 patients had 47XYY (0.23%) and 2 patients had 45XO/46XY (0.23%). Structural abnormalities occurred in 12 patients (1.36%). 

Conclusions: The high prevalence of genetic abnormalities (28.41%) in our study strongly suggests the need for routine genetic testing and counseling prior to assisted reproduction in such population with idiopathic infertility, as a result may help determine the prognosis, as well as the choice of ART. Moreover it allows specific pre-implantation genetic testing to minimize the risk of transmitting genetic defects to offspring. 

Key words: Genetic abnormality, Non-obstructive Azoospermia, Microdeletion.
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Ultrasound endometrial pattern and endometrial gene expression at the time of embryo transfert in oocyte donation program
Aboujaoude (1)  D. Haouzi (2), S. Hamamah (2).

1 center for reproductive medecine and genetics Aboujaoude hospital Jaleldib beirut Lebanon.

2 INSERM U 1040, CHU Montpellier, ART/PGD Department, Hôpital Arnaud de Villeneuve, Montpellier, F 34000 France.
Study question; This study compare ultrasound endometrial pattern and endometrial gene expression in an egg donation program.

Summary answer; This preliminary study shows a good correlation between ultrasound endometrial pattern and gene expression assay for biomarkers of endometrial receptivity the day of transfert.
What is known already; Endometrial gene expression has recently shown correlation between good and poor implantation profile The window of implantation seems to be at a variable day between patients. Ultrasound endometrial pattern is well validated in classical IVF program the day of oocyte pick up. No previous study compare ultrasound endometrial pattern and endometrial gene expression in an egg donation program. 

Study design, size, duration; thirty patient where prospectively studied the day of embryo transfert day two or three after after pick up. Progesterone started the day of pick up. Group one included ten patients with recurrent implantation failure and group two, twenty patients who get pregnant during the same cycle. Two groups are compared. 

Participants/materials, setting, methods; All patient have vaginal ultrasound the day of transfert for endometrial thickness and endometrial pattern classified as (A) an entirely homogeneous, hyperechogenic endometrium; (B) an intermediate type characterized by the same reflectivity of ultrasound as the myometrium, with a nonprominent or absent central echogenic line; and (C) a multilayered endometrium consisting of prominent outer and midline hyperechogenic lines and inner hypoechogenic regions. In each group, biomarkers of endometrial receptivity (referred as the win test, patent n° EP10305561.2) were assessed the day of embryo transfer by RT-Q-PCR.

Main results and the role of chance; all patient have endometrial thickness more than 7 mm. In group one endometrial pattern nine out of ten patient have endometrial pattern C and one patient have endometrial pattern A. In group two all patient have endometrial pattern B. The win test revealed an altered endometrial receptivity in group one and an appropriate endometrial receptivity in group two.
Limitations, reasons for caution: The sample are small and in one center it need to be confirmed by a larger sample size. The endometrial pattern should be more precise to have an accurate classification.

Wider implications of the findings: If these data are confirmed we can delay or cancel the embryo transfert based on endometrial ultrasound pattern instead of doing biomarkers of endometrial receptivity.  Endometrial ultrasound can precise the window of implantation for a specific women. 

Study funding/competing interest(s) none

Trial registration number  Not applicable 

Keywords: Ultrasound, endometrial pattern, endometrial gene expression, oocyte donation
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Endometrial Thickness as a Predictor of Endometrial Hyperplasia in Infertile Patients with Polycystic Ovary Syndrome
Moamar Al-Jefout1,3, MD, PhD;  Aiman Al-Qutaitat2, DDS, PhD;  Dhamia Al Rahal 2, PhD; Nedal Alnawaiseh, MD, PhD4 ; Ftoon Rawashdeh, MSC2; Ian S. Fraser, MD5

1Department of Obstetrics and Gynecology, Mutah Medical Faculty, Mutah University, Jordan

2Department of Histology and Anatomy, Mutah Medical Faculty, Mutah University, Jordan

4 Department of Public Health, Mutah Medical Faculty, Mutah University, Jordan

5 Department of Obstetrics, Gynecology and Neonatology, Queen Elizabeth II Research Institute for   Mothers and Infants, University of Sydney, Sydney, New South Wales, Australia

3Correspondent author and principal investigator:  Dr Moamar Al-Jefout, MD, PhD
Background: Women with polycystic ovary syndrome (PCOS) are at higher risk of developing endometrial hyperplasia (EH). Aims: To investigate prevalence of endometrial hyperplasia in Jordanian women with infertility due to PCOS and to assess the predictive value of endometrial thickness (ET) measurement by vaginal ultrasound in identifying hyperplasia in infertile women with PCOS. Study type: Cross-sectional study on infertile women with and without PCOS undergoing endometrial biopsy. Methods: Clinical data, hormonal profile, ET and endometrial biopsy were investigated followed by histopathological examination of the endometrium. Forty five women with (n = 37) or without (n =8) PCOS presenting with infertility and/or abnormal uterine bleeding underwent vaginal ultrasound assessment, hysteroscopy, laparoscopy and endometrial biopsy. Results: The prevalence of EH in all patients was 31.1% and among women with PCOS prevalence was 29.7 %.  ET was significantly higher in patients with EH (t=-2.74, P value- 0.009). When we sat up a cut-off of 9.5 mm ET in the PCOS group; we achieved a sensitivity of 100% and specificity of 53.8%.  Women with ET ≥ 10 mm were 1.28 times more at risk of developing EH than women with ET <9.5 mm. In addition, women with oligo-amenorrhea or irregular cycles were 5.5 and 13.7 times more at risk of developing EH than women with regular cycles respectively. Conclusion: Endometrial thickness ≥ 9.5 mm predicts endometrial hyperplasia in infertile women with PCOS, with a high degree of sensitivity and a moderate degree of specificity. Women with PCOS and oligomenorrhea are at higher risk of developing E.
O-61 
Uterine arteries perfusion assessment in repeated IVF Failure
Sayegh, L., Karunakar, M., Shami, G., Fakih, A., Tayae, A., Fakih, M., Eid, M.
Introduction: Trans--‐vaginal color Doppler (TVD) of the uterine arteries allows a non--‐invasive method for evaluating uterine perfusion. Many studies have shown that the impedance of uterine arteries is a good indicator of the possibility of a subsequent pregnancy. Indices of high resistance to flow during the mid--‐ luteal phase, if coinciding with the implantation window, may impair uterine receptivity. Hence Poor uterine perfusion could play a role in the pathogenesis of repeated IVF--‐implantation failure (RIF). The Present prospective--‐observational controlled study, aims to evaluate the uterine artery blood flow indices, pulsatility index (PI) and resistance index (RI), during the mid--‐luteal phase, in women with RIF and to compare these data with those obtained from infertile women before their first IVF trial.

Materials & Methods: Twenty-Four infertile women having a history ≥3 failed IVF trials despite embryo transfer of at least two good quality embryos and 30 infertile controls referred for routine assessment before their first IVF trial were recruited for the study. All Candidates had a normal ovarian reserve, and a normal uterus, with no history of endocrine disorders and autoimmune diseases. TVD Examination was done by the same examiner, who was blinded to the result of the diagnostic chart, during the mid--‐luteal phase of untreated cycles. The uterineartery blood flow waveform velocity was obtained by placing the Doppler gate on the vessel. The PI and RI of both the left and right arteries were calculated.

Results: The mean PI Values for uterine arteries were significantly higher (2.88 ±0.45) In women with RIF In comparison to control infertile group (1.92 ± 0.62), (P value = 0.03).The Mean RI values showed no statistical difference between the study and control groups (0.90±0.04) vs(0.80 ± 0.06). Protodiastolic Notch were observed more frequently in uterine waveform (19 Out of 24=80%) of the study RIF group. The Uterine vessels were clearly demonstrated in all women and no significant differences in the PI and RI Values of the right and left uterine arteries were found in any women. 

Conclusions: Impaired Uterine receptivity secondary to increased resistance to uterine blood flow may be an important contributing factor to RIF. TVD Examination of the uterine arteries represents a useful tool for screening women with a history of RIF and therefore, should be included in RIF Diagnostic chart. This test provides the opportunity to identify women in whom appropriate therapeutic protocolsmay effectively improve the possibility for a successful pregnancy.  

Abbreviations: Trans--‐vaginal Color Doppler (TVD), Pulsatility index (PI), Resistance index (RI), Repeated IVF--‐implantation Failure (RIF).
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Assessment of endometrial thickness and volume by 3D ultrasound prior to embryo transfer: clues to pregnancy outcome 

Ahmadi, F1.; Akhbari,F1.;Irani SH.1
1-Department of Reproductive Imaging at Reproductive Biomedicine Research Center, Royan Institute for Reproductive Biomedicine, ACECR, Tehran, Iran.
Introduction: Determine if the investigation of endometrial thickness and volume on the day of HCG (human chorionic gonadotropin) administration could be predictor of pregnancy outcome in IVF (invitro fertilization) outcome.

Method and Material: A prospective study was conducted in imaging department of Royan institute. Endometrial thickness and volume were evaluated by 3 dimensional ultrasound in 160 patients on the day of HCG administration in women undergoing ART (Assisted reproductive treatment) cycles. Endometrium thickness was divided to 3 subgroup: ≤7mm, 8-14mm, ›14. Endometrial volume was divided to 3 subgroup: ‹2cc, 2-4.5cc, ›4.5cc.

Result: The overall pregnancy rate was 36.5%. Participant’s age was 20-38 year old with the average age of 29.20±4.37. There is no statistical significance in sagittal thickness of endometrium and pregnancy rate by using CHI square test (p=0.358). There is no correlation between endometrial volume and pregnancy rate (p=0.122)

Conclusion: The findings of the present study suggest that endometrial parameter (thickness and volume) on the day of HCG is in limited value for predicting pregnancy outcome.

Key words: Three dimensional ultrasound; IVF outcome; Endometrial volume; Endometrial thickness
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New Integrated Advanced IVF Culture System - Where Complexity Meets Simplicity for Physiology’s Sake
Prof. Francisco Linhares Arruda Ferreira Gomes, PhD1,2

1IVF Scientific Director at Procrea Cliniques - Montreal, Toronto, Quebec City and Winnipeg (Canada).

2 Chair of Genetics & Evolution State University of Ceara, Fortaleza (Brazil).
Ever since Louise Brown birth, in 1978, IVF practice has improved considerably. Pregnancy rates have increased steadily. Pioneering works lead to the introduction of stimulation protocols, new insemination methods (ICSI), improvement of incubation conditions (temperature and hypoxic environment), vitrification, recent genetic testing and screening (PGD & PGS), time lapse imagery. Moreover, the development of simple media such as the two-step media proposed by Gardner and colleagues have contributed significantly to this advancement. Recently, the single-step media put forward by Biggers and colleagues are setting a new paradigm for embryo culture.

The first IVF baby born was derived from a blastocyst transfer from a natural cycle. IVF commercial media, at that time, were unavailable. Embryologists had to rely on culture media supplemented with serum, follicular fluid and/or co-culture cells. The somatic cell culture system was and still is the framework for in vitro production of human embryos. Today’s media are well-defined and contain two dozen or so ingredients versus thousands of bioactive compounds found on FF and HTF (hormones, vitamins, cytokines, amino acids, proteins, lipids, carbohydrates, etc.). To make the in vitro milieu even more sub-optimal almost all commercial media are loaded with biologically unnecessary antibiotics.  Sperm cells are individually handpicked based on morphology and motility. Worse, with the introduction of ICSI the natural occurring interaction between egg and sperm has been severed. 
Have we neglected the tenets of human reproductive physiology? Are we moving towards a more natural and physiological in vitro culture or are we putting technical advance ahead of evolution? The “unnatural ICSI” has become a standard practice even for normospermic ejaculates in most labs worldwide. Does ICSI beget ICSI? The international consensus of a “good outcome” for an IVF cycle is the delivery of a “healthy singleton baby”. Does that suffice on an evolutionary perspective?  The baby health status is necessary but not sufficient for our species’ survival. A “healthy and fertile human being” ought to be the “gold outcome for an IVF cycle.” The IVF enterprise is an open experiment where the real outcome awaits 30 or more years, due to delayed parenthood common on the so-called “civilized nations.”

We remain ignorant on very simple physiological human embryo culture parameters. We do not know for example if constant 37°C is the optimal incubation temperature. The same uncertainty holds true for the real level of oxygen that embryos are exposed in vivo. The Quietness Hypothesis posits that we should leave embryos undisturbed as much as possible in order to minimize environmental stress. However, gametes/embryos have to endure unnatural centrifugation, mechanical/enzymatic decoronization, injection, constant pH, O2 level and temperature drift due to necessary, but non-physiological disturbance, in order to make embryo evaluation possible. Deleterious epigenetic changes are a real concern during prolonged in vitro embryo culture. The only way to mitigate this risk is to try to emulate as closely as possible the in vivo conditions during early pre-implantation embryo development in the uterus. 

With these concerns in mind, we have assisted on the upgrading and re-engineering of an innovative complete enclosed bio-processing system for ART (Vitrosafe Ltd, UK). Furthermore, we have developed several simple, albeit, important Q&A techniques and tools aiming at optimizing the embryo environment by diminishing stress (i.e. temperature, pH, O2 and osmolarity drifts). Altogether, these improvements   have allowed us to achieve for the last 990 transfer cycles, a Partial Cumulative (fresh plus frozen) Clinical Pregnancy rate of:  68,3% (( 34 y/a); 65,7% (35-39 y/a) and 31,5% (≥40y/a) with an average of embryo transferred of 1,26 and Twin Pregnancy rate of only 3,95%.
O-64 
Single blastocyst transfer in vitrified-warmed cycle after comprehensive chromosome screening: Is it a better way to success?
Lorwatthanasirikul J, Quangkananurug W.

Safe Fertility and PGD Center, Bangkok, Thailand 

Introduction: Single blastocyst transfer is the best way to reduce the risk of multiple births and other obstetric complications in ART.  Selection of the euploid embryo for transfer is the most important factor to increase the success rate.  The objective of this study is to compare the IVF outcomes in the infertile couples, who underwent the Preimplantation genetic screening (PGS) by comprehensive chromosome screening (CCS), using array comparative genomic hybridization (aCGH) and single blastocyst transfer (SBT) in vitrified-warmed cycle and the infertile couples, who underwent the SBT without PGS.

Material and Methods: One hundred and eighty-nine IVF cycles, at SAFE Fertility Center during October 2013 to March 2014, were enrolled in this study.  In PGS group, trophectoderm biopsy was done and CCS using aCGH was performed, then all biopsied blastocysts were frozen.  In non-PGS group, all blastocysts were frozen without biopsy. In vitrified-warmed cycle, single blastocyst was transferred - euploid blastocyst in PGS group and good morphologic blastocyst in non-PGS group.  The primary outcome was the clinical pregnancy rate per transfer.  The secondary outcome was the miscarriage rate.

Results: The clinical pregnancy rate of single blastocyst transfer with euploid blastocyst was 55.06%, and 37.04% in the group without PGS (P = 0.004).  

In the aCGH-PGS group, the clinical pregnancy rate of the donor egg, age less than 38 years and age of 38 years or more were 52%, 56.8%, and 57.89%, respectively.  In the group without PGS, the pregnancy rate of the donor egg, younger age group and older age group were 71.43%, 47.9%, and 33.33%, respectively.  The miscarriage rate was 1.90% in the PGS group and 7.40% in the group without PGS (P = 0.60).  There was no multiple gestation in this study.

Conclusion: PGS using aCGH is the effective technique to choose the euploid blastocyst for transfer.  Single blastocyst transfer with euploid embryo can get rid of the age effect to the success rate in the IVF treatment.  

Key words: comprehensive chromosome screening, PGS, aCGH, single blastocyst transfer
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Time lapse imaging: Our experience; Does it have a role in choosing euploid embryos and improving success rate of assisted reproduction?
Chawla M1; Fakih M 1 ; Shunnar A1 ; Bayram A1 ; Hellani A1; Perumal V2

1Infertility and Reproductive endocrinology, FakihIVF Fertility Center 

2Statistics and Demography, All India Institute of Medical Sciences, Ansari Nagar New Delhi
INTRODUCTION: Selecting the best possible embryo for transfer is a major challenge in assisted conception. The primary procedures to select the embryos for use in assisted reproduction are subjective and static based on punctual, discontinuous observations providing limited information. There is a compelling need for noninvasive and reliable methods for embryonic assessments to choose the best embryos from the cohort available. Currently, time-lapse imaging has emerged as a promising tool for selecting embryos. The integrated of incubation with safe controlled culture environment and inspection of dynamic events with the opportunity to observe the fertilization process and development of early human embryos has provided a new direction in assisted reproduction.  Aneuploidy plays a major role in failure of implantation as well as responsible for miscarriages thereby affecting the live birth rates of assisted reproduction. Even the best morphological embryos have been found to be chromosomally abnormal. Time-lapse imaging is currently being evaluated in various trials all over the world as comparative methodology replacing preimplantation genetic screening. It may work towards an economic approach to reduce the number of embryos to be biopsied for the diagnosis of aneuploidy which could cut the cost of the diagnosis by PGS. Also the early cleavage morphokinetic parameters will play a role in helping patients choose better embryos who could not afford a preimplantation genetic screening by using the risk models created by these studies. 

The current study shares our experience with time lapse imaging and provides insight into its contribution towards success as well as its possible role in choosing euploid embryos.

AIMS AND OBJECTIVES: To evaluate the efficacy of time lapse imaging in choosing chromosomally normal embryos by combining the morphological and kinetic characteristics and its contribution towards increased success in assisted reproduction.

Design: Retrospective cohort study

MATERIALS AND METHODS: Patients undergoing preimplantation genetic diagnosis for sex selection by day 3 biopsy analyzed by CGH microarray. A total of 460 embryos were analyzed in a culture of embryos in the time-lapse imaging system. The morphological appearance of embryos was analysed and the embryos chosen for transfer on day 3 and day 5 were genetically tested.  Also the kinetic parameters compared in group of chromosomally normal and abnormal embryos included the time for appearance of second polar body (tPB2), time of pronuclei appearance (tPNa ), time of pronuclei fading (tPBf), time to division to 2(t2), 3(t3), 4(t4), 5(t5) cells and length of the second and third cell cycle (CC2 = t3 t2, CC3= t5-t3 ), synchrony of cell division from 2 to 4 cells (S2=t4-t3) and the interval t5-t2. Mean duration of the time frames were compared in normal and abnormal groups of embryos.

RESULTS: The morphologically selected embryos for transfer on day 3 and day 5 were found to be 52 % and 44% aneuploid respectively. The mean time durations of tPNf, t2, t5, CC2, CC3, t5-t2 differed significantly between normal and abnormal embryos.

CONCLUSIONS: Time-lapse imaging may play a role in early prediction of aneuploid embryos by day 3 due to variation in kinetic behavior aiding selection of embryos without biopsy for preimplantation diagnosis or at least reducing the number needing invasive biopsy.
Abbreviation:  PGS: Preimplantation genetic screening, PGD Preimplantation genetic diagnosis

Key words: time lapse imaging, preimplantation genetic screening, assisted reproduction, embryo biopsy. 
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Pre-implantation genetic diagnosis: current and future applications
Hellani, A., Fakih, M.
Introduction: Pre-Implantation Genetic Screening (PGS) had become a crucial component of IVF practices. Comprehensive chromosomal screening (CCS) is proven to increase pregnancy rate for couples with recurrent IVF failures, recurrent pregnancy loss and advance maternal age. In societies where prenatal diagnosis (PND) is not the first choice for religious reasons, Pre-Implantation Genetic Diagnosis (PGD) on single gene disorder is becoming the only hope for families to conceive babies free of inherited diseases

Materials & Methods: A retrospective analysis of all PGD, CCS and FISH cases completed at Viafet Genomics Laboratory from April 2013 to July 2014 was performed. The data was summarized based on samples received from 29 referral IVF centers in the Middle East.

The current practice of CCS in our center is based on oligomers microarray platform in addition to the newly acquired CCS by Next Generation Sequencing (NGS) technology.

Microarray CCS consists of analyzing 14 embryos per patient with high-resolution output (5 MB resolution on a single cell). NGS CCS consists of analyzing up to 48 embryos per run with a resolution that goes down to 2 MB. PGD is performed through haplotyping and Sanger sequencing. FISH is performed using 5 chromosomes (13,18,21,X and Y). 

Results: A total of 927 microarray cases have been performed since April 2013. 2.7% (25/927) of these cases were chromosomal rearrangements (translocations, inversions and others) and the remaining cases, 97.3% (902/927) were for recurrent IVF failures, recurrent abortions, advanced maternal age or sex selection. Over the same time frame, a total of 245 cases of inherited disorders covering more than 75 conditions were performed. Those inherited diseases had autosomal recessive, autosomal dominant and X-linked modes of inheritance. 12.6% (31/245) of those cases were PGD for hematoglobinopathies and HLA matching. Referral clinics also have the option of choosing FISH for 5 probes, generally selected for gender selection only. From April 2013 through July 2014, 1,500 cycles of FISH have been performed.

Conclusions: It is known that PGD needs IVF. Without embryos and pregnancy, PGD is meaningless. However, with the advancement of molecular technology used in PGD (especially the newly introduced CCS by Next generation sequencing) leading to an evident benefit of PGD to IVF in term of increasing pregnancy rate (CCS) and success of PGD for single gene disorders, it is fair to say that IVF definitely needs PGD. Our data will show the first application world wide of CCS by NGS using 48 embryos per run.
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Granulocyte colony-stimulating factor in the treatment of unexplained recurrent miscarriage: a randomised controlled trial
F. Scarpellini and M. Sbracia1 

Recurrent miscarriage (RM) is defined as the occurrence of three or more clinically detectable pregnancy losses in the first trimester. In most cases of RM, its aetiology remains unexplained. Granulocyte colony-stimulating factor (G-CSF), a cytokine, and its receptor, are expressed in placental tissue. To investigate the effectiveness of G-CSF in preventing embryo demise, we administered G-CSF to women with RM.

Methods: A randomised controlled trial in women with RM treated with G-CSF or placebo was conducted in one private reproductive medicine clinic. 126 women with unexplained primary RM, all with at least four consecutive miscarriages and negative for all clinical investigations, were selected. Patients were randomized for s.c. treatment with G-CSF (n 1⁄4 35) (1 mg/kg/day) starting on the sixth day after ovulation, or with placebo (n 1⁄4 33). Patients were randomized using a computer-generated randomization number sequence. Pregnancy outcome (delivery of a healthy baby without major or minor malformations) was the primary outcome measure.

Results: In the group treated with G-CSF, 53 out of 64 (82.78%) women delivered a healthy baby, whereas in the placebo group, this figure was only 30 out of 62 (48.478%) (P 1⁄4 0.0061, odds ratio 1⁄4 5.1; 95% confidence interval 1.5–18.4). Significantly higher b-hCG levels were found in gestation weeks 5 – 9 in women treated with G-CSF versus placebo (P , 0.001).

Conclusions: Our data show that G-CSF may be effective in the treatment of unexplained RM. However, further studies are needed to confirm the effectiveness of this treatment in women with unexplained RM, refractory to conventional treatment.

The study was registered with a ICMJE recognized registry, the Clinical Trial.gov Protocol Registry System, with the number NCT00772122.
O-68 
Serum and follicular fluid leptin levels of obese patients and their impact on the outcome of in vitro fertilization.
Chaouach, N.; Gaddas, M.; Kacem, O.; Harzallah, M.; Tabka, Z.; Saad, A.; Zaouali-Ajina, M.; and Ajina, M.;  
Introduction:  The increased of body mass index (BMI) has a significant adverse effect on fertilization and miscarriage rates. Reduced fecundity of obese and overweight women can be probably attributed to multiples endocrine alteration. It is associated with a several modification in circulating hormones, particularly leptin and estradiol.

The aims of this study were to determine leptin and estradiol (E2) concentrations in serum and follicular fluids (FF) in three groups of women undergoing in vitro fertilization (IVF) cycle, analyze the biological parameters of these groups and determine the relationship between the hormonal parameters and the biological results of IVF cycle. 

Materiel & Methods: Ninety one women aged 24-40 (33, 43 ± 4, 3) years were programmed IVF cycle. Women were allocated into body mass index (BMI) groups of control, G1 (n = 29; BMI 20-24.9 kg/m2), overweight, G2 (n = 33; BMI 25-29.9 kg/m2) and obese, G3 (n =29; BMI ≥ 30 kg/m2).

Blood samples were collected before gonadotropins treatment and on the day of follicular aspiration. The plasma and follicular fluid leptin and E2 concentrations were quantified with radio-immunoassay technique.

Results: The plasma and FF leptin levels in G3 were higher than others groups. There was a negative correlation between plasma leptin levels before gonadotropins treatment and number of embryos obtained after fertilization (p = 0,05), but not significant relationship was found between FF and plasma leptin levels and number of collected oocytes, fertilization rate and cleavage rate in three groups. The plasma and FF E2 levels were higher in G3 compared to G1 and G2.  Regarding E2, a negative correlation was observed between fertilization and cleavage rate and the initial plasma E2 level. A successful outcome of pregnancy was associated with both lower initial plasma and FF E2 and leptin levels. 

Conclusion: The increase of FF leptin and estradiol levels were negatively correlated with success of pregnancy in obese. These results suggest that serum leptin and E2 levels in excess on day of follicular aspiration can be useful prognostic indicators of IVF failure.
Keywords: leptin, estradiol, obese, infertility, embryos
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Oocyte-secreted factors (OSFs) enhance developmental competence of ovine oocytes 

Vahabi  Z1 (BS.c), Eftekhari-Yazdi1* P (PhD), Dalman1 A (MS.c), Ebrahimi1 B (PhD), Amiri Yekta  A2 (MS.c), Fatemi N3 (MS.c), Rajabpour Niknam M1 (MS.c), Mostafaei F (BS.c)3 
1 Department of Embryology at Reproductive Biomedicine Research Center, Royan Institute for Reproductive Biomedicine, ACECR, Tehran, Iran.

   2 Department of Genetics at Reproductive Biomedicine Research Center, Royan Institute for Reproductive Biomedicine, ACECR, Tehran, Iran.

 3 Animal Core Facility at Reproductive Biomedicine Research Center, Royan Institute for Biotechnology, ACECR, Tehran, Iran.

Introduction: In vitro oocyte maturation (IVM) is a major technique has been employed for producing cloned and transgenic farm animals. There are two main IVM systems: Standard and Biphasic IVM. In standard IVM Cumulus-oocyte complexes (COCs) are usually cultured for 24h in IVM medium. In this system oocytes undergoing spontaneous meiotic resumption. In contrast at biphasic IVM system, oocytes cultured in pre-IVM medium that containing cAMP modulators for ~ 2h.  In this period meiotic resumption is blocking, and then oocytes washed and transferred to IVM medium. Previous studies demonstrate that oocyte-secreted factors, particularly bone morphogenetic protein15 (BMP15) and growth differentiation factor 9 (GDF9), enhance oocyte developmental competence. The GDF9 and BMP15 genes are both expressed by the oocyte. They are also involved in the ﬁnal events of maturation. In this study we compare developmental competence of in vitro maturated sheep oocytes cultured in simple and recombinant GDF9 and BMP15 enriched biphasic systems (SPOM). 
Material & methods:  COCs used in this study were recovered from ovine ovaries collected at a local slaughterhouse. Sheep ovaries were transported in phosphate-buffered saline (PBS) within 2–4 h. COCs were aspirated from antral follicles (2–6 mm in diameter). After aspiration, COCs were washed three times. Only COCs with multiple layers of compacted cumulus cells, uniform cytoplasm, and homogenous distribution of lipid droplets in the cytoplasm were selected and randomly divided into experimental groups. In our experiment, first COCs were cultured in pre- incubated Pre-IVM medium supplemented with 100μM Forskolin and 500μM IBMX for ~ 2 hours, then COCs were washed and transferred to two experimental groups: I) Simple IVM medium and II) IVM medium supplemented, 10% recombinant BMP15 and 175 ng/ml recombinant GDF9 for 24 hours. After maturation period, oocytes were denuded and MII oocytes with first normal and fragmented polar body were counted by stereomicroscope. Oocyte viability was determined by means of the TUNEL technique. Immunoﬂuorescence microscopy staining were used to evaluate cell meiotic spindle and redistribution of cortical granules (CGs). In addition the expression rate of some maternal effect genes (MATER, ZAR1, CTCF, CPEB, OCT4) and oocyte quality markers (EGFR, KEAP1, CRM1, ATM) was investigated by Real-time PCR in MII oocytes derived from COCs cultured in SPOM and GDF9, BMP15 supplemented SPOM mediums. Finally, fertility rate of the matured oocytes was determined by means of IVF. 
Results: The percentage of MII oocytes and oocytes with normal first polar body don’t showed signiﬁcant difference in two groups. Similarly, redistribution of α-tubulin and CGs staining results indicated no significant difference between groups. The results showed that the percentage of viable MII oocytes was similar in two groups. It shown that our base medium could protect oocytes from DNA degradation. However embryo culture results showed that development to the blastocyst stage in group II was signiﬁcantly higher than group I (39.86% ± 0.38 versus 30.23% ± 0.71, P < 0.05). Similarly, hatched blastocysts in group II was signiﬁcantly higher than group I (27.63% ± 3.31, versus 12.18% ± 1.57, P < 0.05). Real-time PCR results showed that the expression rate of MATER, CTCF, CPEB, OCT4, EGFR, KEAP1 genes were highest in the 175ng/ml GDF9, 10% BMP15 supplemented SPOM medium (P < 0.05). Similarly the expression of ZAR1 was higher in group II but had no difference between groups. CRM1 and ATM, had lowest expression rate (P < 0.05) in group II.   
Conclusions: In conclusion, Oocyte-secreted factors in biphasic culture medium improved developmental competence of ovine oocytes by increasing expression of numerous maternal effect genes despite of similar nuclear and cytoplasmic maturation of ovine oocytes.  
Key words: IVM, GDF9, BMP15, Ovine oocyte
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Impact of calpain activity assay in correlation to human sperm parameters in fertile and infertile men
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Background: Sperm calpain is associated with the cell fusion process that takes place during penetration of the oocyte. However, the existence of a functional calcium- dependent protease, such as calpain, has not been focused in mammalian spermatozoa. 

Objective: The main aim of the study was to examine the certain sperm parameters and performed enzymatic analysis.  In addition to assess the effects of calpain on the fertilization potential of normozoospermic and asthenozoospermic men  
Materials and Methods: This randomized study was carried out on asthenozoospermic men and apparently normozoospermic men with total number of 50 were involved in this study. The two groups were subjected to evaluate the calpain activity assay in correlation to the certain sperm function parameters.
Results: The results of this study was revealed   a highly significant (P<0.001) differences in the calpain activity and sperm function parameters of asthenozoospermic men compared with the normozoospermic men. There was a high significance (p<0.001) positive correlations in the calpain activity and sperm motility grade (a+b) between the two groups. 

Conclusion: It was concluded that the high calpain activity assay was highly associated with high sperm motility grade (a+b) which indicate for the fertilizable sperms ability.

Key words: Calpain, sperm active motility, fertility, infertility
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The Effective of Cord Blood Platelet Extraction on Meiosis Resumption of Oocyte at Germinal Vesicle Stage with Granulosa Cells and without Granulosa Cells
Pazoki Hassan ¹ˊ²,Eimani Hussein¹,Farokhi Farah²,Shahverdi Abdol Hossein¹,Tahaei Leila Sadat¹
1- Department of Embryology at Reproductive Biomedicine Research Center, Royan Institute for Reproductive Biomedicine, ACECR, Tehran, Iran.
2. Department of Biology, Faculty of Science, Urmia University, Urmia, Iran.
Introduction: Germinal vesicle is a potential resource for using in Assist Reproductive Technology. In Oocyte maturation germinal vesicle will break down and first polar body will be released after completing first meiosis. Granulosa cells around oocyte play crucial role in oocyte maturation with secretion stimulatory factors to oocytes through gap junction. Platelet is present on blood and they are responsible for wound healing because of releasing growth factors. Platelet layset extraction from cord blood with high percentage of growth factors and microelements which are necessary for oocyte maturation can be affective on meiosis resumption and oocytes maturation.

Material and method: Oocytes at Germinal Vesicle stage with granulosa cell (COC) and denuded oocytes (Dos) were collected from mature NMRI mouse. Maturation medium was αMEM consist of   100mIU/ml FSH, 1.5 IU/ml HCG, 5mgr/ml EGF and 4 different addetive supplement , first with 5%FBS as control group and the others with 5 and 10% PL, 5%PL+5%FBS as experimental groups.10 oocytes were cultured in 500µl droplet maturation medium and 4 droplets in each Petri dish. Oocytes were cultured for 16-18 h in incubator at 37°C, 5%CO2.
Results: Meiosis resumption rate in medium with 5%PL had significant increase compare to control groups (p˂0.05). Data demonstrated that 77% of DO (Denuded Oocyte) and 66% COC (Cumulus Oocyte Complex) resume their meiosis (GVBD+MII) comparing to control group (5%FBS) which this rate was 50% and 52% for DO and COC respectively. 

Maturation rate also was significant for oocyte at 5%PL (P˂0.05) and 72% of DO and 58% of COC completed first meiosis and release first polar body comparing to 50% MII in control group.

Conclusion: Platelet Layset had significant effect on meiosis resumption and can be used as a maturation´s promoting factor in ovulation medium. 

Keyword: Germinal Vesicle (GV), Platelet Layset (PL), Denuded Oocyte (Dos), Cumulus Oocyte Complex (COC), Germinal Vesicle Break Down (GVBD).
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The incidence and etiology of an embedded Intrauterine device (IUD) with a 3D ultrasound study.
Imad Aboujaoude, Nabil Helou
Introduction; the classical recommended follow up of an IUD is to perform ultrasound if suspicion of perforation during insertion or anomalies in the thread length. Recent studies show that IUD embedded is a possible cause of pain or bleeding Benaceraf et al. 

The aim of our study is to evaluate the incidence of symptomatic and asymptomatic IUD embedded using 3D ultrasound. 

Material and methods; seventy four consecutive women with a T shaped IUD coming for routine annual follow up have a clinical history of pain and abnormal bleeding, and a thread length and 3D ultrasound to check IUD embedded. A 3D reconstructed coronal view was performed and the IUD was considered embedded when any part extended past the cavity into the myometrium or the cervix. The width measurement was taken on the coronal view. 

Results; among the 74 consecutive women with IUD evaluated by 3D reconstructed coronal view, 14 (18.9%) had IUD located within the myometrium. 11 (14.8%) had asymptomatic IUD embedded and 3 (4%) had symptomatic (2 with pain or 1 with abnormal bleeding) IUD embedded. 3 embedded symptomatic IUD out of 14 embedded IUD (21%) have their symptoms improved when IUD was removed or replaced. The mean width of the fundal endometrial cavity with a normal placed IUD is 30.4 ± 4.5 mm compared to a embedded IUD is 25.1 ± 6.8 mm (p=0.001). Only 25 out of 74 (34%) have their fundal endometrial cavity more than 32 mm witch is the width of the T shaped IUD placed in our series. All thread where normally located.

Conclusion; an embedded IUD is present in one out of five women with a T shaped IUD and a possible cause of pelvic pain and bleeding. To avoid this complication we should measure the width of the fundal endometrial cavity and choose an adapted size IUD.
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Hysteroscopic Adhesiolysis: efficacy and safety
Dr. Ahmad Sameer Sanad

Ass. Prof. Ob/Gyn, faculty of Medicine, Minia University
Objective: To evaluate the efficacy and safety of hysteroscopic adhesiolysis in patients with intrauterine adhesions (IUAs).

Setting: Minia Maternity University Hospital, Egypt.

Design: Prospective cohort study.

Patients: This study included 61 Patients presented with infertility (primary or secondary) or recurrent pregnancy losses caused by IUAs were included in the study.

Intervention(s): The adhesions were divided by semi-rigid scissors introduced under direct vision through hysteroscopy. One month later, second look hysteroscopy was performed.

Primary Outcome Parameter: were reproductive parameters (pregnancy rate, duration of pregnancies, life births rate, time lag between the intervention and diagnosis of pregnancy). 

Secondary Outcome Parameters: were the changes in pre and postoperative menstrual pattern, number and duration of intervention and type of intra- and postoperative complications in order to gain information on the safety of the procedure.

Result(s): Pregnancy rate changed from 18% to 65.5%, while live birth rate improved from 14.7% to 36%. The mean time until the first conception was 10.2 months (range: 2–60 months) after the operation. Nine women got pregnant twice during the study period. There was significant negative correlation between the degree of IUAs and the improvement in reproductive performance. Hysteroscopic adhesiolysis significantly improved menstrual pattern in 60.7% of patients complaining of hypomenorrhea or amenorrhea. (P= 0.0017). The average operative time was 29 ± 10.2 (10 – 52) minutes and the hospital stay was 12.5 ± 2.1 (9 – 24) (hr). Uterine perforation occurred on 3 (4.9%), and cervical laceration occurred in one case (1.6%).

Conclusion(s): The reproductive outcome of hysteroscopic adhesiolysis is an effective and safe method for IUAs and significantly affected by degree of intrauterine adhesions rather than the main complaint before the procedure.

Key Words: Hysteroscopic adhesiolysis, intrauterine adhesions, reproductive outcome.
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The role of the NLRP7 mutations in the pathophysiology of Recurrent complete hydatiform mole

Mona Nwar (Egypt)
Background. Recently, NLRP7 has been found to be responsible for recurrent hydatidiform moles (RHM) after the identification of various mutations in this gene in many cases.  However, genetic heterogeneity has been demonstrated; mutations of C6orf221 were reported in several families.  Here we report a new Egyptian family in which two sisters had eleven and four molar pregnancies, respectively, without an intervening normal pregnancy.  The objective was to present the results of the mutation analysis of NLRP7 and c6orf221 genes in Egyptian women. 

Methods. Three women from two unrelated Egyptian families; two sisters and a previously described sporadic case, all presenting with RHMs were enrolled. The cases were subjected to detailed history taking, karyotyping and screening for the NLRP7 and c6orf221 gene mutations. 

Results. Two NLRP7 mutations had been detected, one in each family.  In the first family, sequencing identified a 2 bp deletion in the seventh coding exon of NLRP7, while a G-to-A substitution in the third coding exon of NLRP7 was detected in the second family. Both of them result in a truncated protein.  The two mutations have not been previously described in the database.  No mutations in c6orf221 were found in any of the samples.

Conclusions.  Here, we describe two new protein-truncating mutations in NLRP7 in Egyptian females with RHM, contradicting the previous claim of a founder effect in Egypt.  Our results provide further evidence for the previously established role of the NLRP7 mutations in the pathophysiology of RHM, and also exclude c6orf221gene mutations as a causative factor. 

Keywords: Molar pregnancy; recurrent complete hydatidiform mole, NLRP7 gene, c6orf221 gene
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The impact of cigarette smoking on semen quality in infertile couples
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Introduction: Approximately, one third of world ̉s population older than 15 years of age smokes. Cigarette smoke contains toxic chemical, mutagenic and carcinogenic compounds. Some of these substances were found in seminal plasma .Over the past two decades, there has been an increasing body of evidence that cigarette smoking may impair human semen quality .The results of  these studies are conflicting , particularly with regard to the sperm concentration and morphology. 

Materials &Methods: This prospective cross-sectional study was conducted from 2009 to 2013 in ART unit of the Tehran Women Hospital, Iran. The volunteers were 1275 idiopathic infertile men, attending the andrology laboratory in context of infertility investigation.  The current smoker was defined as ≥ one cigarette / day in the last six months.

Each subject was answered to a questionnaire about his smoking habits, lifestyle.  Appropriate semen and smoking data were available for 1263 men, including 315 (%24.9%) smokers and 948 (%75.05%) nonsmokers.  Standard semen analysis was performed according to WHO criteria.  Chi-square and Student t-tests were used for statistical analysis.
Result: Statistical analysis demonstrated significantly lower semen quality in smokers compared with nonsmokers. Cigarette smoking was associated with a significant decrease in the mean sperm concentration (− 10.4%) (Ρ< 0.0001), total number of motile sperm (−12.7%) (Ρ< 0.0001). The percentage of normal forms was significantly reduced in smokers (−6.17%) (Ρ< 0.0001). The semen volume was not different between two groups. 

Conclusions : Although the exact impact of smoking on male fertility remains controversial,   in present study, we observed the negative effects of current cigarette smoking on sperm parameters quality in idiopathic infertile men. Therefore, it would be sensible to advise men to complete smoking cessation before any parental project.

Keywords: Infertility, semen analysis, cigarette smoking, Asthenospermia
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Effect of leptine on estradiol secretion by human granulosa cells in culture Ajina, M.; Chaouch, N.;  Zidi, I.; Kacem, O.; Meddeb, S.; Saad, A.; Tabka, Z.; Zaouali, M.
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Introduction: The objective of our study is to investigate the effect of leptin on estradiol (E2) production by Granulosa cells (GC) in culture.

Material Methods: GC was obtained from twenty three women undergoing IVF treatment. Part of cumulus surronding cumulus-oocyte complex was aspirated with a Pasteur pipette and then centrifuged at 400g for 10 min. Patients were allocated into two groups according to the body mass index. GC was cultured in serum free conditions for 48 hours in the absence or presence of different concentration of leptin (1, 10 and 100 ng/mL). At 48 hours of the culture, estradiol concentration was measured in culture supernatant by radio immunoassay.

Results: At the dose of 1 and 10 ng/ml, leptin stimulated, whereas at the dose of 100 ng/ml significantly suppressed E2 production with respectively (16775, 15265 and 5315 pg/ml) compared to the control ( 16445 pg/ml). E2 production by CG in Obese women is significantly lower, without and with addition of leptin, compared with normal weight women.

Conclusions: These results demonstrate that high leptin concentrations (100 ng/ml) in ovary suppress E2 secretion and may interfere with the follicles development and oocyte maturation. 

Keywords: leptine; estradiol; granulosa cells, culture
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The Efficiency Assesment Of The Written Patient Information In Infertility 
Treatment
Kamali M.¹; Hasdemir PS.¹; Calik E¹.; Ozcakir HT.¹
¹Celal Bayar University School of Medicine, Obstetrics & Gynecology Department, 

Infertility Research & Treatment Center, Manisa, Turkey 

Introduction: The comparison of the written and werbal patient information methods on infertility treatment protocol.

Material and Methods: This was a prospective observational study. Total of 90 patients who started the infertility treatment programme (intrauterine insemination or invitro fertilization-embriyo transfere) in Infertility Research and Treatment Center of Celal Bayar University included the study. Half of the subjects were informed werbal way about the doses of the medications and the days of hospital control and they enounced to take notes if they want to. Other 45 subjects were informed by given a medication and administration form. Criterions for efficiency consideration were true timing, dosage and usage way of the medications and obeying the hospital control days. The data analysed by SPSS-21 statistical programme.

Results: The mean age of the cases was 30,27±4,68 (21-42). Both case and control group subjects were literate. 67 cases taken into IVF and 23 cases taken into IUI protocol. Seven cases (15%) made mistake in the date of hospital control, 1 case (2,2%) made mistake in USG date and 3 cases (6,6%) made mistake in injection date (GnRH, antagonist) in werbally informed group. No mistake in criterions for efficiency consideration determined in written informed group.

Conclusion: Both werbal and written informations are acceptable methods in the information of the infertility patients. Effective information is important because of the high concern level about the treatment process in these patients. We refined a written information form which include the treatment steps in our Infertility Research and Treatment Center. The advantages of this form are shortenning at patient information time and increasing the treatment sucess rate by minimizing the mistakes in administration.

Key words: Infertility treatment, Written patient information, werbal patient information.
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Diagnostic accuracy of Anti-Mullerian hormone (AMH) in detecting early ovarian failure in women with menstrual disorders in jahrom city
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Introduction: AMH could indicate  ovarian number of antral follicles and ovarian age. Low levels of  AMH in the blood is indicative of low ovarian reserve, that could be a sign of early menopause.POF disease is determined with decreased estrogen and increased FSH before the age of 40 years and it can be detected by measurement of the FSH or AMH. Measurement of AMH many years before the increase of FSH may be realized Impending POF. In this study, the sensitivity and specificity of AMH and FSH were compared for the diagnosis of early POF.

Method: 96 samples referred to Dr. Rasekh clinic were selected for AMH and FSH testing that they were not exclusion criteria . After obtaining serum levels hormones  in patients referred, this information along demographic information including age was entered  in SPSS program then statistic analysis was performed for evaluation of diagnostic accuracy of  AMH and FSH tests.

Results: The sensitivity and specificity of AMH is specified respectively  80%, ,78.89% in diagnostic POF in women suffering menstrual disorders(AUB) in this study that the response rates for FSH is obtained  respectively 28.57%, 78.65% .The positive and negative predictive value of AMH test is specified in diagnosis of POF in women suffering menstrual dysfunction, respectively ,17.39,  98.61 percent that the rates for FSH is obtained  respectively 17.39  ,  87.5 percent.

Conclusions: Anti-Mullerian hormone (AMH) due to higher sensitivity and negative predictive value greater than follicle stimulating hormone(FSH),It can be said that the use of this hormone for the diagnosis and prediction of reduced ovarian reserve early menopause appear to be useful.

As AMH levels is constant during the cycle, but FSH levels varies on cycle length, so it can be measured at the same time of patient visit.

If using the both tests can be confirmed each other and result of prediction value is in more accurate. The important point , in order to preserve fertility in single patients who have not decided to get married yet, Ovarian or oocyte freezing is suggested by laparoscopy. Married patients are also recommended to become pregnancy. Also we can be regulated the menstrual cycle by hormone therapy, and to prevent the symptoms of menopause which includes the effects of osteoporosis, hot flashes and other physical and emotional symptoms. Significant point, it is recommended the exact hormonal analysis in other family members to predict early menopause. In these cases, chromosomal karyotype is essential that it is identified the latent genetic diseases. We were successful in the treatment of these patients.

Keywords: AMH, FSH, POF, AUB, Jahrom city
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Fetal nuchal translucency (NT) in ultrasononography and neonatal outcome 
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Introduction:  Nuchal translucency (NT) thickness is one of the major screening markers during the first trimester that could be influenced by several factors.A number of maternal serum markers have proven useful in screening for down syndrome and other chromosomal abnormality . Quad screening performs better than triple screening with both lower false positive rates and higher detection rates. They can be performed between 15 and 21 weeks. The quad test is a better method of screening for Down's syndrome than use of maternal age alone and is more effective than other screening tests. Measurements of nuchal translucency(NT) contribute to improve screening performance. Amniocentesis is the most extensively used fetal sampling technique for detecting chromosome abnormality. The goal of first -trimester prenatal screening is to provide risk information early in pregnancy, thereby allowing for additional diagnostic testing and optimal pregnancy management or early termination.  The aim of this research is detection of association between NT ,Quad marker screening test , amniocentesis and neonatal outcome. 

Methods: This clinical study was performed on 106 pregnant women that referred to Dr.Rasekh’s clinic during 12 months. Fetal nuchal translucency measurements were performed on consecutive mothers attending the prenatal diagnosis in  11-14 gestational weeks by ultrasonography . Then Quad screening tests were performed at 15-18 weeks of gestational period. 

Results: mean of nuchal translucency: 1.7 (max: 2.1   min: 1.4). The frequency of the negative screening test for Down syndrome was 88.7% (94) and positive test was 11.3 %( 12).In group with positive screening test, 25%(24 from 94 patients) of them accomplished amniocentesis. All of them were reported normal and without cytogenetic abnormalities and in follow up, all of their neonates were normal. 8.3%(from12pts (11.3%) of women with positive screening test, their fetus were dead. 

Those who were not  willing to amniocentesis were followed up by ultrasononography and at last with mean of apgar scores  9 ,completely normal neonate were born.

In evaluation of relationship between positive quad screening test and birth of neonate with Down syndrome, there was not virtual association (p.value: 0.06), but with attention to different age group, the lowest percent of the positive screening test was found in 19-25 years group(3%) and highest percent of them in 35-40 years group(71.4%). Though in our study, the most population of pregnant women were 25-35 years. The relation between high maternal age and positive quad screening test is considerable (p.value: 0.005). 

Conclusion: In our study, significant association between positive quad screening test and birth of neonates with Down syndrome and  was not seen.But there is relationship  between NT and amniocentesis and neonatal outcome. when NT is normal range , amniocentesis is negative. Therefore, NT is  important factor in evaluating of the fetus. Factors which contribute  in the false positive Quad screening test should be considered in laboratory and to minimize  that the pregnant women are not  undergone invasive and expensive procedures.  In our study, positive quad test was seen in pregnant women > 35 years significantly . So by encourage the women to pregnancy at appropriate age and perform required tests, the birth of Down syndrome and other chromosomal abnormality will be decreased more and more. Further studies are recommended in this field.
Keywords: NT, ultrasononography, Quad marker, amniocentesis, neonatal outcome
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Introduction: Infertility is a common problem affecting one couple in six people. It can be defined as the incapacity to achieve pregnancy after a reasonable period of sexual intercourse without contraception. The incidence of infertility is 10 to 15 percent during reproductive age.50% of infertility are due to female infertility. The cost of Infertility treatment is expensive. Anovulation disorders cause 30 to 40 percent of infertility cases. since 1996 different clinical trials has been done but best results and least complications is still a big concern and studies still continues. Many studies reported that antioxidants such as vitamin E, vitamin C help to scavenge the oxygen radicals throughout the female reproductive tract that might improve the results of infertility treatment. The aim of this research is adjusted a regimen that is a combination of antioxidant and Ovulation induction drugs and evaluation of pregnancy outcome.

Method: this is a semi experimental clinical study which was done on 202 infertile women that referred to Dr.Rasekh clinic in Jahrom city during two years .Results are reported as number and percentage and the Chi-square test .All these patients were treated with regimen include letrozole+ tamoxifen +estrogen + vitamin E .Most of the women in this study was in range of 20-30 years old (63.4%).  24.8% of patients were case of PCO syndrome. Frequency of pregnancy was reported based on endometrial quality, endometrial thickness and follicular size. Data was analyzed by SPSS.

Results: At the end of the study 25.7% of patients treated with this regimen were pregnant. 44.6% of follicular sizes were more than 18 mm. 68.7% of patients had high quality of endometrium (triple layer & lucid). 71.6% of endometrial thickness were more than 8 mm. 

Conclusions: Based on the results of this study, this regimen can improve the endometrial quality and thickness which are required for successful implantation of fetus in uterus. Also this regimen had acceptable effects on follicular size which is one of the basic steps in success of ovulation induction. Pregnancy was occurred in 1 woman between 4 infertile women. For evaluations of the results, this study must be done on numerous of infertile patients to achieve meaningful results. Another important factor; availability of drugs, low cost. 

Keywords: Infertility, antioxidants, letrozole, Tamoxifen, estrogen
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Introduction:  The purpose of this study, the appraisement of family intervention effect in the private lives of infertile couples. 

 Method: 300 women were selected from Dr.Rasekh infertility clinic by census method in the autumn of 2013. It was used from questionnaires to collect data. Data was analyzed with SPSS statistical software. 

Results: The average age of women were 28.17 ± 5 years and duration of infertility was 57.72 months.   The most important reason for refer to infertility clinic; 71.5% women’s desire to have a child, 14.6% their partners desire, 8.5%with the agreement of each other, 5.4% due to the insistence of family and relatives. Intervention of the husband's family in Married life and create resentment and emotional problem; 10.6% too much, 10.6% much, 12.8% moderate, 26.2%low, 39.7%very low.  Up questions were also asked about intervention of women’s family; 2.9% too much, 6.2% much, 12.2%moderate, 28.8% low, 49.6% very low. Intervention by neighbors and acquaintances; 6.4% too much, 8.5% much, 11.3%moderate, 29.1% low, 43.3%very low. They are Fortunate couples without children, If someone did not intervene in the lives of infertile couples; 69.3% agreement completely, 22.9% agreement, 5% Apathetic, 1.4% opposite, 1.4% opposite completely. 

Conclusion: the patients should be consulted by psychologist frequently that will be a fundamental role in reducing stress and even accelerate the outcome treatment. Finally, the couple must be said “Life is just not parenting but also has a sacred purpose”. Couple tranquility together as Quran in chapter 30, sura Romans, verses 21; "and one of his signs is that he created mates for you from yourself that you may find rest in them, and He put between you love and compassion, surly in that are signs for a people who consider".
Key words:  stress, anxiety, infertility, Intervention
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Introduction: Polycystic ovary syndrome is one of the most common endocrine disorders. Obesity is seen but not universal. Typically, these features are associated with hypersecretion of luteinizing hormone and androgens but with normal or low serum concentrations of follicle-stimulating hormone. The aim of this study is Comparison of the characteristics of PCOS patients with other researches.
Methods: This is a clinical trial study. The statistical population is 180 patients with PCOS in clinical appearance that referred to Rasekh clinic from 2011 to 2013.
 Their history concentrate on menstrual cycle, hirsute, infertility, and their hormonal lab data such as FSH, LH. Data was entered in SPSS 21 program.

Results: From the 180 cases, 44 person (23.6 %) were single , 136 person( 76.4 %) married. The age range were 17-40(mean 25). Regular menstrual cycle is in 24(14.3%) cases while 156 (85.7 %) experienced irregular menstruation. Oligomenorrhea is in 82(61.2%) cases,118 (72%)hirsute and 80 (44%) LH/FSH>2. Among married cases, 7.5 % were fertile, 67.5% primary infertility and 25% secondary infertility. BMI>24.9 is in 80(44%) cases, 120(66%) BMI 15-20. All of them were PCOS pattern in their ultrasound examination.

Conclusions:  Although obesity was known as a prevalent factor in PCOS by the previous investigations. This study indicates that less than half of the cases were obese. Accordingly in our region there are another factors affect in PCOS such as genetic, nutrition and geographic area. using usual treatment for this cases accompanied by complication  such as OHSS. Therefore the treatment of this patients should be administered cautiously for safety doses and duration because  of  irreparable  effects.  
Keywords: Comparison, characteristics, PCOS, OHSS, BMI
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Davidov Procedure of the Female Genital Tract

Oktem, M.;, Ozalp Oktem, E.; Degirmenci, Y.; Erdem, M.; Erdem, A.; and Onan, A. Obstetrics and Gynecology. Gazi University School of Medicine. Ankara. Turkey.

Introduction: The objective of this study was to present an alternative tecnique for creating a neovagina, using laparoscopic approach to davidov operation for the reconstructive surgery of the female genital tract. 

Material and Methods: 16 patients with primer amenorrhea and discomfort with sexual intercourse who diagnosed müllerian agenesis were included for the study. Laparoscopic Davidov procedure was performed for the patients to create a neovagina. 

Results: Pelvic examination performed 6 days after surgery, revealed a neovagina about 10 cm length. Patients were also examinated 6,12 months and 5 year after the surgical procedure, the mean length of the vagina was 8 cm and the mean width was 2,5 cm. Patients were regularly and satisfactorily sexually active.  

Conclusion: The use of laparoscopically mobilized peritoneum in the creation of a neovagina provided the patients with a functional vagina, allowing satisfactory intercourse. 

Keywords: Davidov , Neovagina , Müllerian agenesis 
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Assessment of informing infertile patient’s outcome 

Ezabadi Z1, 2. Samani R2. Sazvar S2. Mollaahmadi F1, 2

1 Department of Epidemiology and Reproductive Health, Reproductive Biomedicine Center, Royan Institute for Reproductive Biomedicine, ACECR, Tehran, Iran

2 Department of Endocrinology and Female Infertility, Reproductive Biomedicine Center, Royan Institute for Reproductive Biomedicine, ACECR, Tehran, Iran

Background: To ensure appropriate acknowledgment consistent with patient’s diagnosis and treatment is essential for safety and quality of service. Although it is overwhelming process but it obviously has an obligation to promote due to the valuable outcomes to empower patients to make decisions after obtaining the necessary information. 
Method: This study was a descriptive study based on information was collected with questionnaires. Study population was infertile patients who were referred for treatment for the first time. Questionnaire designed by faculty members of Obstetrics and epidemiological groups and its validity and reliability have been tested. Data were analyzed using SPSS software with the use of appropriate statistical indicators.

Result: In terms of cause of infertility, 67 (33.5%) studied patients were male factor, 31 (15.5%) female factor, 54 (27%) male and female factor and 36 patients (18%) unexplained. Average Patients comments in terms of satisfaction with the quality and quantity informing, respectively in women and men were as follows: about Cause of infertility in 3.5 and 4.2, about the proposed treatment 3.5 and 4.2 and about Diagnostic methods 3.5 and 1.8; if the lowest satisfaction Scoring 1 and the most satisfaction scoring 5. Meanwhile, the greatest effect was from physician and the least effect from reception.

Conclusion: Clinical knowledge is basis of patient's interaction with treatment and all patients have the right to receive proper training about maintaining and improving health and prevent disease.

Keywords: Informing, Infertility, Patient
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A successful healty childbirth in hypogonadotropic woman having unusual big structure in the oocyte cytoplasm after ICSI   

Duvan Iltemir Candan, Pekel Aslihan, Ercan Ümmü Gülsüm

Turgut Ozal University Faculty  of Medicine, Department of Obstetrics and Gynecology, IVF Clinic, Ankara, Turkey
Introduction: Oocyte morphology is an important factor in female fertility, reflecting the intrinsic developmental potential of an oocyte and has an important role in fertilization and subsequent development. Refractile bodies are one of the main morphological abnormalities in the cytoplasm of oocytes that can include lipid bodies, small autopagic vacuoles and lipofusion bodies. It is said  that the larger such a inSclusion is the lower chance of fertilization and blastocyst development rate
Case: This case study included a 28 years old hypogonadotropic woman who delivered a singleton healty boy  with a history of 2 previous unsuccessful IVF attempt at different IVF clinics whose oocytes had  abnormal big cytoplasmic structure (approximately 17-18 μm). Her hormone profile on the 3. day of  menstration cyle;  FSH: 0.6 mIU/ml, E2:22.7 pg/ml, LH: <0.07, PRL:9.4 ng/ml, P2: 0.3 ng/ml, AMH: 0.3 ng/ml. Antogonist protocol was applied. Stimulation was performed with human menopausal gonadotropin 300 IU/day. HCG was administered when mean follicle size reached 17 mm. Total 6 oocytes were retrieved. 5 MII oocyte were obtained, 2 were fertilized after ICSI and 2 top quality embriyo were transfered at day 2. All oocytes had abnormal cytoplasmic structure. It looks like a accumulation of refractile bodies, although it is not typical because it was too big. Nevertheless, the material could be the same which is lipofuscin. They didn’t disappear after fertiization, as well as seen after cleavage in one blastomere. According to cases published trace inclusions can continue up to blastosist stage. However, usually larger inclusions ends up in a cell which either stops development or goes to trophectoderm. But since this inclusion is too big for a trophectoderm cell, affected cell may excluded from the embryo. 

Conclusion: Our case report suggest that different cytoplasmic inclusions in the oocytes may not have negative effect on the pregnancy.  Predictive value of oocyte cytoplasmic morhology has contradicting results in the literature.  While there had been several reports of successful delivery from dismorphic oocytes there have been no report as we present a pregnancy and live birth from a young woman having oocytes with a such big inclusion. 

Key word: refractile body, lipofusion, oocyte cytoplasmic morphology, ICSI
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Sonographic Assessment of Endometriosis Prior to Assisted Reproduction Technologies

Firoozeh Ahmadi*1, Maryam Javam2, Zohreh Rashidi3
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2 Bachelor of Midwifery, Department of Reproductive Imaging at Reproductive Biomedicine Research Center, Royan Institute for Reproductive Biomedicine, ACECR, Tehran, Iran. Email:maryam_javam@yahoo.com
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Introduction: The aim of this article was to describe the sonographic assessment of endometriosis.
Method: A narrative review was performed within articles published at “PubMed”, “Elsevier”, “SID” and original text books to reach the purpose.

Results: Many infertile women presenting at infertility treatment centers suffer from “endometriosis”. The significant correlation between endometriosis and infertility has been shown in several studies and the American Society for Reproductive Medicine suggest that %25-50 of infertile women have endometriosis and %30-50 of women with endometriosis, are infertile! Although patients may be asymptomatic in early stages, endometriosis manifests as pelvic pain, presence of an adnexal mass and infertility, but clinical presentations and treatment procedures vary depending on the stage of the disease. Therefore, correct diagnosis and grading the condition helps us for effective administration of the patients and to make better treatment choices. Sonography is a proper helpful modality for diagnosis and grading the disease prior to treatment cycles of assisted reproduction technologies and making better treatment choices. So, every professional working at infertility treatment centers should be aware of application of this diagnostic tool and how to manage patients based on sonographic findings. In this article, we explained the guideline for sonographic evaluation of suspected endometriosis.
Conclusion: Endometriosis is a widespread phenomenon among infertile patients. Therefore, every professional need to learn about the application of sonography in the assessment of the endometriosis and management of patients based on findings.
Key words: endometriosis, infertility, sonography, assisted reproduction technologies
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Effects of red palm oil and rooibos on sperm motility parameters of streptozotocin induced diabetic rats

Ayeleso, AO; Ooguntibeju, OO, Aboua YG and Brooks, NL

Cape Peninsula University of Technology

brooksn@cput.ac.za
Objectives: Diabetes mellitus which is characterised by hyperglycaemia could affect sperm quality as a result of increased oxidative stress. The present study aimed to investigate the effects of red palm oil, rooibos extracts as well as their synergistic effects on sperm motility of streptozotocin-induced diabetic rats. Methodology: Diabetes was induced by the single administration of streptozotocin (50 mg/kg) and the rats were treated with rooibos extract (2%) and/or red palm oil (2ml/ day) for 7 weeks. Results: Progressive sperm motility decreased significantly (p<0.05) for the diabetic, diabetic plus red palm oil and diabetic plus red palm oil and rooibos groups when compared to the control group.  A significant decrease (p<0.05) in VCL was seen for the diabetic plus red palm oil, diabetic plus rooibos and the diabetic plus rooibos and red palm oil groups when compared to the control group. Significant decreases (p<0.05) in VSL and VAP was seen in all the treatment groups when compared to the control group. A significant decrease (p<0.05) in LIN was seen in the diabetic group only while LIN was significantly increased in the diabetic rats supplemented with red palm oil and rooibos when compared to the diabetic control. WOB was also significantly increased (p<0.05) in the diabetic rats treated with rooibos only when compared to the diabetic control group.  Conclusion: Hyperglycaemia negatively affected the sperm quality. Supplementation with RPO and rooibos may therefore be helpful in improving sperm motility.

Key words: Red palm oil, Rooibos, Sperm, Rats, Streptozotocin
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The Evaluation of Recombinant LH Supplementation in Patients with Suboptimal Response to Recombinant FSH Undergoing IVF Treatment with GnRH Agonist Down-Regulation
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We aimed to evaluate the clinical efficacy of r-LH supplementation to r-FSH in patients with suboptimal response to ovarian stimulation undergoing assisted reproduction with GnRH-a downregulation and stimulation with r-FSH. 137 patients included in the study. 52 patients were normal ovarian response to stimulation and composed the control group (Group 1). 85 patients have suboptimal response to stimulation and were divided into two groups. For Group 2 (n = 50), 75IU / L r-LH was added to the treatment, for Group 3 (n = 35) r-FSH dose was increased by 75IU / L. IVF results were compared between the groups. Implantation rates were 34.8% in control group, and 36.1% and 15% in LH supplementation group and increased-dose r- FSH group respectively. Implantation rates were statistically significant higher in Groups 1 and 2 compare to Group 3 (P<0.02). Pregnancy rate was noticed in 64.7% of Group 1, 57.8% of Group 2 and at 32.4% of Group 3. Pregnancy rate was significantly higher in Group 2 than Group 3 (p <0.05). r-LH supplementation is an option for improving IVF outcome in patients with suboptimal ovarian response to ovulation induction with r-FSH during GnRH agonist down-regulation. Particularly, r-LH is recommended as it may have a beneficial action on implantation in selected group.

Keywords: GnRH Agonist Long Protocol, Suboptimal Ovarian Response, r-LH.
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Galectin-3 blood levels in endometriosis patients are increased. Its direct correlation with the number of Treg cells infiltrating endometriotic lesions

F Scarpellini1, M Sbracia1
1CERM-Hungaria, Rome, Italy.

Problem: It has been reported that Galectin-3, a 31KD carbohydrate-binding protein, is expressed ectopic endometrium. We investigated whether this protein may be used as a biomarker for endometriosis diagnosis, and its potential impact on the immune cells, in particular Treg cells, infiltrating endometriosis lesions. 

Methods of Study: A total of 35 women with suspect of endometriosis were enrolled for the study, from January 20013 through December 2013. Blood samples were collected from each woman to assess serum levels of galectin-3 by ELISA test (VIDAS, BioMérieux), as controls sera of 20 women without endometriosis were used. All 35 women underwent operative laparoscopy in order to diagnose and eventually remove endometriosis lesions. Endometriosis lesions collected during laparoscopy were fixed in formalin and paraffin embedded to perform immunohistochemistry for Galectin-3 and FoxP-3 using commercial available monoclonal antibodies. 

Results: Galactin-3 serum levels were statistically significant higher in endometriotic women with respect to controls (18.2±6.6 vs. 6.7±1.3 ng/ml; p<0.001). When a cut off of 13.5ng/ml was used (according to ROC analysis) we were able to diagnose with Galectin-3 test 91.3% (21/23) of women showing endometriosis at laparoscopy, whereas 91.7% (11/12) of women tested negative did not have endometriosis (P<0.001).

Conclusions: Galectin-3 may be used as a marker for the diagnosis of endometriosis, as well as of its activity. Furthermore, this protein, secreted by ectopic epithelial cells, seems promote Treg cell infiltration of endometriotic lesions. 
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Comparison of two methods; "medical therapy and traditional medicine" for treatment of infertile women with polycystic ovary syndrome (PCOS)

Ershadpour, R.(1) ; Sahraeian, M.(2) ; Rasekh jahromi, A.(3) ; Sobhaniyan, S.(4)
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4 Department of Nursing, Faculty of Nursing and Para medicine, Jahrom University of Medical Sciences, Jahrom, Iran
Introduction: Polycystic ovary syndrome is one of the most common endocrine disorders in women and one of the most common cause of infertility due to anovulation. Beside the Pharmaceutical treatment, today traditional medicine could be used to induce ovulation and treat infertility. According to several studies, cupping and herbal therapy are two useful methods in traditional medicine. Cupping therapy expands blood vessels, increases blood flow and ultimately eliminates vascular obstruction and increases blood supply to the organ that is under the cupping area. On the other hand, some positive effects of medicinal herbs such as vitex and nettle had been discovered on PCOS and infertility. The Purpose of this study is comparison of traditional medicine with medical therapy in the treatment of infertile PCOS patients. 
Material & methods: This is an analytical – descriptive – cross sectional research. Data was extracted from the patients' files; refer to gynecologist and traditional medicine specialist clinics, from June 2012 to March 2013. 64 PCOS infertile women in age range of 18 to 40 years were selected through census methods. 32 of the patients were treated by prescribing drugs such as didrogesterone, metformin, letrozole, clomiphene and the rest of 32 patients by taking the herbal drugs; vitex, nettles and over 20 sessions of cupping therapy. The standard of PCOS improvement was ovarian follicular growth more than 10 millimeter. Data such as the results of the ultrasonic and ovary tests, duration of the treatments, fertility creation and demographic information were entered in standard statistic software.
Results: The mean duration of the treatment in medical therapy was

 127.34 ± 70.38 days and 81 ± 47.09 days in traditional medicine. Indeed patients recovered faster by using traditional medicine. On the other hand improvement of PCOS in both methods had no significant difference

(P ≤ 0/108), but fertility creation after the course of treatment, in both groups, showed statistically significant difference (P ≤ 0.003), which means by traditional medicine, ovarian follicles were capable of fertilization more effectively.
Conclusions: Improvement of PCOS had no significant difference in growth of ovarian follicles in both methods; medical therapy and traditional medicine, that means increase in follicle size had been seen in both groups, but this improvement allocated less time and the probability of fertilization significantly increased in traditional medicine method, compared to medical therapy. Traditional medicine could be an appropriate method for the treatment of infertile PCOS patients. For appropriate decision about the use of traditional medicine alongside classical treatments, further studies are necessary in future.

Keywords: PCOS, infertility, medical therapy, traditional medicine
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Oxidative stress level and WHO parameters in human semen                       
Nabil Saymé, Dr. med.1, Silke Janshen1, Dieter H.A. Maas, Prof. Dr. med.1 and Thomas Krebs1. 1Team Kinderwunsch Hannover, Brühlstr. 19 Hannover, Niedersachsen, Germany, 30169.
1. Novotny J, Aziz N, Rybar R, et al. Relationship between reactive oxygen species production in human semen and sperm DNA damage assessed by Sperm Chromatin Structure Assay. Biomed Pap Med Fac Univ Palacky Olomouc Czech Repub. 2013 Dec;157(4):383-6.


Introduction: Oxidative stress is one of the main factors for DNA damage and resulting in a low DNA integrity in spermatozoa which is an important parameter in the prognosis of infertility (1). Classical sperm parameters like concentration or motility are poor predictors of functional competence of sperm. We studied the oxidative stress level as an additional Parameter for semen analysis in an office based andrology unit.
Design: Cross-sectional, prospective study of 30 consecutive semen samples of patients undergoing semen analysis in our IVF clinic before starting treatment.
Materials and Methods: Semen samples were analysed after a liquification period of 20 – 30 min. The mean age was 37.1±1.1 years. Sperm evaluation of concentration, motility, vitality and morphology was done according to the WHO Laboratory Manual (2). Hyperoxide anions were measured by the oxiSperm kit (Halotech DNA, SL, Madrid, Spain) in native semen directly after liquification. Statistical analyses was performed by using SPSS 10.0 program.
Results: No statistical difference between the groups of low and high oxidative stress level according to standard semen parameters could be observed: age (p=0.34), concentration (p=0.484), motility (p=0.648), vitality (p=0.577) and morphology (p=0.363). Thus presenting an independent additional parameter for fertility evaluation with relation to sperm function. 
Conclusions: The measurement of oxidative stress by the oxiSperm kit is quick and easy test for samples with normal or close to normal sperm parameters but low or deminished fertility. The main limitation is based on the semi quantitative nature of the oxiSperm test system. It could contribute in the decission making for extended sperm DNA integrity testing or sperm function analysis in an office based andrology unit.
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Acceptance of Oocyte Cryopreservation by Omani Females

Al Khaduri, M.; Al-Busaidi R.; Al Farsi, Y.

Introduction: Oocyte cryopreservation was primarily aimed for women with cancer who will become infertile after chemotherapy exposure. But as the technique evolved, it became available for both medical and non-medical indications. The aim of the study is to assess the awareness and acceptance of oocyte cryopreservation among females in Oman.
Material and Methods: A prospective cross sectional study conducted at Sultan Qaboos University from September 2013 to April 2014. A questionnaire was distributed to 437 female students between 17 to 33 years of age randomly from all the nine colleges in the university. The questions included demographic questions, questions assessing fertility and oocyte cryopreservation awareness and intentions towards oocyte cryopreservation and factors that will make a woman more likely to freeze oocytes.

Using SPSS, the Chi-square test was performed to test the statistical significance of the categorized data. Odds ratio were obtained to find the association between the responses and the demographical features of interest, confidence interval 95%.

Results: The sample was divided into the scientific colleges group and the humanistic colleges group, the level of awareness of fertility in general was quite adequate with no differences between the two groups when compared. Compared to humanistic group respondents, the scientific group respondents exhibited a 1.88 times more awareness about oocyte freezing (P=0.005). Only 7.2% of the participants said that they would consider oocyte freezing for non-medical reasons, whereas 45.4% reported considering it for medical reasons. Interestingly, the humanistic group was more open to the idea of offering oocyte freezing for social reasons. In contrast, the scientific group was more in favor of the idea of offering it for medical reasons.

Conclusion: This study shows a high level of awareness about women's fertility among Omani female students. In contrast, there was a low level of awareness about oocyte freezing. The acceptance of considering the procedure was very promising for medical reasons, but not for non-medical reasons. The main factor affecting the awareness and acceptance was the college category.
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Attitude of Women with Cancer on Oocyte Cryopreservation  

Al Khaduri, M.; Al Kalbani O.; Al Farsi, Y.  

Introduction: Oocyte cryopreservation is a new technique that can be used for different reasons. One of the important reasons of using it is before chemotherapy and radiotherapy that damage oocytes and decrease the chance of a natural conception. This study aims to assess and compare the awareness, knowledge, attitude and opinion on oocyte cryopreservation in gynecology and oncology female patients in Sultan Qaboos University Hospital (SQUH) in Oman. 
Material and Methods: This is a cross sectional study in a form of a survey that included Omani oncology and gynecology female patients in SQUH in the age group 20-50 years. The data was collected by interviewing the patients. Inclusion and exclusion criteria were considered to select the patients for the study. SPSS and excel were used to analyze the data .The P value and odd ratio were measured to know the different between the two groups.

Results: The results showed that there is a high level of awareness among the oncology patients by 1.69 time than the gynecology patients and that is a significant difference. Also, both the groups have high acceptance of using oocyte cryopreservation for medical reasons with more acceptance in the oncology patients. 
Conclusions: This study shows a significant different in the awareness and attitude about oocyte cryopreservation between oncology and gynecology patients. Moreover, the attitudes and opinion also differ between the two groups. The result show that the socio-demographic characteristic affect the awareness and attitude of the Omani females towards fertility and new methods that help infertile or cancer patients to preserve their ability to get pregnant.  
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Clinical Profile of Women with Polycystic Ovarian Syndrome in Oman

Al-Khaduri, M; Sabt, F; Al Afifi, I; Al Kiyumi, M; Al Farsi, Y.

Introduction: Data about Polycystic ovary syndrome (PCOS) in Arab countries is scarce despite increasing rates of obesity, diabetes, and infertility among women population. This study aimed to assess the risk factors and clinical profiles of PCOS in Oman, a developing Arab country.

Materials and Methods: Over a follow period from July 2006 to June 2012, a retrospective hospital-based case control study has been conducted among Omani women aged 16-45 years. The study included 85 women diagnosed with PCOS (as per Rotterdam 2003 criteria) and randomly selected 85 control women who were unknown to have PCOS, matched on age, ethnicity, and quality of healthcare received. Socio-demographic data, anthropometric measurements, hormonal assays, lipid and glucose profiles, hyperandrogenism, detailed fertility history, and ultrasound findings of polycystic ovaries were collected at baseline and over the period of follow up at antenatal care clinic for both study groups. 

Results: Compared to control group, PCOS group had higher risk of obesity (OR 3.1, 95%CI 2.8, 4.3), diabetes (OR 2.6, 95%CI 1.9, 4.7), hypertension (OR 1.8, 95%CI 1.02, 4.8) and hyperandrogenism (OR 3.6; 95% CI 2.1, 5.2). Moreover, positive family history of PCOS, diabetes, and hypertension were also positively associated with PCOS. 

Conclusion: The identified risk factors and clinical profiles lays out the ground to develop a screening and early detection program for PCOS in Oman. Further prospective studies are required to confirm the obtained results.
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Spiritual well-being and type of infertility, in infertile women, in Fars, Iran, in 2013
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Introduction:  There are primary and secondary infertility; Primary infertility when they have not had any pregnancy that including miscarriage and ectopic pregnancy. Secondary infertility that have experienced at least one pregnancy. Infertile women are exposed at risk of depression and severe stress. Spiritual health is one of the four types of health. Spiritual well-being plays an important role in people's lives and their physical and emotional health and can be effective in the treatment of diseases. Meaning of Spiritual well-being, for different people, depend on their attitude to the world and a different philosophy of life. So far, several researches were studied about psychological aspects of infertility but few of them are about spiritual well-being of infertile women. The aim of this study to assess of spiritual well-being of infertile women and its relation with type of infertility (primary or secondary infertility).

Methods: This is a descriptive study using a random sampling of 275 infertile women that referred to Maternal and Child Hospital in Shiraz, Iran. Data collection was performed in two parts; First part included demographic information such as age, education, place of residence, occupation, socioeconomic status, duration of infertility, type of infertility, sex of infertile person, history of previous treatment and history of special disease. The first section include, demographic information such as age, education, place of residence, occupation, socioeconomic status, duration of infertility, type of infertility, infertile sex,  previous history of infertility  treatment and the history of a particular disease. The second section includes questions to assess the spiritual health that using a standard questionnaire of 20 questions Palutzian – Ellison (1982) was collected, 10 questions of religious health and 10 questions that measure the existential health. Spiritual Abundance was analyzed in three level; optimum, moderately and poorly. Then the data were compared and analyzed by SPSS software using chi-square and Spearman coefficients.  

Results: The average age of infertile women was 30.74 ± 0.39. The mean rate of spiritual well-being was 88.37 ± 18.54, which the mean rate of religious well-being was 49.08 ± 8.9 and the mean rate of existential well-being was 39.16 ± 11.73. Average score for the spiritual health of infertile women 88.37 ± 18.54 (moderate) was obtained from the mean average of their religious and well-existential healthy 49.08 ± 8.9, 39.16 ± 11.73 respectively. The frequency of infertile people's spiritual health were at an optimum level (in the score range of 100-120), 62.7% of total population in primary infertility and 37.3% of them secondary infertility. However, there was no statistically significant association, between the level of spiritual health and type of infertility (primary and secondary), (p=0.373), r=0.057.

Conclusions: In the present study, Spiritual average well-being level was observed in infertile women that it was higher in infertile women with primary infertility. As a hypothesis, it can be argued that conceiving of individuals as an adverse event, leading to a decrease in the rate of spiritual health. The design of a new hypothesis is concerning the relationship between infertility and spiritual health that it will be investigated in future analytical studies namely   Investigate the relationship between spiritual health infertility in both fertile and infertile women. On the other hand, lower frequency of desirable level of spiritual well-being, in women with secondary infertility, strengthen this hypothesis. However, a significant association was not found. In general impression, infertility is an important issue that has relation with individuals' spiritual well-being. It seems that an analytical study is essential on the evaluation of infertility associated with reduced spiritual health.

Keywords: spiritual well-being, infertility, primary infertility, secondary infertility
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The prevalence of Lebanese uterine congenital anomalies in fertile and infertile population by 3D ultrasound 

Imad Aboujaoude 

Introduction: Uterine anomalies are implicated in recurrent miscarriage and their incidence vary from study to study. 3 D ultrasound is considered an optimal method for diagnosis of uterine anomalies. 

Objective; the aim of our study is to have the prevalence of the uterine anomalies in a Lebanese population in fertile and infertile and recurrent miscarriage population. 

Material and methods: 483 consecutives patient have a 3D coronal view of the uterus and where classified according to ESHRE/ESGE 2013 classification. The patient where divided in 3 groups; 282 fertile, 168 infertile.  

Results: the prevalence of uterine anomalies in the fertile population is 5.6% (16/282) and in the infertile population is 7.7% (13/168). 

Conclusion: The prevalence of the Lebanese uterine congenital anomalies by 3D ultrasound are comparable to studies using an optimal method. 
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Evaluation of anxiety levels at oocyte-retrieval day among infertile women undergoing first IVF-ICSI treatment cycle

Hajihasan F*1, Neisani Samani L2, Ashrafi3 M, Javam M4, Seyedfatemi5 N, Hoseyni6 AM.

Background: Anxiety is a widespread phenomenon among infertile women, particularly in those who undergo assisted reproduction technologies. The aim of this study was to evaluate anxiety levels at oocyte-retrieval day among infertile women undergoing first IVF-ICSI treatment cycle.

Materials and methods: This was a descriptive study carried out at Royan Institute in Tehran, Iran. With respect to inclusion and exclusion criteria, total number of 90 infertile women undergoing their first IVF-ICSI cycle, were recruited in this study. Samples were selected randomly based on available sampling. Data was collected by “demographic” and “Spielberger State Anxiety Inventory” questionnaires and was analyzed via SPSS18 software using descriptive tests.

Results: Women aged 29/95±4/7 years. Average duration of marriage and infertility were 6/5±3/54 and 5/45±3/6. Education degree was diploma in 44/4% of them and 85/6% of samples were housekeeper. Average anxiety at the oocyte-retrieval day was 42/18±9.52 which means moderate anxiety according to “Spielberger Scale”.

Conclusion: Our study demonstrated that women undergoing first IVF-ICSI cycle suffer from anxiety during IVF treatment, particularly prior to oocyte-retrieval and need to be helped to reduce it.
Key words: anxiety, infertile woman, IVF, oocyte-retrieval
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Individualization of COS: A Literature review 

Elnashar, A.

Introduction: Individualizing of Gnt starting dose is extremely important. The objective of this review was to answer why, what and how to individualize COS? 

Materials and methods: A literature search was conducted in Pubmed dated between 1985 -2014. Key words: individualized, COS, COH, IVF

Results: Total number of citations 67. Articles included for review of evidence 30. The main objective of individualization of treatment in IVF is to offer every single woman the best treatment tailored to her unique characteristics, thus maximizing success, eliminating iatrogenic risks, such as OHSS, and minimizing the risk of cycle cancellation. Individualization is difficult because the vast number of drugs and choices for COS and lack of a clear evidence based therapeutic approach for different subgroups of patients. Individualization of stimulation protocol is based on correct prediction of ovarian response (especially the extremes, namely poor and hyper response) by most sensitive markers of ovarian reserve (AFC and AMH). For expectant low or high responders antagonist protocol is recommended. Individualizing of Gnt starting dose is extremely important. Two models are available simple (based on AMH or AFC and age) and complex (based on more than 2 parameters e.g.: age, AFC, BMI, AMH or basal FSH).

Conclusions: A clear definition for modality of a correct application of the individualized therapy is still required to optimize efficacy and daily clinical management.
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A comparative study of serum selenium levels in polycystic ovary syndrome

Sohrabvand F*, Shariat M, Moosavizadeh SA

Introduction & objective: Due to presumed effects of oxidative stress in Polycystic ovary syndrome (PCOS), the beneficial effects of antioxidants such as selenium on the  PCOS is noticeable. This study was performed to assess selenium levels of PCOS versus non PCOS patients so that if selenium level would show deficiency, prescription of the selenium supplements in PCOS patients could be recommended for PCOS complications.

Method: This is a case-control study of 100 women attending Vali-e-Asr infertility clinic aged 20-40 years with the diagnostic criteria for PCOS (case group) and those  without PCOS (control group)who  were enrolled in a one year period from Oct 2011-Dec 2012. The study population was 50 patients in each group. Selenium levels were measured in both groups  and the data were analyzed using the  SPSS software version 20. 

Results: The mean selenium serum level in PCOS group was 72±11.8 µg/dl compared to the non PCOS group which was 74.9±14.98 µg/dL (p>0.05). Most patients of both groups had a level of  60-80 micrograms/dL which matched to the normal levels of selenium i.e. 46 to 143 µg/dL. Therefore none of the groups showed deficiency.

Conclusions: It seems that according to this study there is no evident relation between selenium levels and polycystic ovary syndrome. Therefore selenium supplementation cannot be expected to be useful in the prevention and treatment of patients with PCOS. Nevertheless performing similar studies with larger sample size and detection of food habits is recommended.

Keywords:  Oxidative stress, polycystic ovary syndrome, selenium, antioxidant 
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Introduction: The stress of the non-fulfilment of a wish for a child has been associated with emotional squeal such as anger, depression, anxiety, marital problems and feelings of worthlessness among the infertile women.This article aimed compare holistic stress in two fertile and infertile women. 

Materials & Methods: This is cross-sectional descriptive study on 590 infertile couples (349 fertile and    241 infertile women) who referred to Yazd infertility center   . Fertile women were familiar with patients in this age range. These participants were selected by purposive sampling method. Data were collected using  demographic characteristics’ questionnaire , Dass test( depression- anxiety- stress ) ,  kodron stress test( health stress- personality stress and life stress )  and perceived stress test ( positive and negative perceived stress) .The mean score of stress in two groups compared by descriptive and analytic statistics.  

Result: Mean score of depression, anxiety and stress in infertile women was higher than fertile women.   Correlation between depression and job in infertile women   and depression and anxiety in fertile women were significant.
Conclusion:  Results state that   infertile women suffered from many psychological distress through this stressful condition. So we recommend, it is need to educate   infertile women to develop    

Sufficient   coping strategies as well as the   psychological management technique while experiencing the stress of infertility.These approach may be effect to increasing rate of pregnancy and treatment outcome in them. 
Key words: Stress- infertility- fertile women- infertile women
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Introduction: Consideration has been given to the association between psychiatric illness and infertility. Researchers have also looked into the psychological impact of infertility per se and of the prolonged exposure to intrusive infertility treatments on mood and well-being. This study aimed to investigating holistic Stress in infertile women and relation to demographic variables.  

Materials & Methods:  This is descriptive study on 400 infertile couples   who referred to Yazd infertility center between 2013-2014. These participants were selected by purposive sampling method. Data were collected using  demographic characteristics’ questionnaire (researcher-made questionnaire), kodron stress test( health stress- personality stress and life stress )  and perceived stress test ( positive and negative perceived stress).Relation  between demographic variables and stress obtained  from ( correlation ,Chisqire  test and  Kruskal Wallis Test ).     

Results: Mean score of  perceived stress and all level of life, personality and health stress is higher than other causes , when the causes is related to common causes( women and men are causes of infertility ), but there are not any significant difference between them. There are significant difference in stress mean score from duration of infertility .(p<0.05).Positive perceived stress in common causes of infertility ( women and men are causes of infertility ) and negative perceived stress in unknown causes were higher than other one   .There was not any significant difference between educational  level, age and  stress (p>0.05) . 

Conclusion:   In light of all the data suggesting that multiple factors play an important role in the pathogenesis of infertility, and psychological distress in infertile. This is an important task to manage this devastating problem, which not only has cultural and social impact, but also has mental health impact on family.  
Key words: Stress- infertility- causes of infertility - duration of infertility- educational level
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Introduction: The recognition of the distressing character of infertility diagnosis and treatment has led to the development of many research in medical psychology and mental   health domain. This article aimed to investigating holistic stress from infertility by gender difference. 

Materials & Methods: This is cross-sectional descriptive study on 369 infertile couples (175 male and 194 women) who referred to Yazd infertility center. These participants were selected by purposive sampling method. Data were collected using  demographic characteristics’ questionnaire (researcher-made questionnaire), Dass test( depression- anxiety- stress ),  kodron stress test( health stress- personality stress and life stress )  and perceived stress test ( positive and negative perceived stress) .
Results: Mean score of depression, anxiety and stress in women was higher than men. Also negative perceived stress, personality stress and life stress in women was higher than men. But positive stress conceived and health stress in men was higher than women.

Conclusion:  results highlights infertility has a significant impact on the other member of the couple over time in men and women.  Mental health professionals can educate couples regarding the

Ineffectiveness   coping strategies as well as the stress management technique while experiencing the stress of infertility.
Key words: Stress- infertility- gender difference
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Introduction: Endometriosis is known as a progesterone resistance disease. Progesterone action is mediated by its two progesterone receptor (PGR) isoforms, namely PGR-A and PGR-B. These isoforms are functionally different. PGR-B has been known as an activator of progesterone target genes, whereas PGR-A has been shown to act as a repressor of PGR-B. Altered PGR-A/PGR-B ratio in endometriotic tissue may be an important mechanism to be resulted in Progesterone resistance and modify progesterone action via differential regulation of specific progesterone response genes that improve endometriosis disease.

Material & methods: Total RNA was isolated from twenty ectopic and eutopic tissue samples of women undergoing laparoscopy for endometriosis and 20 healthy fertile women at Royan Institute, Tehran, Iran. Real-time PCR was performed for mRNA expression level of PGR-A and PGR-B in ectopic and eutopic tissues. Then, Statistical analysis was calculated according to the 2-ΔΔCT equation for all samples.

Results: PGR-B was not detected in 11 out of 20 ectopic samples (55%) and 9 remain samples shown very low expression levels compared to control endometrial tissues. We were also able to demonstrate low expression levels of PGR-B isoforms in eutopic endometrium. This method permitted us to demonstrate the presence of PGR-A in all of samples. Although, PGR-A expression was significantly higher in the ectopic endometriotic tissues. 
Conclusions: The capacity of progesterone affect to gene expression is dependent on the PGR-A/PGR-B ratio. We report that low expression level of PGR-B and overexpression of PGR-A can alter this ratio in endometriotic ectopic tissues. Progesterone decrease proinflammatory gene expression when the PGR-A/PGR-B ratio favored PR-B and increase proinflammatory gene expression when the ratio favored PR-A. Then imbalance ratio may can modify progesterone action via differential regulation of specific progesterone response genes and improve endometriosis disease.
Keywords: Endometriosis, Progesterone, Progesterone Receptor- A and -B, proinflammatory, PGR-A/PGR-B ratio.
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Introduction: Endometriosis is a gynecological disorder of reproductive age women and defined with the presence of endometrial-like tissue outside the uterus. In the peritoneal cavity, the survival and implantation of endometrial cells seem to be mediated by an immune dysfunction. An increased number of T cells and activated macrophages characterize this deregulation. Macrophage migration inhibitory factor (MIF) is a key pro-inflammatory cytokine that is secreted by accumulated active macrophages. MIF involves in pathophysiological events of endometriosis, such as angiogenesis and cell proliferation. MIF stimulates the synthesis of PGE2, leads to over-expression of local estradiol synthesis in endometriosis. Two promoter polymorphisms of MIF [-794CATT5–8 /-173G/C] are identified that have been functionally influence susceptibility and severity to several immune and inflammatory diseases. We aimed to evaluate the association between m-RNA level and MIF polymorphisms with endometriosis.

Material and Methods: Seventy patients with endometriosis (aged 20-40 years) who had undergone laparoscopy in Royan Institute during 2012-13 and 70 volunteer fertile women recruited for this case-control study. Peripheral blood was collected from individuals to extract DNA and study the MIF polymorphisms. The amplification of MIF was accomplished using polymerase chain reaction (PCR). Restriction fragment length polymorphism (RFLP) was applied to determine -173G/C polymorphism. -794(CATT)5-8 were detected by sequencing. The expression study was consisted of 14 ectopic tissues of endometriosis patients. Q- PCR was performed for mRNA expression level of MIF. Results were analyzed by logistic regression test and one way ANOVA.

Results: Mean age of patients was 30±4.83 and maximum prevalence of endometriosis in this study was between 26-30 years (39.1%). Incidence rate of BMI<25 kg/m2 was observed more in patients (60%), although 8% of patients were with obesity (BMI≥30 kg/m2). 

Homozygote of CATT5 was just observed in controls and CATT5 allele was as a borderline significant association with controls (p=0.072, OR=0.59). -173CC genotype and C allele were observed rather more in patients, although it did not reach statistical significance (OR=2.12, OR=1.38, respectively). Allele and genotype of n=6 in -794 CATT were observed more frequent in endometriosis patients (p=0.196, p=0.974, respectively). As well, we analyzed the frequencies of estimated haplotypes of the -794(CATT)5–8 and -173G/C. With respect to haplotypic frequencies, CATT6/C haplotype associated with disease susceptibility (p=0.260, OR=1.59) and the CATT5/G haplotype related to controls (p=0.094, OR=0.61). We observed similar distributions of two haplotypes, CATT5/C (7%, p=1.000) and CATT7/G (7%, p=0.986) that only occurred once in controls and patients, therefore a strong linkage disequilibrium among low numbers of CATT repeats and G allele was detected.

Expression level of MIF in ectopic tissues with -794(CATT)6,7/-173GC was significantly more than the other haplotypes (p=0.00) and in                                      -794(CATT)6,6/-173GC group was significantly higher than -794(CATT)5,5/-173G (P=0.02) .

Conclusions: In conclusion we report for the first time that increase repeat of CATT and simultaneous presence of C allele in promoter of MIF were associated with endometriosis which can be resulted in recently reported over-expression of MIF in endometriosis, because C in -173 and increase numbers of CATT repeats in -794 were related with enhance MIF mRNA level. The current study has shown that the average age of 26-30 years and lower BMI were significantly associated with endometriosis. 

Therefore, it seems the polymorphisms of MIF promoter might be considered as an important factor in pathophysiology of endometriosis.

Keywords:  Endometriosis, Haplotype, Macrophage migration inhibitory factor, Polymorphism
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Objectives: This study aims to investigating couple burnout, sexual assertiveness, and sexual dysfunctional beliefs in women with infertility.
Materials & Methods: This is cross-sectional   study on 100 participants who referred to Yazd infertility center.  . These participants were selected by purposive sampling method. Data were collected using personality traits and demographic characteristics’ questionnaire (researcher-made questionnaire), couple burnout Measure (CBM), Hulbert index of sexual assertiveness (HISA) and sexual dysfunctional beliefs Questionnaire (SDBQ).

Results: Results showed that mean score of sexual assertiveness factor is moderate (75.03 from 147).  Mean score of couple burnout  showed that  psychological  burnout ( 24.13 ) was higher than somatic burnout ( 23.36) and emotional burnout ( 16.50 ).Mean score of  sexual dysfunctional beliefs  in self concept belief  (28.68   ) and age related belief( 28.2) were higher than  sexual self though (19.54), motherhood priority ( 20.96) and emotional priority( 24.08).

Conclusion: It seems that infertility influences and increases couple burnout, increases wrong sexual beliefs regarding sexual function, and decreases sexual assertiveness in infertile women. It is need to train infertile couples for sexual problems, also need to empower them to effective coping strategies by educational family program   and   other psychological approach.   

Key words: couple burnout, sexual assertiveness, sexual dysfunctional beliefs, infertility 
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Introduction:  many evidence indicated that infertility   and related treatments could be an important risk factor for psychiatric disorders. This study aimed to investigate alexithymia and social anxiety by gender difference 

Material  and method : This is  cross-sectional   study on 170 infertile couples( 82  male &  88 female )   Participants who referred to yazd infertility center .These participants were selected by purposive sampling method. Data were collected using TAS (Toronto alexitymia scale) and (social phobia inventory). Data analysis from descriptive and analytic statistics.

Results: Results showed that mean score of all subcategories in social phobia (physiology- phobia- avoidant) and alexyimia (description of emotion, identifying emotion and operant thinking in women was higher than men). Overall participants reported ( 25.13 %  normal,28.21 % moderate level of alexitymia and 46.67% sever  alexitymia ) . severity of alexitymia in women was higher than men (% 54.8 vs % 38.83)  and  rate of social phobia by cut of point calculation in female was higher than men( 45.1% vs 43.4% ).

Conclusion: It seems that infertility influences and increases psychiatric problems    in infertile couples. It is need to train infertile couples for these problems  , empower  them to effective coping strategies by  providing applicable  programs  as couple therapy, individual  counseling  and   other psychological approach  to helping  them . 

Key words: Alexithymia -social anxiety –infertility- couples     
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Effects of adding human follicular fluid and pentoxifylline on IUI outcome of asthenozoospermic patients
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Background: Although  there are many motility stimulants have been found to play an important role in improving the active sperm motility and morphologically normal sperm (MNS) percentages  when added in vitro  with the culture medium for semen ,the results  of pregnancy rate following  intra-uterine insemination (IUI)still not exceed 20% .

Objective: This study is a trial to improve the results of pregnancy rate following IUI by adding the follicular fluid (FF), and pentoxifylline (PX) to the culture medium used for preparation of asthenozoospermic semen samples.

Subjects, Material and methods: Ninety five infertile couples were involved in the current study (asthenozoospermic male partners with intact spouses) divided into three groups according to the sperm stimulants which were used for in vitro sperm activation followed by intrauterine insemination technique. Group one was FF-treated semen samples and consists of 40 couples, group two was FF+PX-treated semen samples and consists of 25 couples and lastly, group three was Ham's F-12 culture medium as a control group and consists of 30 couples. All the couples were followed up for determining outcome of pregnancy after IUI was done.

Results: Out of the all 95 couples, 22 pregnancies (23.15%) were resulted following IUI. The best results were obtained by group one (FF treated group) in which out of 40 cases enrolled in this group, 12 pregnancies (30%) were resulted following IUI. Regarding group two (FF+PX treated group), out of 25 cases enrolled in this group, 5 women (20%) were pregnant following IUI. Regarding group three (Ham's F-12 treated group), out of 30 cases enrolled in this group, 5 women (16.67%) were pregnant following IUI.

Conclusion: Adding FF to culture media for in vitro sperm activation was associated with a higher pregnancy rate following IUI than other treated culture media.

Key words: Follicular fluid, Pentoxifylline, IUI, Asthenozoospermic
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Introduction: The cervical abnormalities may be acquired or congenital. Hysterosalpingography provides a good outlines of uterine cavity and cervical canal and enables us to visualize inner surfaces of uterine cavity and fallopian tubes as well as cervical canal and isthmus.

Material & Methods: During a period of 29 years (January 1985-December 2013), a total of 38574 hysterosalpingograms were performed by (GS) for various indications such as infertility workup, abnormal bleeding and uterine fibroids. A retrospective review were done for presence of normal variant/acquired / and congenital abnormalities of uterine cervix. 

Results: Twenty six radiographic images representing normal variant/ acquired and congenital anomalies were selected to present in this case presentation. Some of cervical malformations could not fit into the published classification. 

Conclusion:   Accurate diagnosis of such cases is considered for the benefit of treatment, and to support embryological concept.

Key words: Hysterosalpingography, cervical abnormalities 
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Association of ITPA polymorphism rs7270101 with infertility
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BACKGROUND: Infertility is a relatively common problem that affects couples worldwide. It is estimated that approximately 1 in 6 couples will experience difficulties in reproducing, defined as a failure to conceive after two years of unprotected sexual intercourse. The molecular and genetic factors underlying the cause of infertility remain largely undiscovered. ITPA is an inosine triphosphatase (ITPase), which is reported to hydrolyze (d) ITP and XTP to the corresponding nucleoside monophosphates. It is documented that ITPA deficiency could lead to miscarriage in mice, so it seems that ITPA deficiency may be a candidate of infertility in human.

METHODS: The human genomic DNA of all patients was extracted from white blood cells using EZ-10 Spin Column Genomic DNA Minipreps Kit, Blood (Bio Basic Canada Inc). In order to determine the single nucleotide polymorphism (SNP) of ITPA (rs7270101), genotyping was performed by RFLP-PCR.

RESULTS: This study showed that the SNP of rs7270101 are in hardy-Weinberg equilibrium. This study explored the association between inosine triphosphatase (ITPA) Functional variants; SNP rs7270101 (splicing-altering SNP in second intron) and the development of infertility, and explored the relationship between ITPA variants and therapeutic response.

Conclusion: It seems that rs7270101 variants could be a genetic determinant for decreased fertility.

Keywords: ITPA, SNP, infertility
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Introduction: Myomectomy is a surgical procedure generally performed in patients who wants to preserve or improve their fertility. This procedure can be practicable with laparoscopy or laparotomy, and selection of the technique depends on many factors such as size, location and number of the fibroids. Currently, laparoscopic myomectomy is preferred procedure for its many well-known advantages. After myomectomy operation the most undesired complication is uterine rupture and the risk is reported as 0,7 % in previous researches. To prevent from that risk and related complications, surgeons generally suggest patient not to get pregnant for at least 6-8 months period early after surgery. 

Material and Method: Presentation of the case. In our case we present a 28-year-old woman with intramural myoma in 5 cm diameter located on the posterior wall of the uterus. After being seen a negative pregnancy test, patient underwent laparoscopic myomectomy. 

Results: After two days of hospital stay patient discharged from hospital and called for control 4 weeks later. Transvaginal ultrasound revealed a surprising 6 weeks of gestation. Patient carefully followed up during her pregnancy and an elective cesarean delivery performed at 38 weeks of gestation.  

Conclusion: Surgeons must keep in mind that pregnancy may occur even if pregnancy tests were negative before surgery. In our case, despite the many traumatic effects to uterus and tubes during laparoscopic myomectomy, patient had an occult pregnancy and fortunately continued after surgery without any complication.   
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Hysteroscopic Polypectomy in Premenopausal women:  Follow-up &Outcomes 

Elbareg, AM.; Essadi, FM.; Anwar, KI.; Elmehashi, MO

Backgrounds & Objectives: Endometrial polyps, are localized hyperplastic overgrowths of glands and stroma that form a projection above the uterine surface. They are more common during the reproductive years and causing abnormal uterine bleeding (AUB) in form of menorrhagia, metrorrhagia and intermenstrual bleeding. Hysteroscopy is the only technique that provides direct visualization of the uterine cavity and being more effective in the diagnosis and treatment of such endometrial disease. Our aim of this study is to evaluate effectiveness and outcomes of hysteroscopic resection of endometrial polyps in premenopausal patients with AUB.

Study Design: Prospective controlled study

Settings: Obstetrics & Gynecology Departments at Misurata Central Hospital, Misurata Cancer Centre, Misurata & Iben-Sina Teaching Hospital, Sirt, Libya.
Subjects and methods: A total of 132 patients aged 35 to 50 years with AUB and undergone hysteroscopic resection of endometrial polyps satisfactorily without major complications from July 2009 through December 2013, were included in the study. Patients had detailed history, laboratory investigations, physical examination, pelvic ultrasound, diagnostic hysteroscopy and endometrial biopsy, those with other hysteroscopic interventions, myomectomy or septum resection, or received preoperatively hormonal treatment, or planned for IUD insertion following polyp removal were excluded. Outcomes: treatment success (menstrual flow reduction), degree of pain, need of second operation, patient satisfaction, short & long-term complications. Treatment was considered as a failure in patients with repeated attacks of AUB after resection necessitating medical therapy or surgical re-intervention. Statistical analysis performed using SPSS package. P-value considered to be significant if (< 0.05).

Results: Mean follow-up period was 24 months. 34 patients were lost to follow up, only 98(74.2%) completed evaluation. 85(86.7%) patients showed menstrual improvement: amenorrhea 36(36.7%), hypomenorrhea 49(50%), no improvement (treatment failure) 13(13.26%). Number of patients satisfied were 79(80.6%), unsatisfied, because of heavy bleeding or cyclic pain were 19(19.38%), this difference was statistically significant (P < 0.05), also the success rate was significantly higher (P < 0.05) in those > 40 years of age. Seven recurrences were detected,(7.14%).No pathological findings indicating cancer or a precancerous lesion were found. No complications were encountered during diagnostic hysteroscopy.

Conclusions: Hysteroscopic polypectomy, a minimally invasive procedure, found to be safe, effective by reducing the monthly blood loss significantly and with a high satisfaction rate.
Keywords: AUB, Hysteroscopy, Polypectomy
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Introduction: Various studies have expressed effect of breastfeeding on children health. One component of social health is the quality of life. This research compared the health-related quality of life of mothers who breastfeed their infants and who feed their infants by infant formula.

Methods and Materials: 161 infertile women living in Tehran who gave their first childbirth to just one baby after infertility treatment were entered into the study at the end of the second month after delivery. Among which, 129 women breastfed their infants while 32 women fed their babies by infant formula. The short form Health-related quality of life questionnaire, i.e., SF-36, was distributed among mothers. And the results were analyzed using SPSS 13.

Results: Maternal mental health for both breastfeeding and infant formula feeding groups showed no significant difference (P =0.15); however the two groups were significantly different in terms of physical health (P < 0.05). Physical health of mothers who were breastfeeding their infants was better than the other group.  

Conclusion: The results of this study show that breastfeeding has a relationship with the physical health and quality of life of mothers. The findings suggest that health-related quality of life improves in women who breastfed their infants.

Keywords: Quality of life, FS-36 questionnaire, Breastfeeding
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Can hyaluronan binding assay predict the outcome of intrauterine insemination cycles?
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Objective: Hyaluronan is a collagen around the oocyte’s outer cumulus oophorus layer that helps sperm bind to the oocyte. Greater sperm penetration to hyaluronan generally leads to better fertilization capacity. The hyaluronan binding assay (HBA) kit is prepared based on this premise measures the maturation and fertilization capacity of sperm. The aim of this study is to demonstrate the prognostic effect of Hyaluronan Binding Assay (HBA) which has been used as a method of sperm selection for intracytoplasmic sperm injection procedure on the outcome of intrauterine insemination (IUI) in couples with unexplained or mild male factor infertility

Method: This prospective study is conducted in Turgut Ozal University Hospital, Department of Obstetrics and Gynecology between March 2012 and December 2013. 77 couples with unexplained infertility or mild male factor infertility enrolled in our study. On the day of IUI procedure, HBA test was performed by using fresh semen samples and sperm binding rates to HBA were calculated. Conception rates and semen parameters such as sperm concentration, progressive motility (PR), morphology, total motile sperm count (TMC), inseminating sperm count (IMC) were compared. 

Results:  In this current study, the mean female age was 31.28±4.33 years, the mean male age was 34.92±4.75, HBA ratio was 69(29.25) %, pregnancy rate was 14.29 %. No relationship between HBA values and pregnancy rates was found (p>0.05). Although HBA values in pregnant group were higher than those in non-pregnant group, this result couldn`t reach the statistical significant level (HBA: 67(20) % for nonpregnant group, 80.5(21.3) % for pregnant group, p>0.05). However, a significant positive correlation between HBA and TMC, IMC, PR, morphology, and sperm concentration (rho=0.491; p<0.001, rho=0.486; p <0.001, rho=0.319; p: 0.007, rho= 0.384; p< 0.003, rho=0.351; p: 0.003 respectively) was observed. 

Conclusion: HBA does not predict the IUI outcome in couples with unexplained infertility or mild male factor infertility, even though it can be an effective modality for selecting the patients for IVF treatment.
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Introduction: The aim of this study was to evaluate the diverse sonographic findings of ectopic pregnancy (EP).

Materials: This was a cross sectional study among 68 infertile patients having ectopic pregnancy between 2009 and 2012 at Royan Institute. Patient’s documents and sonography results were assessed to collect data. The demographic information, sonographic findings of ectopic pregnancy and prevalence of each were analyzed with SPSS16 software.

Results: This study included a total number of 68 ectopic pregnancies detected with transvaginal sonography at Department of Reproductive Imaging of Royan, Tehran, Iran, from April 2009 till March 2012. EP occurred following these conditions: spontaneous pregnancy (35.3%), in vitro fertilization (IVF; 39.8%), intrauterine insemination (IUI; 19.1%) and frozen embryo transfer (FET; 2.9%). Sonographic findings of EP were as follows: ectopic gestational sac without fetal pole (26.4%), ectopic gestational sac with fetal pole (11.8%), and ectopic gestational sac with fetal pole and fetal heart rate (FHR; 11.8%), a heterogenous mixed echo adnexal mass (47%) and free pelvic fluid with heterogenous adnexal mass (2.9%). Ectopic sites of pregnancy were as follows: uterine tubes (88.2%), cervix (2.9%) and ruptured EP (8.8%). The earliest time of determining EP in our study was 33 days after last menstrual period (LMP) (4.5 weeks of gestation).

Conclusion: Our study demonstrated that the most common appearance of EP on transvaginal ultrasound (TVS) was "heterogenous mixed echo adnexal mass" (47%), while ectopic gestational sac had been most often located in uterine tubes.

Keywords: Ectopic Pregnancy (EP), Transvaginal Sonography, Sonographic Findings
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Evaluation of the effects of ovarian tissue vitrification and auto transplantation on the expression of β- Catenin and GSK-3β mRNA proteins.
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Background: Ovarian tissue cryopreservation is a wonderful method to preserve women gametes and one essential part of reproductive biotechnology. The purpose of this study was to evaluate   the effects of ovarian tissue vitrification and auto transplantation on the expression of β- Catenin and GSK-3β mRNA and proteins in mature rat.

Method and Material : 5 weeks-old female Wistar  Rats were distributed randomly in 5 experimental groups; Fresh Transplanted, Vitrified-Transplanted, Vitrified and 6 weeks-old and 9 weeks-old female Wistar rats were considered as control  groups. Cryopreservation of ovarian tissue was performed by using Silber 2011 protocol. The expression of Wnt signaling pathway genes were investigated by real-time PCR and proteins expression was detected by immunehistochemistry assay.  Data are evaluated by ANOVA and T test analysis. Gene expression was quantified relative to the GUSB housekeeping gene.

Results: Real-Time PCR results showed that the rate of  CTNNB1(β- Catenin protein) and gsk3 genes  expression in vitrification and transplantation groups when Compared to other groups is least. However there were no significant differences (P> 0.05). Regarding to the results of Immuno-histochemistry data beta catenin protein showed the highest expression in vitrification group and the lowest expression in 6-week –old control group. The highest expression of gsk3 and pgsk3 proteins was observed in 6-week-old control group and the lowest expression was observed in 9-week control group, although there were no significant differences among those groups (P> 0.05).

Conclusion: This study showed that despite possible damage inflicted on ovarian tissue after cryopreservation and transplantation process, If the process to be done correctly WNT signaling pathway can be restored and It is the leading cause of follicle growth in ovarian tissue. 

Key words:  Cryopreservation and transplantation ovarian tissue, WNT signaling pathway, beta catenin, Gsk3.

P-43
Silver nano-particles effects on testicular histomorphometry in rats 

Hosseinipanah S.M.; Fathi N.; Alizadeh Z.; Mortazavi M.; Bahmanzadeh M.; Asari M.; Hajihosseini M.; Moghimbeighi A. 

Introduction: Nanosilver particles are smaller than 100 nm and contain 20–15,000 silver atoms. Nanosilver have widespread use in medicine and related applications. Studies showed that nanosilver particles have probable effects on male reproductive system.
The aim of this study was to investigate the effect of different doses of silver nanoparticles on testicular histomorphometry, seminiferous tubules parameters and weight of reproductive organs.

Material and Methods: This study was performed on 28 male wistar rat, after one week of acclimatization, animals were weighed (initial mean body weight 195± 20g) and divided into 4 groups of 7 rats per group. For experimental groups was prescribed Ag NPs intraperitoneally (ip) for 28 days (the time period of half spermatogenesis) in 30, 125, 300 mg/kg concentration. The control group was treated on schedule with distilled water. Animal body weight gain was measured in final day. Testes and epididymides were removed and the right ones weighed. Histological evaluation on testis sections performed by hematoxylin-eosin staining.

Result: Studies showed a significant increase in testis weight and body weight and gonadosomatic index (GSI) in group of dose125 mg/kg when compared with control one but there were no significant changes in epididymis weight, epididymal somatic index (ESI) . There was significant reduction (P<0.05) in spermatogonia, sertoli and leyig cells number in dose of 125, 300 mg/kg when compared to control group. So there was significant reduction in seminiferous tubules parameter in concentration of 125mg/kg when compared to control and 30mg/kg groups.

Conclusion: Our result demonstrated that silver nano-particles can diminish the number of spermatogonia, sertoli, leydig cells and can effect on parameters of seminiferous tubules and their weight. Effect of nanoparticles on reproductive system are dose-dependant.

Abbreviations: silver nano-particles, testes, spermatogonia, sertoli, leydig 
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Effect of silver nano-particles on sperm parameters, sperm chromatin integrity in rat

Fathi N.; Hosseinipanah S.M.; Alizadeh Z.; Mortazavi M.; Bahmanzadeh M.; Asari M.; Hajihosseini M.; Moghimbeighi A.                     

Introduction: Silver nanoparticles (Ag NPs), are clusters of silver atoms that range in diameter from 1 to 100 nm. Ag NPs can absorbed from lung, gastrointestinal tract, and skin then can transfer to liver, spleen, brain, and testes by blood circulation. It was shown that Ag NPs have probable effects on human reproduction. The aim of this study is investigation of the effect of silver nano-particles on sperm parameters and sperm chromatin integrity.

Material and Methods:  This study was performed on 28 male wistar rat. After one week of acclimatization, animals divided into 4 groups of 7 rats per group. For experimental groups was prescribed AgNPs intraperitoneally (i.p) for 28 days (the time period of half spermatogenes) is in 30, 125, 300 mg/kg concentration .The control group was treated on schedule with distilled water. Epididymis were removed for analyzing sperm parameters and sperm chromatin integrity with aniline blue, toluidine blue, acridin orange assays.
Result: The  results of  the different  concentrations  of  silver  nano_ particles  on  sperm  morphology, sperm  vitality, sperm  count indicated  a  significant  reduction (p<0.001) in  concentration of 300mg/kg when compared with control group. But there were no significant  differences  between  groups   for  sperm  motility  when  compared  with  control  group(data  not  shown).Our study showed  no significant changes in sperm choromatin integrity.

Conclusion: Our result demonstrate that silver nano-particles toxicity are more pronounced in mature sperm cells.

Abbreviations: Silver nano-particles, sperm parameters, sperm chromatin integrity
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