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Session 1

O-1   Occult Maternal Conditions with Fetal Consequences

Stress is a generic term for a state of psychosocial disharmony and connotes a panopoly of meanings.  Physiologically, stress is understood as activation of processes in response to events and conditions.  Acute stress is associated with brief behavioral challenges that elicit adaptive neuroendocrinologic responses termed “homeostatic” that promote short-term survival.  Chronic stress is associated with prolonged behavioral challenges.  The neuroendocrinologic adaptations associated with chronic stress and protracted behavioral challenge are termed “allostatic.” Allostasis is the achievement of stability through change and entails the alteration of the feedback “set point” for a given neuroendocrine arc.    

Reproductive “alignment” occurs when physiological responses elicited by the external milieu modulate reproductive processes.  A variety of factors serve as determinants and mediators of reproductive alignment.  Because factors interact, the independent impact of any one factor may be minimal and difficult to discern.  Indeed, a constellation of factors determines whether reproduction is promoted or impaired.  Reproductive processes subject to environmental modulation include ovulation, fertilization, embryogenesis, implantation, placentation, and parturition.  Clinical manifestations of reproductive misalignment include infertility, recurrent miscarriage, intrauterine growth restriction, preterm labor, low birth weight, preeclampsia, and congenital birth defects.  Mechanisms mediating these outcomes include alteration of physiological patterns of the hypothalamic-pituitary-adrenal (HPA) and -thyroidal (HPT) axes and alteration of genetic patterns, such as methylation of DNA.   Physiological processes are generally viewed as plastic and reversible.  While epigenetic alterations may be to some extent reversible, they also may be generationally transmitted.  The term “fetal origins of adult disease” connotes disease or disorders due to transmissible epigenetic imprinting and underscored the notion that health promotion and predictive health begins before birth.  

Not all maternal or paternal conditions that can compromise fetal well-being are readily recognized and include endocrine conditions such as subclinical hypothyroidism, impaired glucose tolerance, and diabetes, autoimmunity, infections, and genetic status.   Stress is often an unappreciated cause of reproductive compromise and is difficult to recognize.  While stress is generally categorized as metabolic or psychogenic, strictly speaking, these are not separable entities.  Behaviors that activate stress signaling pathways activate pathways subserving metabolic and psychogenic outputs. Chronic activation of the HPA and/or suppression of the HPT can impede hypothalamic-gonadal function in both men and women. Individuals with functional hypothalamic hypogonadism typically display a combination of behaviors in response to ongoing psychogenic challenge that concomitantly induce mild energy imbalance and, in the context of chronic adrenal activation, increase the metabolic costs of common activities including recreational exercise.  

Stress-induced anovulation (SIA), also referred to as functional hypothalamic amenorrhea (FHA), provides a classic and overt example of reproductive compromise and is characterized by the cessation of menses and infertility.  SIA is accompanied by a constellation of neuroendocrine secretory aberrations and psychological correlates that include unrealistic expectations of self and others, perfectionism, and maladaptive attitudes about body image and food.  However SIA represents only a small portion of the possible presentations for reduced gonadal function in women.  Other, less overt, forms of reproductive compromise are far more prevalent and include polymenorrhea (menstrual interval < 24 days), oligomenorrhea (menstrual interval > 35 days), and luteal insufficiency with preserved menstrual interval. Occult reproductive compromise may only come to clinical attention if fertility is desired, especially in men.  

While it is generally appreciated that maternal health impacts fetal health, the exact mechanisms mediating this link remain to be fully explicated.  One must also recognize that factors with the potential to influence reproductive processes are not limited to those contributed by the parents. Medical interventions intended to facilitate reproduction also have the potential to activate these mechanisms.  Thus, while assisted reproductive technologies allow us to bypass many of the mechanisms that mediate reproductive compromise, they also alter the developmental milieu during fertilization and early embryogenesis.  

Sarah L. Berga, MD

James Robert McCord Professor and Chairman

Department of Gynecology and Obstetrics

Emory University School of Medicine

1639 Pierce Drive, 4208-WMB

Atlanta, Georgia, USA 30322

Email: sberga@emory.edu
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O-2   Single embryo transfer: a success story
Due to the practice of transferring more than one embryo to maximise the chance of pregnancy, the incidence of multiple pregnancy after IVF treatment has risen to over 25%, nearly 20 times higher than would be expected after spontaneous conception.
Compared with singletons, twins have a seven-fold increase  in neonatal mortality and six-fold increase in the risk of cerebral palsy. Maternal morbidity and mortality rates and health related costs are also increased.
Multiple pregnancy is now considered the single most important risk of IVF treatment.
It has been recognized that the only effective method to reduce the multiple pregnancy rate (MPR) after IVF is to adopt a policy of single embryo transfer (SET). 

There is little doubt that a blanket policy of SET in unselected IVF population would disadvantage some patients by significantly reducing their chances of achieving a pregnancy. 
Recent evidence suggests that transfer of a single blastocyst  on day 5 of in vitro culture is associated with a higher CPR compared with transfer of a single cleavage-stage embryo. Extension of culture until day 5 aids the identiﬁcation of those embryos likely to have the highest implantation and pregnancy potential.

Our experience has demonstrated that judicious use of extended embryo culture to the blastocyst stage followed by a single embryo transfer in the good prognosis group can significantly reduce multiple pregnancy without reducing the overall success of our IVF programme. In this lecture, I will discuss the advantages and limitations of single embryo transfer in view the emerging positive experience of this approach.

Yacoub Khalaf  MSc, MD, FRCOG, MFFP

Consultant/Senior Lecturer in Reproductive Medicine Surgery

Director of Guy’s and St Thomas’ Hospital Assisted Conception Unit

Guy’s Hospital, London UK
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O-3   Adjuncts for Ovarian Stimulation- growth hormone, LH, metformin, aspirin, Dex, androgens and others

GnRH agonists improve stimulation by synchronizing follicle growth, and pregnancy rate by controlling LH secretion. Oral contraceptives further improve stimulation through improved follicle synchrony and avoid cyst formation that can accompany initiation of agonist treatment. LH supplementation improves fertilization and outcome with stronger agonist regimens and when combined with OC and with OC/antagonist regimens. Metformin dramatically reduces OHSS in women with PCOS having IVF and may increase their pregnancy rate. Dexamethasone improves stimulation in poor responders. Low dose aspirin improves ovarian and uterine blood flow, marginally improves pregnancy outcome, and may reduce OHSS. Growth hormone increases pregnancy outcome in poor responders. Testosterone, DHEA and letrozole may improve poor response but further studies are needed.

David Meldrum (USA)                  
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Session 2
O-4   The future of ovarian stimulation   
Infertility, especially in the treatment with in-vitro fertilization, provides to the infertile patients anxiety and psychological distress.  It has been demonstrated that the probability of live birth is independent on the type of analogue used.  Treatment with a gonadotrophin-releasing hormone GnRH antagonist protocol may improve patients’ experience.  


The length of the treatment is significantly reduced and also the side effects are minor with GnRH antagonist.  It has been demonstrated that using GnRH antagonist has reduced the risk of ovarian hyperstimulation syndrome.  A routine protocol has been proposed as follows: on cycle day 2 transvaginal ultrasound and hormone profile are tested (not mandatory).  On day 2 or 3 of the cycle FSH administration is initiated with 150 to 200 units.  At day 5-6 of the stimulation, GnRH antagonist is initiated and continued until the injection of hCG.  When three follicles of 17 mm are present (15-19 mm) 5 000 to 10 000 international units of hCG are administered. 


The key points are that GnRH antagonist and agonist treatment do have similar live birth rates.  The duration of treatment with GnRH antagonist is approximately five days instead of three weeks in case of GnRH agonist long protocol.  The administration of GnRH antagonist is not associated with profound hyperestrogenemia or its side effects of weight gain, headache, hot flushes, night sweats, mood swings, breast and abdominal pain, diarrhoea and nausea.   There is also a possible reduction of anxiety for the patients treated.  

References

Kolibianakis Hum Reprod Update 2006

Devroey Hum Reprod 2009

Prof. Dr. Paul Devroey

UZ Brussel, Centre for Reproductive Medicine

Laarbeeklaan 101, 1090 Brussels, Belgium
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O-5   The new reproductive choices and the natural decrease of fecundity
PG Crosignani (Italy)
Abstract not received
O-6   Age and IVF outcome: where do we draw the line?

Fertility care is considered to be expensive. Whenever an example of costly medical procedures has to be given, IVF is brought up by politicians and journalists alike. There is more to this than cold Euros or Dollars however. Effectiveness of the treatment is one thing, the joy of having children is another. As is the burden of having to get them by means of assisted reproduction. Still, from a societal perspective, costs and benefits have to be balanced. At the societal cost-side of getting children through IVF are not only the factual costs of an IVF treatment cycle (or better: cycles), but also pregnancy related costs and the costs incurred by the resulting child(ren), neonatal (intensive) care costs, costs of childhood, education, teaching & training till active participation in the workforce. Finally, for each new citizen there are the retirement benefits at the other end of life, after the age of 65. At the societal profits side, there are the productivity gains any given individual will bring to society once (s)he has entered the workforce. We have been able to calculate that, at a maternal age of 30, the total costs of a successful IVF (= achievement of a healthy singleton pregnancy) are Euro 20,097, the costs of the pregnancy itself amount up to Euro 2,453, and neonatal costs are 1,825. Thus, the total net sum costs of producing one successful IVF live birth average Euro 20,097 at the age of 30. This figure increases slightly, to Euro 27,844 at the age of 35, but steeply thereafter. At the age of 40, one successful IVF live birth will cost society almost Euro 50,000, and at the age of 45, Euro 600,000. This presentation will detail the costs (Euro 1.6 million) and benefits (Euro 1.8 million) of a statistical human life, and put them into a societal perspective. 

Johannes L.H. Evers 

Maastricht, The Netherlands
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O-7   Surgical management of PCO
Ovulation induction is indicated in women with ovulation disorders. In about 90% of these women polycystic ovary syndrome (PCOS) can be diagnosed. Strategies to induce ovulation include oral anti-oestrogens, parenteral gonadotrophin therapy, laparoscopic ovarian surgery and insulin sensitisers. The oral anti-oestrogen clomiphene citrate (CC) is at this moment still the treatment of first choice. About twenty percent of women with PCOS will not ovulate on CC. QUOTE "" 

 QUOTE ""  ADDIN REFMAN ÿ\11\05‘\19\01\00\00\00\00\01\00\00#D:\5CMadelon\5Crefs\5Cintroduction thesis\03\00\044596&Imani, Eijkemans, et al. 1998 4596 /id\00&\00 

 QUOTE ""  ADDIN REFMAN ÿ\11\05‘\19\01\00\00\00\00\01\00\00#D:\5CMadelon\5Crefs\5Cintroduction thesis\03\00\044621$Out & Coelingh Bennink 1998 4621 /id\00$\00 

 QUOTE ""  ADDIN REFMAN ÿ\11\05‘\19\01\00\00\00\00\01\00\00#D:\5CMadelon\5Crefs\5Cintroduction thesis\03\00\044622&Imani, Eijkemans, et al. 1998 4622 /id\00&\00 
 

The second line treatment in these clomiphene citrate resistant women may be ovulation induction with gonadotrophins or laparoscopic ovarian surgery. The major disadvantages of ovulation induction with gonadotrophins are the high cancellation rate due to multifollicular development and risk of higher order multiple pregnancies. Multiple pregnancy rates varying from 6 up to 35% has been reported depending on the protocol used.  QUOTE "" 

 QUOTE ""  ADDIN REFMAN ÿ\11\05‘\19\01\00\00\00\00\01\00\00#d:\5Cmadelon\5Crefs\5Cintroduction thesis\03\00\0238$Bayram, Van Wely, et al. 2004 38 /id\00$\00 
 Probably, the safest approach for ovulation induction with gonadotrophins in PCOS is the chronic low dose step-up regimen that employs a starting dose of maximally 75 IU of FSH.  QUOTE "" 
 This approach may require as much as 20 to 25 days of stimulation, but carries the lowest risk for multifollicular development and an almost zero risk of ovarian hyperstimulation syndrome. 


Ovarian surgery is an alternative treatment option for ovulation induction in women with CC-resistant PCOS. In ovarian electrocautery multiple perforations of the ovarian surface and stroma are created.�&\00\00\00¯\12\00x\18¡\03x€êž\00dÇ\00x\09\00\00\00=Ç\00x\00\00#D:\5CMadelon\5Crefs\5Cintroduction thesis\03\00\03543\16Gjonnaess 1984 543 /id\00\16\00  QUOTE "27-36" 

 QUOTE ""  ADDIN REFMAN ÿ\11\05‘\19\01\00\00\00\00\01\00\00#D:\5CMadelon\5Crefs\5Cintroduction thesis\03\00\03541%van der Weiden & Alberda 1987 541 /id\00%\00 

 QUOTE ""  ADDIN REFMAN ÿ\11\05‘\19\01\00\00\00\00\01\00\00#D:\5CMadelon\5Crefs\5Cintroduction thesis\03\00\03542 Greenblatt & Casper 1987 542 /id\00 \00 

 QUOTE ""  ADDIN REFMAN ÿ\11\05‘\19\01\00\00\00\00\01\00\00#D:\5CMadelon\5Crefs\5Cintroduction thesis\03\00\044740$Tasaka, Sakata, et al. 1990 4740 /id\00$\00 

 QUOTE ""  ADDIN REFMAN ÿ\11\05‘\19\01\00\00\00\00\01\00\00#D:\5CMadelon\5Crefs\5Cintroduction thesis\03\00\044739!Greenblatt & Casper 1993 4739 /id\00!\00 

 QUOTE ""  ADDIN REFMAN ÿ\11\05‘\19\01\00\00\00\00\01\00\00#D:\5CMadelon\5Crefs\5Cintroduction thesis\03\00\044737(Taskin, Yalcinoglu, et al. 1996 4737 /id\00(\00 

 QUOTE ""  ADDIN REFMAN ÿ\11\05‘\19\01\00\00\00\00\01\00\00#D:\5CMadelon\5Crefs\5Cintroduction thesis\03\00\044629,Lockwood, Muttukrishna, et al. 1998 4629 /id\00,\00 

 QUOTE ""  ADDIN REFMAN ÿ\11\05‘\19\01\00\00\00\00\01\00\00#D:\5CMadelon\5Crefs\5Cintroduction thesis\03\00\044738*Weerakiet, Srisombut, et al. 1999 4738 /id\00*\00 

 QUOTE ""  ADDIN REFMAN ÿ\11\05‘\19\01\00\00\00\00\01\00\00#D:\5CMadelon\5Crefs\5Cintroduction thesis\03\00\044735#Taskin, Sadik, et al. 1999 4735 /id\00#\00 

 QUOTE ""  ADDIN REFMAN ÿ\11\05‘\19\01\00\00\00\00\01\00\00#D:\5CMadelon\5Crefs\5Cintroduction thesis\03\00\044733&Alborzi, Khodaee, et al. 2001 4733 /id\00&\00 
 


Laparoscopic electrocautery of the ovaries leads to ovulation in about 70 - 80% of the cycles started and results in approximately 40% of women achieving a pregnancy.

Only one large randomised controlled trial comparing a treatment strategy that started with laparoscopic electrocautery of the ovaries followed by CC and rFSH if anovulation persisted versus ovulation induction with rFSH evaluated whether gonadotrophins or laparoscopic electrocautery of the ovaries should be the treatment of choice in patients with CC-resistant polycystic ovary syndrome, especially in view of the prevention of multiple pregnancy

The cumulative rate of ongoing pregnancy after recombinant follicle stimulating hormone was 67%. With electrocautery only it was 34%, which increased to 49% after clomiphene citrate was given. Subsequent recombinant follicle stimulating hormone increased the rate to 67% at 12 months (rate ratio 1.01, 95% confidence interval 0.81 to 1.24
Of the 56 (67%) ongoing pregnancies in the electrocautery group, one resulted in quintuplets in a patient also given recombinant follicle stimulating hormone, and successful embryo reduction led to the live birth of twins. Neither electrocautery alone nor subsequent treatment with clomiphene citrate resulted in multiple pregnancy.

Of the 57 ongoing pregnancies in the women allocated recombinant follicle stimulating hormone, eight were twin pregnancies and one was a triplet pregnancy. Neonatal death occurred in one of the twin pregnancies at 26 weeks' gestation. The triplet pregnancy ended with premature delivery at 22 weeks. Patients allocated to electrocautery had a significantly lower risk of multiple pregnancy (RR 0.11, 95% CI 0.01 to 0.86).


In summary, an electrocautery strategy that starts with laparoscopic electrocautery of the ovaries followed by CC and rFSH if anovulation persists and ovulation induction with rFSH are equivalent in terms of ongoing pregnancy rate within a time span of 12 months. The electrocautery strategy should be the treatment of choice as it leads to significantly less multiple pregnancies.

F. van der Veen,

Center for Reproductive Medicine 

Department of Obstetrics and Gynaecology

Academic Medical Center

Amsterdam, The Netherlands      
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Session 3

O-8   Use of GnRH analogs in assisted reproduction

Gonadotropin-releasing hormone (GnRH) analogs are an integral part of controlled ovarian stimulation for assisted reproduction since the mid-1980s. Although greater experience exists in the use of GnRH agonists such as triptorelin, leuprorelin, and buserelin, the use of GnRH antagonists (cetrorelix and ganirelix) is growing due to their faster onset of action and shorter treatment duration.

Nevertheless, concerns still exist regarding differences in efficiency and efficacy of GnRH antagonists vs. agonists when applied clinically. Current evidence is controversial and better understanding of the mechanisms of action of each class of compounds will be required in order to precisely define optimal regimens in specific patients sub-groups, such as poor responders.

Prof. Marco Filicori, 
Reproductive Medicine Unit, 
GynePro Medical Group, Bologna, Italy. 
m.filicori@gynepro.it
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O-9   IVF pregnancy in the over 40s 

The number of women delaying childbearing into their late 30s and 40 s have markedly increased particularly in high income countries for various social reasons. Fertility declines with age specially after 40 years of age both in normally cycling women and in patients undergoing ART.  

Oocyte genetic aberrations can be detected in almost 95% of oocytes in women ≥ 40 years. Further more pregnancy in women over 40s is associated with a pregnancy loss rate of 22-85% and abnormal karyotype fetus of more than 70%. 

Declining fertility in the 40s is an individual event that cannot be predicted accurately before IVF cycle is undertaken. All ovarian reserve tests detect the quantity rather than the quality of the follicular pool. They may predict ovarian response to stimulation but they can not predict the pregnancy rate in these patients. 

Patient above 40s undergoing IVF require higher dose of HMG/FSH, and more prolonged period of stimulation. They are characterized by high cancellation rate, fewer oocytes retrieved, higher rate of poor quality oocytes, and low implantation and pregnancy rates and higher pregnancy loss rate. There is a gradual decline in the pregnancy and live birth rates with one year age increments in women age 40years and above. 

In Australia in fresh autologous IVF cycles the cost per live birth for women > 45 years was estimated to be 753107 €  

The paper provides analysis of 2004 consecutive IVF/ICSI cycles in women age > 40 performed at the Egyptian IVF&ET center, Maadi, Cairo-Egypt.

In conclusion: women age > 40 years undergoing IVF/ICSI have a low but reasonable live birth rate which declines with one year age increments. Once women attain their 43rd birth day live birth rate sharply declines and alternative options should be advised.

Prof. G. I. Serour

Prof. OB/GYN

Director International Islamic Center 

for Population Studies and Research- Al Azhar University.

Clinical Director the Egyptian IVF & ET Center, Maadi

Cairo – Egypt 
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O-10    Ovulation induction in older women

The two main problems with older anovulatory women trying to conceive are the lack of definition and the limited data in the literature. The two major groups of anovulatory infertility are the hypogonadotrophic-hypogonadic women (WHO group 1) and women with PCOS (WHO group 2). Ovulation induction in WHO group 1 follows the classical way of the use of FSH plus LH or the use of pulsatile GnRH. It has been shown that the probability of conception is reduced with the age during ovulation induction. In the literature, there is not any study that specifically deals with the treatment of older patients. Although limited data show that IVF also provides good results, so far there is not any prospective study to compare ovulation induction with IVF for the treatment of infertility in older anovulatory women of WHO group 1. For women with PCOS, several treatment modalities are used in clinical practice. Clomiphene citrate is the first-line of treatment.  A second-line is the different protocols of low dose FSH and a third-line is IVF. The age, however, seems to be important particularly in relation to clomiphene resistance and the chance of conception. Whether IVF has an advantage over ovulation induction in such patients is not known. Prospective randomized trials are needed to compare ovulation induction with IVF in older anovulatory women. 

Professor Ioannis E. Messinis

Department of Obstetrics and Gynaecology, University of Thessalia, Medical School, Larissa, Greece
O-11  Is Natural cycle IVF effective & cost-effective?

Geeta Nargund (UK)
Abstract not received
O-12   Aromataze Inhibitors In Assisted Reproduction

Bassam El Helw (Egypt)
Abstract not received
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Session 4
O-13   News, prospects in the research of endometriosic disease : genetic abnormalities, evolutivity, a new approach for diagnosis and treatment 
Endometriosis is considered as a benign disease but it contains features similar to these observed in malignancies including progressive growth, estrogen dependent growth, recurrence and a tendency to metastasize. The precise etiology of the disease is unknown. It is considered to involve multiple genetic, environmental, immunological, angiogenic and endocrine processes. Recent molecular cytogenetic studies provided support to the concept of genetic predisposition indicating that chromosome-specific alterations found in endometriosis reflect clonal expansion of chromosomally abnormal cells. By conventional cytogenetic analysis (RHG-banding) of a series of endometriotic tissue lesions from advanced stage disease (n=5), aberrant metaphases showing aneuploidy, dicentric chromosomes, increased percentage of endomitoses and chromosomal pulverization were recently detected (personal communication). To define the importance of chromosome instability and establish the significance of known allelic losses, we analyzed selected primary endometriotic lesions (n=20) from patients with advanced stage disease by comparative Genomic Hybridization (CGH) and flurescence in situ hybridization (FISH). Recurrent gene copy number alterations were found in 16 of 20 (80%) endometriotic tissues. The most common regions of loss of genomic material were located on the 1p32-36 chromosomal region (50%), 5 p (33%), 6q (27%), 7p14-q14-p22ter (22%) and 22q12.3-qter (50%) segments. DNA cpy number gains were less common and were predominantly localized on chromosomes 6q and 17q. These findings were validated by dual color FISH with probes specific for the deleted chromosomal regions.

The nature and significance of the molecular cytogenetic aberrations detected in endometriotic tissues in relation to new locations and function of oncogene and tumor suppressor genes will be discussed. Altogether, these data suggest that chromosomal instability observed at least in a subset of tissue lesions is certainly associated with initiation and development of endometriosis.

JM.Ayoubi (France) 
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O-14    Spontaneous and induced fertility of women with ovarian endometriosis.

Endometriotic ovarian cysts are present in up to 20-40% of women with endometriosis and may greatly change the ovarian cortex structure.

Endometrioma is associated to a significant rise of circulating follistatin concentrations (1) and negatively affect the rate of spontaneous ovulation (2). 

In the last five years the extensive use of IVF made it possible a more detailed study of the ovarian responsivity associated with different clinical conditions:

1. monolateral endometrioma before surgery.

Fewer stimulated follicles are present in the ovary with endometrioma and this condition reduces the clinical pregnancy rate (3).

2. After excision of monolateral endometrioma.

Ovarian responsivity seems hampered but the data are still conflicting (4,5) due to several confounding factors such as:

- reduced ovarian function in the cortex surrounding 80% of endometriomas;

- the presence of a monolateral endometrioma in most patients;

- “controls” might not be appropriate (unexplained infertility group includes women with reduced ovarian reserve).

3. Bilateral endometrioma after surgery.

More cancelled cycles, less oocyte retrieved, IVF-ICSI outcome significantly impaired and risk of subsequent primary ovarian failure (6).

The risk of ovarian endometrioma recurrence after surgery is high and can be reduced by the long-term prophilactic use of hormonal contraception after surgery (7).

REFERENCES

1. Florio P, Reis FM, Torres PB, et al., Human Reproduction 24, 2600-2606, 2009.
2. Benaglia L, Somigliana E, Vercellini P, et al. Human Reproduction 24, 2183-2186, 2009.
3. Somigliana E, Infantino M, Benedetti F, et al. Fertility and Sterility, 86, 192-196, 2006.
4. Gupta S, Agarwal A, Agarwal R, et al., RBMonline, 13, 349-360, 2006.
5. Tsoumpou I, Kyrgiou M, Gelbaya TA, Nardo LG. Fertil. Steril. 92(1), 75-87, 2009.

6. Somigliana E, Arnoldi M, Benaglia L, et al., Human Reproduction 23, 1526-1530, 2008.
7. Vercellini P, Somigliana E, Daguati R, Vigano P, Meroni F, Crosignani PG. Am. J. Obstet. Gynecol. 198: 504.e1-504.e5, 2008. 
Pier Giorgio Crosignani, MD, Ph.D., FRCOG

Fondazione Ospedale Maggiore Policlinico, Mangiagalli e Regina Elena, Milano, Italy, e-mail: piergiorgio.crosignani@unimi.it
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O-15   The farewell speech of preimplantation genetic aneuploidy screening
It made a lot of sense to accept the scientific idea that the diagnosis of major chromosome aneuploidies in human preimplantation embryos would play a major role in the development of reproductive medicine.  One could speculate that preimplantation genetic screening could be important especially in case of advanced maternal age, recurrent miscarriage, repeated implantation failure and primary testicular dysfunction.


It was hypothesized that the rather low success rate after IVF was mainly due to the high incidence of chromosome abnormalities in human embryos cultured in-vitro.  Selecting euploid embryos might improve the IVF success rate.


It’s apparent that, especially related to the PGD consortia data, PGS is frequently used in Europe as expressed by the 2 275 cases mentioned in the consortia data.  



However, when prospective randomized trials are confirmed for different indications such as advanced maternal age, repeated implantation failure, and even in patients < 36 years of age, surprisingly enough the ongoing pregnancy rates even by replacing one blastocyst in the two groups was almost similar.  No significant benefit could be pointed out by performing PGS.


In eight randomized trials, where different authors included almost 1 500 patients, no benefit could be pointed out.  


As mentioned by some authors, the use of PGS in an early stage embryo is probably invalid since the information obtained could be over termed by the transcriptional machinery of the new zygote genome.  A recent paper demonstrated that embryonic chromosome instability exists involving the gain or loss of complete chromosomes or segments of chromosomes.  This includes the observation that one blastomere is not representative for the entire chromosomal status of the embryo which is pointed out of being mosaicism.  Genome wide cleavage stage aneuploidy screening is not the way out.


Conclusion: Preimplantation genetic aneuploidy screening has to be abandoned for clinical use.  Embryonic self-correction does play a crucial role.  Mosaicism is present and can be responsible for not replacing normal embryos.  There is an urgent need for change of terminology from ploidy to aneuploidy rate of an embryo to the ploidy or aneuploidy rate of a blastomere.

References
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Prof. Dr. Paul Devroey

UZ Brussel, Centre for Reproductive Medicine

Laarbeeklaan 101, 1090 Brussels, Belgium
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O-16   Preimplantation Genetic Diagnosis : What is needed for Egypt 

With the aid of highly precise micromanipulation techniques of gametes, it is possible to obtain a biopsy from the embryo for genetic testing before its transfer to the uterus, thus allowing only the transfer of healthy embryos.

This technique is known as preimplantation genetic diagnosis or PGD. The embryo can be tested by taking a biopsy from : a) The first polar body, b) the second polar body, c) a blastomere from an 8-cell embryo at day 3 or cells from the trophoctoderm of a blastocyst at day 5-6. The obtained blastomere can then be tested genetically through fluorescent in situ hybridization (FISH) or polymerase chain reaction (PCR). The FISH technique allows the determination of a specific chromosomal number by obtaining signals in the interphase nuclei. It has an acceptable high accuracy in the diagnosis of sex linked disorders, certain common aneuploidies, chromosomal trisomy, and structural chromosomal abnormalities in  cases of balanced translocations. The PCR technique is used to detect single gene defect, the most commonly tested ones are cystic fibrosis , sickle cell anemia and thalassaemia. 

We started our PGD program at the Egyptian IVF-ET Center in 2002 by using only the FISH technique. Our protocol entailed: 1- Performing karyotyping for infertile couples undergoing IVF-ICSI for severe male factor 2- Counseling for PGD in cases of : a) structural chromosomal anomalies such as translocations or Y deletion, b) numerical chromosomal anomalies such as trisomy 21, klinefelter, Triple X, and 45XO, c) X linked disease e.g haemophilia. It has been our policy since we started not to perform PGD for a) aneuploidy screening for age or repeated IVF failure, b) recurrent pregnancy loss for couples that do not need ART, c) sex selection.

The results of karyotyping for 2650 infertile couples showed that 162 patients (3%) had abnormal karyotyping, 2.2% sex chromosome anomalies, and 0.8% autosomal aberrations. 36 patients underwent PGD in 38 cycles. Embryo transfer was done replacing only unaffected embryos. Clinical pregnancies resulted in 12 cases (31.5%) that resulted in 6 deliveries (15.8%) of 7 healthy babies.

We recently started screening our patients for thalassaemia carriers. HB eletrophoresis was done for HB A and HB A2. So far we tested 300 patients and two of them has HB A2 > 5% and were subjected to further testing for mutation detection. We started recruiting patients for PGD program for thalassaemia.
Ragaa Mansour, M.D. Ph.D., Hesham Fayek, Ph.D., Nevine A.Tawab, B.Sc., Ashraf Abdel-Razik, M.D., Adel Khalil, Ph.D., Mohamed Aboulghar, M.D., Gamal I. Serour, M.D.

Egyptian IVF-ET Center

O-17   Mild stimulation for low responders: less can be better

There is no common accepted definition for low responders.  Most strategies and stimulation protocols for these patients have failed to significantly improve results.  Minimal stimulation protocols, using sequential administration of clomiphene citrate, low dose gonadotropins, and GnRH-antagonist, produce similar success rates to conventional protocols but with a significant reduction in costs, office visits, and daily injections.  These protocols are also more patient friendly and allow patients to undergo multiple IVF treatments with the same cost of a single conventional stimulation protocol.  Physicians need to think outside the box and challenge the notion that the object of IVF is to obtain more oocytes.  The time has come to simplify the IVF treatment and decrease the cost, especially for low responders.

Suheil J. Muasher M.D.

The Muasher Center for Fertility and IVF, Fairfax, VA,

The Johns Hopkins School of Medicine, Baltimore, MD,

George Washington University, Washington DC, 

Virginia Commonwealth University, Richmond, VA


[image: image14]
Session 5

O-18    Reproductive Outcomes of Hysteroscopic Surgery

This study reviewed the outcomes of 551 hysteroscopic procedures performed at the Early Cancer detection Unit at the Ain Shams University Maternity Hospital. Patients' records were collected from the year 1996 to the year 2007.  Procedures performed were 363 (65.9%) hysteroscopic lysis of intrauterine synechia, 78 (14.2%) hysteroscopic myomectomy and 110 (20%) septum resection. Long term outcome data could be obtained for only 190 procedures (130 lysis procedure, 25 myomectomy and 35 septum resection). For hysteroscopic myomectomy menorrhagia resolved in 90.9 % and 46.7% of infertile women got pregnant. For hysteroscopic lysis of synechia only 31.5% of women with infertility became pregnant. Pregnancy rates were higher in grade I or II synechia.

For septum resection in infertile women 57.6% achieved pregnancy. While in women with recurrent miscarriage 42.4% achieved term pregnancy.

Amr El-Shalakany, Khalid Rashwan, Sherif. Hanafy, Mohamed Amer, Mounir F. El-Hao, Mahmoud Youssef

Early cancer detection Unit

Ain Shams University Maternity Hospital

Cairo, Egypt.
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O-19    Endoscopic surgery and ART : Competition or collaboration? 

Once upon time, endoscopic surgery stood as the available option for treatment of many infertility problems.

The advances in assisted reproduction techniques offered alternative and better option for infertility problem.

The arena of infertility became fighting field between endoscopic surgeons and ART specialists.

Each team claim that he still has the better option and better results.

After the dust settled, we can family say that both approaches are collaborating rather than competing to offer best results and reach optimum patient benefit.

Cases of hydrosalpinx expressed higher pregnancy rates after laparoscopic salpingectomy or tubal disconnection.

Selected cases of endometriosis perform better after preliminary laparoscopic intervention.

PCOD non-responders still may have chance for better response and avoid hyper stimulation if they were offered LOC judiciously.

Despite the rising success rate in Assisted reproduction services, still many failures occur. Only a third of IVF cycles that are started end in a pregnancy (Society for Assisted Reproductive Technology and the American Society for Reproductive Medicine, 2007).  Failure of IVF treatment can be broadly attributed to embryonic, uterine or transfer factors, but remains unexplained in most cases (Margalioth et al., 2006).  
One of the promising investigations proposed after IVF failure is outpatient or office hysteroscopy (OH). 

Hysteroscopy allows reliable visual assessment of the cervical canal and uterine cavity and provides the opportunity to perform therapy in the same setting. Moreover, routine OH prior to IVF has been suggested by a number of investigators as a minimally invasive and well-tolerated test to ensure normality of the uterine cavity before embryo transfer 

Three non-randomized controlled studies examined the inﬂuence of OH on the outcome of the subsequent IVF cycle in patients having their ﬁrst or subsequent IVF attempt (Mooney and Milki, 2003; Doldi et al., 2005; Chung et al., 2006). The three studies included patients who had OH in the cycle preceding the index IVF cycle as their study group. 
The outcome of the three non-randomized controlled studies suggests that OH improves 
The pregnancy rate in the subsequent IVF trials as well as other assisted reproduction techniques.

Those who had hysteroscopy were signiﬁcantly higher pregnancy rate than that in the control group. 

The clinical pregnancy rate was similar in the subgroups of patients who had diagnostic (66.7%) or Operative (74.1%) hysteroscopy. 

All studies showed a consistent therapeutic effect of OH when performed just before an IVF cycle. 

In conclusion, systematic review and meta-analysis of published controlled studies showed that OH is associated with improved IVF outcome when performed immediately before commencing an IVF cycle. 

Furthermore, the economic cost of adding routine Pre IVF Oh will add very minimal compared to the cost of IVF cycles. Definitely, the cost benefit for routine OH in assisted reproduction deserves second look and careful attention among infertility specialists.
Osama Shawki, M D, 
Department of Gynecology, Cairo University
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O-20   Blastocyst vitrification: 3 years and 300 cycles 

Introduction Vitrification has emerged as a reliable method for the preservation of surplus embryos during in vitro fertilization. However, a universally accepted method has not been established and numerous solutions, methods and devices have evolved, which are being used clinically. The aim of this study was to evaluate outcomes for blastocysts vitrified and warmed using a commercially available closed system, the Vit Kit® with CryoTips® (Irvine Scientific, Santa Ana, CA, USA). Materials and Methods This study involving 332 patients was conducted at Pacific Fertility Center, San Francisco (CA, USA). Following fresh embryo transfer, remaining blastocysts were vitrified on day 5 and/or 6 post retrieval. All stages of development (early, expanding, expanded and hatching) were individually vitrified using a Vit Kit® and stored individually in CryoTips® immersed in liquid nitrogen. No artificial collapsing of blastocysts or other manipulations were performed. Blastocysts were warmed on the equivalent of Day 4 in either a natural or controlled cycle and transferred after a short incubation. Pregnancy testing was performed 10 days later. Results >From 715 blastocysts that were warmed in 332 patient cycles from March 2007 through July 2009, 641 embryos (90%) were transferred, 38 embryos (5%) were not recovered and 36 (5%) did not survive. The overall implantation and clinical pregnancy rates were 30% and 45%, respectively, after transferring an average of 1.9 embryos per patient. The average number of embryos transferred, implantation and clinical pregnancy rates for oocyte donor cycles were 1.9, 29% and 40% respectively, and similar to the results for patients using autologous oocytes (2.0, 31% and 49%). From 150 pregnancies, 32 (21%) were twin and 6 (4%) were triplet gestations. Conclusions Although vitrification can be a technically challenging procedure, it is a reliable method for preserving blastocysts, as shown by the high rates of survival and implantation of vitrified and warmed blastocysts in this study. With the global move toward elective single embryo transfer, a solid cryopreservation program is an absolute requirement, and vitrification has emerged as a secure method for storage of surplus embryos. The use of the CryoTips® and Vit Kit® has proven to be a dependable way to store and recover blastocysts and achieve good pregnancy rates, with the additional benefit of being a closed system. Key words Vitrification, Blastocyst, CryoTip, Embryo, Cryopreservation.
E.Fischer , J. Conaghan 
Pacific Fertility Center, San Francisco, USA
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O-21   Poor responder and dehydroepiandrosterone DHEA, when, how and success 

Introduction: To present the possible positive effect of dehydroepiandrosterone administration in assisted reproduction and especially in poor responders, women with diminished ovarian reserve, premature ovarian failure and premature ovarian aging in the course of ovarian stimulation protocols followed either by intrauterine insemination or IVF. 

Material and methods: We report the use 50-75 mg of dehydroepiandrosterone supplementation for at least 3 months in 150 women with confirmed diminished ovarian reserve, premature ovarian failure or premature ovarian aging. Positive effect has been reported to oocyte and embryo quality, even to women aged 40-47 years. It results in natural conception or considerably improves intrauterine insemination and IVF outcome and pregnancy rates and miscarriage rate is decreased.No significant side effects are reported, and those include mainly acne.
Conclusion: The results obtained over the last few years confirm the improvement of oocyte production and pregnancy rates. More data on the dehydroepiandrosterone effect on assisted reproduction are needed.
Imad Abou Jaoude, Amer Hamze, Mohamad Aboubaker
Center of reproductive medecine and genetics Aboujaoude Hospital ,Jaleldib Beirut Lebanon
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O-22   Sr D0 AMH predicts ovarian response to COH better than D3 AMH 

Introduction: Basal serum level of anti-Müllerian hormone (AMH) has been considered as a useful marker to predict ovarian response to controlled ovarian hyperstimulation (COH) in IVF cycles. It has been reported that AMH levels show a small but significant fluctuation during normal menstrual cycles. So far in most of the studies AMH intra-cycle and cycle-to-cycle variation was not taken into consideration while affirming unprejudiced validity of measuring basal AMH to predict ovarian response to COH. Therefore, it would be rational if serum AMH level is measured on the day of confirmation of comprehensive pituitary suppression with GnRH agonist (which may be termed as day zero). The present study was hence undertaken to ascertain if AMH measurement on day zero (D0) stands as a more coherent, unbiased and cost effective marker in predicting ovarian response to COH in down regulated IVF cycles as compared to prevailing practice of basal AMH measurement. Material and Method: In prospective study, 334 women underwent conventional IVF procedure after comprehensive down regulation with GnRh analogue. The day of confirmation of down regulation was termed as D0. Serum D0 AMH in all women was measured. Women were classified into three groups based on 25 and 75 percentile of the mean value of D0 AMH. Age, day 3 FSH, E2, AMH, peak E2 & D0 antral follicle count (AFC) in three groups were compared with D0 AMH with respect to number of oocytes retrieved. Six cycles were abandoned due to no response on D8 of COH. Results: Group I (D0 AMH < 1. 0 ng/ml, n = 86), group II (D0 AMH 1.0 to 2.9 ng /ml, n = 168) and group III (D0 AMH > 2.9 ng/ml, n = 74) showed a rising trend of retrievable oocytes (Mean ± SD: 2.4 ± 2.1, 7.1 ± 3.6 and 15.7 ± 5.7 respectively) despite similar age, BMI, basal serum FSH and E2 in each group. Correlation coefficient (Pearson r) of D0 AMH (r = 0.8841, 95% CI: 0.8580 to 0.9057) was found to be the highest compared to D0 AFC (r = 0.5084), D3 AMH (r = 0.7817) and peak E2 (r = 0.8474) with respect to number of oocytes retrieved. ROCAUC of D0 AMH (0.8092, P value < 0.0001) was found to be higher than that of D3 AMH (0.7459). Cut off value of D0 AMH (> 0.5 ng/ml, %sensitivity 92.0 and %specificity 8.0) to retrieve at least one egg was more precise than D3 AMH (> 0.8959 ng /ml) when likelihood ration was 1. Conclusion: D0 AMH measurement correlates more robustly with number of retrievable oocytes than basal AMH and is the most sensitive marker of ovarian response to COH.

M.N. Chimote1, N.M. Chimote2, B.N. Mehta3, A.K. Mukherjee4, N. Sheikh5, N.M. Nath6
1- OB-GY, Vaunshdhara Clinic & Assisted Conception Centre, Nagpur, INDIA  

2- Reproductive Endocrinology, Nagpur, INDIA  
3- Biochemistry, Nagpur, INDIA  
4- Embryology, London,UK
5- Reproductive Endocrinology, Nagpur, INDIA  
6- Biochemistry, Nagpur, INDIA 
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Session 6
O-23   Management of the menopause in survivors of gynecological malignancies

Increased survival of breast and endometrial cancer sufferers meant a greater focus on the associated impairment of Quality of Life (QoL) as a result of treatment modalities or incidental symptomatic natural menopause.  Complementary therapies have failed to effectively improve QoL in these women and the potential for administering hormones has repeatedly been debated.  The need for HRT in women with “hormonally dependent cancers” is controversial.  Breast and endometrial cancers that develop during hormone replacement therapy appear to be more differentiated and are usually diagnosed at an earlier age.  The data to be presented relate to the cross sectional and cohort studies on the effect of supplementing oestrogen in women with history of breast and endometrial malignancies.  Most of the published data, albeit based on non-randomised studies, describe no detrimental effects on prognosis in these women.  

Educating the patient risks and benefits of any treatment approach is essential, thus enabling her to make informed decisions.  Treatment has to be individualised and close monitoring is necessary as are frequent reviews of the indications for continued hormonal treatment.
Farook Al-Azzawi

Director, Gynaecology Research Unit, University Hospitals of Leicester, Victoria Building, Leicester LE1 5WW   United Kingdom

O-24   Characteristic Features of Hypothalamic Amenorrhea

At the conclusion of this presentation, participants should be able to:

1. Enumerate forms of hypothalamic amenorrhea.

2. Discuss characteristic features of various forms of hypothalamic amenorrhea.

Hypothalamic amenorrhea may be defined as the absence or cessation of menstrual cycles in the absence of any clinically demonstrable anatomic or functional abnormalities in the pituitary-ovarian unit or any anatomic abnormalities in higher brain centers. All forms appear to have increased (but still normal) circulating levels of cortisol compared to normal menstruating women. This leads to the hypothesis that stress, expressed as activation of the hypothalamic-pituitary-adrenal axis, can lead to inhibition of follicular development and consequent reproductive dysfunction in women. Forms of amenorrhea associated with increased circulating cortisol levels include psychogenic (hypothalamic) amenorrhea, exercise-associated amenorrhea, anorexia nervosa, and Cushing syndrome. Features of each of these disorders will be discussed.

Robert W. Rebar, M.D., Executive Director, American Society for Reproductive Medicine, Birmingham, AL, USA.
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O-25    IVF?  Yes, but when?  (how to determine how promptly should people be referred to IVF?)
Introduction: While IVF was originally designed for treating infertility that stemmed from tubal disease – blocked or absent tubes – this indication only affects today a minority of women undergoing IVF.  Together with extreme male factors who cannot reasonably expect conception outside of ART, one commonly reckons that IVF-ICSI is the primary and only treatment for barely 40% of couples undergoing ART in industrialized countries.  For the others, IVF-ICSI constitutes not the only possible treatment but rather, the last-resort option to be considered after all others have failed.  For this larger share of our ART patients, the question therefore is: When should we revert to IVF-ICSI?  Undertaking ART too soon will lead to lots of ART cycles, some in women who might have spontaneously conceived if they had tried a little longer.  Rushing to ART with excessive haste will thus generate undue complications from IVF notably, in terms of multiple pregnancies.  Conversely, ART undertaken too late in certain women may mean failure, sometimes definitively.  The concern therefore for what stands as the majority of IVF candidates – a reasonable estimate is approximately 60% – is to astutely determine the urgency with which one should revert to IVF.  

Unexplained infertility, a moving-target diagnosis.  Some have contended that ‘retaining unexplained infertility appears unsustainable as an independent diagnosis’ (Barad D and Gleicher N.  HR 2006;21:1951-6.).  The propounders of these drastic views contend that ‘unexplained infertility’ is a ‘non-diagnosis’ that is at best, highly subjective and inaccurate and, at worst, non-existent.  They further allege that unexplained infertility only reflects the insufficient efforts undertaken for diagnosing the cause of infertility.  We object to this lecturing approach, thinking that it only leads to diluting the issue by proposing a multitude of diagnoses that are actually ‘contributing’ rather than ‘true causes’ of infertility.  Functionally speaking all these causes of infertility – other than blocked tubes and severe male factor – share one common denominator, pregnancy could spontaneously occur but has not yet occurred.  Infertility is thus relative.  For all these cases therefore, IVF is the last resort option.  The question therefore is: When is it appropriate to revert to IVF?  

Determining the urgency with which couples should revert to IVF is a complex issue, one which calls on several factors amongst which, we prioritize the following three:

1. What are the chances of spontaneous pregnancies?  This issue is particularly pertinent in case of tubal and male factor.  When the tubes are not blocked but altered, a laparoscopy is necessary to determine whether the problem is fixable and get a better sense of the true damage to the tube.  In case of male factor, the number of motile sperm cells retrieved after sperm preparation (migration/survival test) is the most predictive information.  One Mi motile sperm retrieved is the most common cutoff value retained for predicting the possibility of spontaneous pregnancy.  

2. Is there a medical urgency for undertaking ART?  Stated differently, this question amounts to determine whether the chances at ART might dwindle down if ART is delayed, say by 6-12 months.  The most common concerns about the possibility that ART outcome might deteriorate with time are about ovarian function and the possibility of premature or early aging.  This is particularly preoccupant when infertility is ‘unexplained’, as one may later uncover in these cases that the underlying cause of infertility was in fact an occult form of ovarian failure not diagnosed by the routine screenings.  Assessing ovarian function – determining the ovarian reserve, as commonly said – is not a simple task.  All the tests that currently exist provide a quantitative reflection of the number of remaining follicles, not qualitative ones.  By and large, they predict ovarian responses to COH – strong or weak – not pregnancies.  

3. Are the intermediary steps – the non-IVF treatments – worthwhile and cost effective?  Reindollar’s group (Fertil Steril 2008;89:364-7.) at Harvard undertook a prospective trial that compared the respective efficacy of 2 therapeutic approaches in unexplained infertility.  In one treatment arm – the classical approach – women first underwent 3 cycles of clomiphene citrate (CC)-IUI followed by 3 cycles of FSH-IUI before undergoing IVF.  The alternate management – ‘fast track’ – consisted in going straight to IVF.  In the classical approach, pregnancy rates (PR) were 8.2% and 9.8% per cycle for CC-IUI and FSH-IUI, respectively.  On the contrary, PR was 32.7% for IVF in the fast track arm, a value higher than that of 28% observed in women undergoing IVF after failing non-IVF treatments in the classical arm.  Based on their results, the authors conclude that rapid referral to IVF was more effective – including cost-effective - than the so called ‘classical approach’ that offers a step-wise progression with CC-IUI and later FSH/hMG-IUI cycles prior to IVF.  Median time to pregnancy was 8 and 11 months in the accelerated and conventional arms, respectively.  Average charges per delivery were $9,800 lower (95% CI, $25,100 lower to $3,900 higher) in the accelerated arm compared to conventional treatment. 

This study did not compare however the value of undergoing straight to IVF vs. providing extra time for natural conception when the hormonal work up provides reassuring values, nor did it assess the value of surgery in selected cases.  

In conclusion, knowing how fast one should revert to IVF is an issue of paramount clinical importance for the infertile couples and public health concerns alike.  Parameters available for ovarian reserve testing foresee poor responses to COH but are notoriously inept at predicting pregnancies.  Recent data suggest that mandating that all women whose tubes are patent and the spouse’s sperm compatible with in vivo fertilization first undergo sets of non-IVF treatments is ill advised and non cost-effective.  Rather, we recommend that therapeutic approaches are individualized whenever possible.  These should contemplate wider possibilities of surgical explorations in search for pelvic adhesion and endometriosis each time ovarian reserve testing is normal and in certain circumstances, further trying at spontaneous conception may be envisioned.  Non-IVF treatments – CC/FSH-IUI cycles – should be more sparsely used – never systematically in our eyes – and better targeted. 
D. de Ziegler, C. Ferretti, V. Gayet, A. Marszalek, V. Blanchet, B. Borghese, C. Chapron.
Université Paris Descartes – 
Hôpital Cochin, Paris France.  
E-mail: ddeziegler@orange.fr  
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O-26   Is it possible to be patient friendly in IUI treatment cycles ?

Ovarian stimulation improves the cycle fecundity rate in part by increasing the number of follicles available for fertilization and correcting subtle, unpredictable ovulatory dysfunction. Combined with intrauterine insemination (IUI), ovarian stimulation is recommended for many causes of infertility with patent tubes. Various hormonal treatment protocols have been used for ovarian stimulation, including CC and hMG, alone or in combination. Several factors can account for the improvement in cycle fecundity with stimulated IUI therapy, regardless of the apparent etiology of infertility: the number and concentration of sperm in the upper genital tract are increased; simultaneously several oocytes are made available.
 
Currently, because most patients undergoing IUI also receive ovarian stimulation, the main concern is the efficacy of the agent used for stimulation. 
Until recombinant human FSH (rFSH) has been recently marketed, all available human FSH pharmaceutical preparations were made from postmenopausal urine extracts. rFSH preparations, which are completely lacking of any LH activity and extraneous human protein, have numerous advantages. 


The comparison of different gonadotropin preparations was performed in some studies for IVF cycles. However, there is no satisfactory data in IUI cycles. In a prospective randomized study uFSH and rFSH were compared in IUI cycles . But, prospective randomized comparison of rFSH, uFSH and hMG has not been performed in IUI cycles. I

In our publication, we compared the performance of three different gonadotrophins in stimulated IUI cycles (Demirol and Gurgan, Hum Reprod, 2007). Two hundred forty-one couples prospectively randomized into three groups: 81 in the follitropin-alpha; Group I (Gonal-F, Serono,Turkey), 80 in the highly-purified uFSH; Group II (Metrodin-HP, Serono, Turkey), 80 in the hMG; Group III (Pergonal, Serono, Turkey).

Ovarian cycle stimulation was started on the second or third day of menstruation after the basal transvaginal ultrasound (TV-USG) with 75 IU of gonadotropins if the patient’s body mass index (BMI) < 25 kg/m2 and 150 IU if the patient’s BMI ≥ 25 kg/m2 with daily injections. Stimulation of the cycles was monitored by serum estradiol (E2) level and transvaginal sonography and gonadotropin doses were adjusted individually. Human chorionic gonadotropin (hCG, 10,000IU) (Profasi, Serono, Turkey) was given on the day which one or more follicles of ≥16mm diameter. Patients with decreasing estradiol levels or more than three follicles of ≥16 mm, on the day of HCG; the cycle was cancelled. A single insemination per cycle was performed after the 36 h of HCG administration.

With regard to the ovarian cycle parameters; there was no significant difference in terms of duration of stimulation but, mean gonadotropin dose consumed per cycle was significantly low in the rFSH group than uFSH and HMG groups (825 IU in follitropin-alpha, 1107 IU in uFSH and 1197 IU in HMG groups; p< 0.05 ). 

The number of follicles ≥ 16 mm diameter was significantly high in rFSH group with respect to the uFSH and HMG groups (2.1 in follitropin-alpha, 1.3 in uFSH and 1.4 in HMG groups; p: 0.001) and harmoniously E2 concentration on the day of HCG was significantly high in rFSH group (644 pg/ml in follitropin-alpha, 395 pg/ml in uFSH and 455 pg/ml in HMG groups; p: 0.001). There was no difference among the groups with respect to the endometrial thickness on the HCG day. 

Clinical pregnancy rate was significantly high in rFSH group (25.9% in follitropin-alpha, 13.8% in uFSH and 12.5% in HMG groups; p : 0.04). There was no significant difference according to the multiple pregnancy, abortion rate and ovarian hyperstimulation syndrome (OHSS) among the groups.
Timur Gurgan, M.D, Professor,
Hacettepe University, Faculty of Medicine, 
Dept of Ob&Gyn, 
Reproductive Endocrinology and IVF Unit, Ankara
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Session 7

O-27   Hysteroscopic management of endometrial pathologies

Fibroids are one of a number of structural abnormalities in the uterus that may cause abnormal bleeding. The list also includes endometrial polyps, endometrial hyperplasia and adenomyosis. Most submucous myomas and clinically significant endometrial polyps are not identified by blind procedures, such as a dilatation and curettage, or endometrial biopsy. Hysteroscopy is an excellent method for not only identifying intrauterine lesions but also removing them. 

Submucous Fibroids

Uterine leiomyomas are benign solid tumors occurring in about 20% to 30% of women during their reproductive years. The unipolar or bipolar resectoscopes that are most ideally designed to remove intrauterine lesions. The most commonly used resectoscopes are monipolar instruments, in which case the uterine cavity is distended with a low- viscosity non-electrolyte-containing fluid, such as sorbitol, glycine or mannitol. A bipolar resectoscope is available which has the safety of bipolar energy and must be used with normal saline as a distending medium.

Polips

A polypoid structure may be a leiomyoma, adenomyoma, or an endometrial polyp. Endometrial polyps originate from the middle or basal third of the endometrium and may or may not be covered by functioning endometrium. When a polypoid structure is being removed, it is possible to transect the base by dropping the 90° electrode into the stalk. It may be necessary to do this in more than one side of the stalk.

Abnormal Uterine Bleeding

In general, abnormal uterine bleeding has been recognized as a frequent and serious problem affecting women for hundreds of years. Its management has included attempts at destruction of the endometrium, especially for women who refuse hysterectomy  or are poor candidates for major surgery.

Intrauterine Adhesions

Intrauterine adhesions may interfere with both normal reproduction and menstrual patterns. Three stages of  intrauterine adhesions are defined: mild adhesions are filmy adhesions composed of basalis endometrial tissue producing partial or complete uterine cavity occlusion; moderate adhesions are fibromuscular adhesions, characteristically thick, still covered with endometrium that may bleed upon division, which partially or totally occlude the uterine cavity; and severe adhesions are composed of connective tissue only, lacking any endometrial lining, and not likely to bleed upon division, they may partially or totally occlude the uterine cavity.  Intrauterine adhesions frequently result in menstrual abnormalities, such as hypomenorrhea or even amenorrhea, depending upon the extent of uterine cavity occlusion. When total amenorrhea and total uterine cavity occlusion exist, the patient will generally be infertile. Other problems associated with intrauterine adhesions are premature labor, fetal demise and ectopic pregnancy. When pregnancy is carried to term, placental insertion abnormalities, such as placenta accreta, percreta or increta, may occur.  When surgical treatment is undertaken, results are much improved if the corrective surgery is performed under direct visualization using a hysteroscope. Treatment of intrauterine adhesions with hysteroscopic scissors is the most common method employed. This is performed utilizing flexible, semirigid and, occasionally, rigid or optical scissors. Treatment of intrauterine adhesions utilizing the resectoscope is an alternative to mechanical tools.

Sterilization

The methods for tubal occlusion are: Chemical (caustic substances), Mechanical (tubal blocking devices) and Thermal (electrosurgical and laser). All combinations of access and occlusion methods have been attempted to try to effect high rates of closure, with low complication rates.

Uterine Abnormalities

A septate uterus distorts the symmetry of the uterine cavity and may interfere with normal reproduction. When surgical treatment is required, it can be provided transcervically via the hysteroscope utilizing a variety of methods. These include mechanical hysteroscopic scissors, thermal energies via the resectoscope and laser energy via fiberoptic lasers. Hysteroscopic treatment provides a less-invasive approach to divide the uterine septum
Prof. Cihat UNLU, M. D.,

Acıbadem University Hospital, Istanbul, TURKEY
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O-28  IVF for Fertile Couples
The objective of Invitro fertilization is to help subfertile couples to get healthy babies. The concept of healthy baby should always be the target of clinicians. However, the scope of IVF should be expanded to include also some fertile couples who otherwise would be unable to get healthy offspring. The best example for us in Arab world is couples with Thalathemia who want to avoid the risk of transmission of this genetic disease to their children. In this talk, we'll discuss how this can be the future of IVF and its limitations: prevention of disease.
Hesham Al-Inany, M.D, PhD ( Amsterdam University)
Associate Prof., Cairo University
Editor, British journal of Obstetrics & Gynecology
Editor, Gynecologic Obstetrics Investigations
Winner of Cairo University award of excellence, 2002, 2007
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O- 29   Endocrine factors of Reccurent Miscarriages.
Antonis Makrigiannakis (Greece)
Abstract not received

O-30   Role of endoscopic surgery of hydrosalpnix prior to IVF/ICSI in modern practice 

In recent years, there is an increasing interest in finding a correlation between the presence of hydrosalpinx and early pregnancy loss and poor implantation and pregnancy rates following IVF/ICSI probably due to alteration in endometrial receptivity. It is suggested that women with hydrosalpinges should be offered salpingectomy, preferably by laparoscopy, before IVF treatment because this improves the chance of a live birth. The effectiveness of draining of hydrosalpinges or performing salpingostomy on improving live birth rate during IVF needs further evaluation.   Sometimes, laparoscopic access to the isthmic part of the tube is not feasible even in experienced hands particularly in patients with history of repeated laparotomies, intestinal reanastomosis, or kidney transplantation.  This situation may pave the way to hysteroscopic occlusion of the fallopian tubes based on the reported success in hysteroscopic tubal cannulation and sterilization techniques. 

Dr. Atef M.M. Darwish, MD, PhD

Professor, Department of Obstetrics & Gynecology,

Woman’s Health University Hospital,

71111 Assiut P.O. Box: (1) Assiut, Egypt

e-mail: atef_darwish@yahoo.com
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O-31  A simplified ICSI protocol with improved outcome

Hassan Ali (Egypt)

Abstract not received

O-32   Follicular vascularity & oocyte quality

The female reproductive tract provides an outstanding model for the study of physiological neoangiogenesis.

Follicular angiogenesis is crucial for folliculogenesis. Ovarian follicles and corpora lutea have been shown to contain and produce angiogenic factors. Vessels in the corpus luteum have the highest blood velocities in human body.

During the immediate pre-ovulatory period, increased follicular angiogenic activity mediated by

elevated levels of VEGF is observed in peri-follicular vessels. This vasculature shows increased

capillary sprouting and vascular permeability. Following ovulation, rapid growth and infiltration of

capillaries within the follicular wall contributes to luteal vasculature. This is essential for corpus

luteal formation and function.

Study of follicular angiogenesis and factors affecting vascularisation is fundamental in

understanding follicular recruitment, atresia, growth, development, selection, ovulation and

formation of the corpus luteum.

Advances in high resolution and 3 D ultrasound with the use of colour and power Doppler have

provided us with a non-invasive method and a unique opportunity to study follicular vascular

changes from an early antral stage to ovulatory stage and later the luteal vasculature. Longitudinal observations in spontaneous and stimulated cycles could provide answers to questions relating to altered folliculogenesis in fertile and sub fertile women. Studies have suggested strong positive correlations between follicular blood velocity and oocyte quality. High flow is closely related with follicular oxygenation, better quality oocytes and normal ploidy (oocyte health). Gonadotrophins seem to have an effect on production of angiogenic factors from follicular/luteal cells. It has been shown that increased vascularity is associated with ovarian hyperstimulation syndrome (OHSS) and reduced vascularity is associated with poor ovarian response to FSH.

Assessment and monitoring of follicular vascularity in conjunction with endometrial changes in

spontaneous cycles is useful in making natural cycle IVF treatment more successful. Similarly,

measurement and monitoring of follicular and stromal blood flow could prove to be an essential

tool to estimate ovarian sensitivity to gonadotrophins and to make minimal stimulation IVF more

effective. The effect of follicular aspiration on the formation and health of corpus luteum could be

studied with the use of advanced ultrasound Doppler examination. In the era of ‘Single Embryo

Transfer (SET)‘, we are constantly seeking markers to select the best embryo for transfer in order to reduce multiple pregnancies. ‘Follicles with the highest vascularity and blood velocities’ could give the ‘Best Embryos’ needed to improve success with Single Embryo Transfer (SET).

Further research is required to investigate what factors affect follicular blood flow and whether we

can manipulate it in order to achieve improved methods of fertility regulation in humans.

References: 1. Redmer DA & Reynolds LP.Angiogenesis in the ovary, Rev Reprod, 1996; 1 (3)182-92

2. Mattioli M,Barboni B,Turriani M et al. Follicular activation involves VEGF production & increased blood vessel extension; Biol Reprod;2001 65 (4):1014-9
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O-33 Endometriosis and infertility

Objective: The aim of this study to determine the incidence of endometriosis among patients who did diagnostic laparoscopy in Al-Basheer Hospital and to discuss possible ways of treatment.

Design: study from October 1st 2006 to September 1st 2008

Setting: obstetrics and Gynecology Department at Al-Basheer Hospital.

Methods: There were 120 cases of diagnosed primary infertility, for all of them hormonal study was done previously, semen analysis for husbands within normal parameters.

All cases underwent diagnostic laparoscopy with methelyne blue test ispite of some cases H56 (Hysterosalpingiography) was done for them.

Result: Out of the 120 infertile women 40 cases diagnosed to have endometriosis mainly on the pelvic l’eritoneum and uterine ligaments (Dark red spots 0.3-0.5 cm) with incidence of 33.3 %.

Out of the 40 case 30 found to have endometriotic spots on pelvie peritoneum and uterine ligaments (70 %), 18 cases had pelvic filmy adhesions,2 cases with ovarian endometriosis.(spots on ovarian surface 1-2 cm) 5 %, 4 cases were with tubes and six cases with dye test negative from one side and positive from the other, with over all incidence 25 % (tubal defect).

Conclusion: Incidence of endometriosis among infertile women was high 33 %, the main way to treat was by giving decapeptyl for 3-6 months, adhesiolysis at time of laparoscopy.

Introduction: Definition of endometriosis is the presence of endometrial glands and stromal tisuue outside the uterine cavity and musculature.

Symptoms of endometriosis are mainly pain and failure to conceive. 20-30 % of women investigated for infertility are found to have endometriosis.

The role of severe endometriosis in infertility (extensive fibrosis and adhesion formation causing marked distortion of pelvic anatomy) is clear, but the most difficult treatment problems arise in cases of minimal to moderate endometriosis.

The association between endometriosis and infertility may be explained by different mechanisms.

Endometriosis should be suspected in women with sub fertility.

The diagnosis is only made when the pelvis is inspected by laparoscope. The most commonly affected sites are the pelvic organs and peritomen.

The disease varies, small lesions to solid infiltrating masses and ovarian endometriotic cysts (endometriomas).

In this study, the pelvis was inspected by laparoscopy and different forms of endometriosis were seen.

Materials and Methods: Al- Basheer hospital is a central teaching hospital in Amman.

One hundred twenty women who underwent diagnostic laparoscopy during the period of October 1st 2006 to September 1st 2008 were enrolled in this study.

The indication for laparoscopy was primary infertility.

The mean age 32 years (26- 38). Period of marriage (1- 4) years.

For all patients hormonal study was done previously and pelvic ultrasound with no obvious abnormalities, semen analysis within normal parameters for husbands.

For all patients dye test with methelyne blue done inspite of some patients HSG (Hysterosalpingiography) was done for them.

Results:40 patients found to have endometriosis mainly on the pelvic peritoneum and ligaments of the uterus (0.5 cm red spots).

18 of them with filmy adhesion.

2 cases ovarian endometriosis (spots on ovarian surface 1 -2 cm)

4 cases were with dye test (negative) blocked tubes.

30 cases were with dye test (positive) from both tubes.

6 cases dye seen from one tube.

	Pelvic peritoneum and uterine ligaments
	70 %

	Fallopian tubes
	25 %

	Ovaries
	5 %


Conclusion: Provment of high incidence of endometriosis was reached in this study, the diagnostic way was by laparoscopy. The incidence in primary infertility was 33.3 %.

The most affected sites were pelvic peritoneum and uterine ligaments then fallopian tubes and ovaries, most common types were red spots.

The main way to treat were by giving decapeptyl for three to six month and adhesiolysis at time of laparoscopy.

The effect of treatment and incidence of pregnancy there after will be seen in farther studies.

Katrin M.Kandah

Department of obstetrics and Gynecology  Al-Basheer Hospital-Amman-Jordan
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O-34   Assisted reproductive technology in the kingdom of Saudi Arabia

Assisted Reproductive Technology in the Kingdom of Saudi Arabia Hassan S.O. Abduljabbar, Rubina Amin ABSTRACT Aims This paper aims at presenting details of the application of assisted reproductive technology and the impact of the Islamic law (Sharia) on its practice in Saudi Arabia. Methods Data was sourced from manual searches of bibliographies from key articles and reviews of abstracts from various meetings. This was supplemented by additional searches using Advanced Pub-Med and Google. Various aspects of Assisted Reproductive Technology were examined. Results Analysis of the data showed that this technology in Saudi Arabia is practiced in a strictly religious manner and certain aspects of the technology are completely forbidden. These include gamete and embryo donation and surrogacy, treating single women and same sex couples, posthumous insemination and gender selection. There are no issues about the status, control and fate of embryos and therefore there is no restriction on the use of human embryos for experimentation in Saudi Arabia. . It further showed that the lack of official government in-vitro fertilization (IVF) registry to gather information on the activities of IVF clinics has limited the data available for international comparisons. Conclusion Sharing information internationally could allow religiously concerned infertile couples to have access to the reproductive services in the Kingdom. It would further improve the quality of care, enhance certain techniques like in-vitro maturation and experimentation on embryos by providing resources that are currently unavailable, keeping in view the religious beliefs and avoiding conflicts. Keywords: Assisted Reproductive Technology, Islamic law, Saudi Arabia.

Hassan . S. Abduljabbar1,R. Amin2
1- KAUH, Jeddah, SAUDI ARABIA
2- UDH, Jeddah, SAUDI ARABIA
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O-35  Hysteroscopy after failure of IVF cycles toles and benefits

Hysteroscopy allows diagnosis and management of intrauterine lesion that might impair fertility. Our study was conducted to evaluate the reproductive outcome in patients who underwent hysteroscopy after IVF failures.  

Study design:Retrospective study

Setting:Academic tertiary center Department of Obstetrics and Gynecology, McGill University, Montreal, Quebec
Materials and Method:Review of medical records of patients who had hysteroscopy after 2 IVF cycles failure. 

Outcome :The main outcome was IVF clinical pregnancy rates after hysteroscopy. We also evaluated the type and prevalence of pathologic findings

Results:From January 2005 to August 2006, we performed 158 hysteroscopies in women who had had two failed IVF cycles treatment. The age of patients was 34.4±4.0 years. Uterine pathology was found 68/158 (43%) of patients, and the pathologic findings were endometrial polyp (14.5%), adhesions (14.5%), submucous myoma (6.3%), and uterine septum (7.5%). Six patients were found to have cervical stenosis (3.8%). The subsequent overall pregnancy rate per-cycle was 41.7% (66/158). The pregnancy rates per cycle were 41% in women with normal uterine cavity, and 43% in those whose lesions were treated.  
Conclusions:Intrauterine pathology is common in women undergoing IVF treatment. Hysteroscopic evaluation of the uterine cavity during the infertility evaluation and after IVF failure may provide accurate tool in assessing uterine cavity in addition to the concurrent treatment of encountered abnormality. Hysteroscopic treatment of intrauterine lesion leads to a pregnancy rate similar to that in women with normal uterine cavity

Keywords: Hysteroscopy, IVF

Nadia Kabli, Seang Lin Tan & Togas Tulandi
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O-36   Therapeutic potential of cord blood stem cells

Human umbilical cord blood stem cells are presently used as a replacement for bone marrow transplantation. Recent evidence has indicated that tissue specific adult stem cells have the ability to give rise to tissues of non-related lineages. We have demonstrated the ability to expand UCB stem cells in vitro and to derive non-hematopoietic tissues from these human UCB samples thereby offering exciting opportunities for tissue therapeutics and avoiding many of the ethical and practical barriers that presently exist with the use of human embryonic stem cells. 

UCB stem cells grown in media containing FGF, SCF and Flt3-ligand appeared to be reprogrammed to become multipotent. We were able to direct the reprogrammed cells to form several different mature tissue types including pancreatic beta cells, oligodendrocytes and rudimentary blood vessels in vitro, and in vivo in immunosuppressed mouse and rat models. In addition, we discovered that stem cells secrete a peptide signal that inhibits the growth of epithelial cancer cell lines in vitro. We believe that UCB stem cells may be of importance in the near future for clinical therapeutic use.

Robert F Casper MD
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O-37   Genetics of PCOS; new tools - new opportunities

PCOS is the most common endocrine disorder in women characterized by anovulation, hyperandrogenism and polycystic ovaries at ultrasonography. Besides infertility, PCOS is associated with (central) obesity, insulin resistance, dyslipidemia, diminished overall wellbeing, as well as increased risk of pregnancy complications and compromised children outcomes. PCOS should be considered a complex genetic condition, where genetic susceptibility coincides with environmental factors. Only under those conditions the full phenotype is being expressed. Depending on diagnostic criteria used the incidence of PCOS has been described between 6-20% of the general female population. Because obesity is increasing globally, it is expected that even more women will be diagnosed with PCOS in the coming years. Therefore, PCOS belongs to the category of major complex diseases currently being explored with novel genetic tools. Especially genome wide association studies have elucidated many new genes involved in conditions such as obesity, diabetes, hypertension, neurologic disease and cancer. 

A familial distribution of PCOS has been well established, although the mode of inheritance remains unknown. Based on pathophysiological considerations much attention has focused on gene mutations involved in androgen biosynthesis and insulin action. Although promising results were reported initially, properly powered studies subsequently failed to establish a clear association. Numerous other genes have been studied without success in the context of PCOS. Only recently, several single nucleotide polymorphisms (SNPs) could be linked to PCOS (and outcomes of ovulation induction). This preliminary work requires further confirmation and exploration. Three recent studies explored the patterns of gene expression in ovarian tissue or cells of PCOS patients, elucidating novel general pathways possibly involved in this condition. Ongoing research efforts gear towards genome wide association studies (GWA) in well phenotyped PCOS women. 

In conclusion, current efforts aiming to elucidate the genetic background of PCOS has failed to clearly identify underlying mechanisms. The inclusion of large series of well phenotyped patients in studies investigating many genes seems the only way forward to identify novel pathways involved in this common complex condition.

Prof. Bart CJM Fauser, M.D., Ph.D.

Department of Reproductive Medicine and Gynecology

University Medical Center, Utrecht, The Netherlands
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Session 10

O-38   Endometriosis and infertility: of surgery and ART, which should come first?  

Endometriosis – a disease of unknown origin – causes pain and infertility.  While infertility has long been associated with endometriosis, the mechanisms by which endometriosis interferes with reproduction are still debated.  For clarity sake, we will review in our presentation the patho-physiology of endometriosis and infertility according to the site where the putative mechanisms are exerted.  In doing this, we retained three primary territories where endometriosis exerts its effects on reproduction.  These are the pelvic cavity, ovaries or uterus.  The primary aim of our functional approach is to outline the mechanisms of action whereby surgical and/or medical treatments of endometriosis may help to conceive either in vivo or in vitro. 

In the pelvic cavity, endometriotic implants induce an array of inflammatory reactions. These primarily consist in the accumulation of macrophages that produce pro-inflammatory and angiogeneic factors.  Taken together, this favors further disease development and alters peritoneal fluid (PF) properties.  In vivo and vitro studies concurred to indicate that PF from women suffering from endometriosis is prone to interfere with all the steps of reproduction but particularly, with sperm-oocyte interactions.  This explains that endometriosis (i) hampers in vivo fertilization and (ii) its treatment’s primary benefit – aside of alleviating pain – is to improve the chances of natural conception during the 6-18 months following surgery.  Surgery should be proposed therefore to women who may conceive naturally (sperm, tubes) and whose ovarian reserve allows to try this for at least a year after surgery.  

Conversely; there is now ample evidence that surgery does not ameliorate IVF outcome and in certain cases, actually further reduces an already compromised ovarian reserve.  The latter may quell if not totally dampen the ovarian response to controlled ovarian hyperstimulation (COH) needed in ART.  As a general rule therefore, surgery should not be offered to women needing ART, whatever the indication for ART may be (coexisting male factor, tubal factor or urgency because of diminished ovarian reserve).  Exceptions to this rule should be recognized however.  They include the existence of pain, hydrosalpinges mandating salpingectmy and endometrioma of excessive size (>5cm) that impede access to ovarian follicles at the time of oocyte retrieval.  

Finely, there is accumulating evidence that the inflammatory process developing in the pelvic cavity in case of endometriosis also affects the uterus and the eutopic endometrium.  In the uterus, production of PGE2 leads to activation of CYP19.  Activation of aromatase expression leads to local production of estrogen.  Furthermore this process is accompanied by progesterone resistance and hampered expression of the organization gene HOX-A10, all of which accounts for altered endometrial receptivity in endometriosis.  Ovarian suppression using GnRH-a or the OC pill corrects all the endometrial alterations that have been studied.  This provides a practical explanation for the clinical observation first reported by Schoolcraft’s team that ovarian suppression prior to IVF (GnRh-a) improves outcome.  It is indeed plausible in light of the results summarized above that ovarian suppression whatever the mean used may be improves endometrial receptivity in endometriosis.  

In conclusion, surgery for endometriosis – superficial or severe – improves in vivo fertilization.  Surgery is therefore primarily indicated early in the process of treating infertility and endometriosis for women whose tubes are patent and spouses’ sperm is compatible with natural conception.  Furthermore these women’s ovarian reserve status must be compatible with the need to dedicate 6-18 months – in general one year – for attempting to naturally conceive after surgery.  The possibility to naturally conceive after surgery is indeed the primary benefit to be gained from surgery in case of infertility associated with endometriosis.  Conversely, surgery is by and large not indicated prior to ART, as reports concur to indicate that it fails to improve IVF outcome and may actually harm ovarian responses to COH.  Finely, medical treatment suppressing ovarian function – using GnRH-a and possibly, the OC pill for 1-3 months – improves IVF outcome probably by normalizing endometrial receptivity.    

D. de Ziegler, C. Ferretti, V. Gayet, A. Marszalek, V. Blanchet, B. Borghese, C. Chapron.
Université Paris Descartes – Hôpital Cochin, Paris France.  E-mail: ddeziegler@orange.fr  
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O-39   Fertility Preservation Techniques and Strategies before and after Cancer treatments

There are many male and female patients of young age diagnosed with some form of invasive cancer. With current treatment regimens, including aggressive chemotherapy, radiotherapy, bone marrow transplantation, and surgery, the cure rate for some malignancies now is very high. These treatments, however, can lead to gonadal failure and permanent infertility. Fertility preservation is a significant concern for such men and women faced with cancer treatment.

Today, 1 in 700 young adults is a cancer survivor and it is estimated that 1 in every 250 adults will be a childhood cancer survivor in 2010. In United States, more than 20,000 children and young people of reproductive age are exposed to of chemotherapy and/or radiotherapy every year. Also, delaying childbearing for social or financial reasons leads to more women suffering from fertility threats due to early-stage cancers discovered.

Advances gradually obtained in cancer management performed using surgery, radiotherapy and chemotherapy have resulted in significantly improved cure rates especially in young patients with certain malignancies. Thus, the patients may hope relatively higher cure rates associated with long term survival. Nevertheless, currently used cancer therapies are often detrimental to fertility. The ovaries are highly susceptible to such therapies and may be damaged significantly after chemotherapy and/or radiotherapy. Therefore, the patient may suffer from premature menopause and infertility which may impact her quality of life and self-esteem significantly. 


The most common adverse effect of cancer therapies is premature menopause. Even if the patient experiences normal menstrual cycles after cancer therapy, premature menopause will be more likely due to the reduced follicular reserve. 

Several alternatives have been attempted in effort to preserve fertility in young women undergoing cancer treatment. Although the ovarian tissue cryopreservation has recently been the focus of intense investigation, cryopreservation of embryos and mature oocytes has several advantages over ovarian tissue preservation. Also there are some strategies for minimizing female gonadal toxicity caused by cancer therapy including use of radiation shields, transposition of the ovaries out of irradiation field, suppression of ovaries by administration of gonadotropin releasing hormone agonists during adjuvant chemotherapy. In addition, fertility-saving surgical approaches are used in selected women with gynecologic cancers instead of more radical surgical procedures.


Similarly, fertility preservation options such as conservative surgical approaches including partial orchiectomy with or without cryopreservation in testicular cancer patients and at least sperm cryopreservation in other male cancer patients should be offered before initiating therapy. Use of embryonic stem cells as a source for gametes also emerges as a hope in male and female cancer survivors.  

Timur Gurgan, M.D, Professor, Hacettepe University, Faculty of Medicine, Dept of Ob&Gyn, Reproductive Endocrinology and IVF Unit, Ankara
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O-40   Repeated Implantation Failure. Two Evidence and novel approaches

The immunological relationship between mother and conceptus still remains a mystery, although the recent advances in molecular biology have lighten a lot of the parameters that participate in feto-maternal cross-talk during implantation. The atypical expression of major histocompatibility complex (MHC), the specific role of some hormones and cytokines, as well as the modified function of cellular constituents of the feto-maternal interface, represent substantive parameters of fetomaternal immunotolerance during implantation. However the implantation process is currently considered the most important limiting factor for the establishment of a viable pregnancy and the fertility physician is often called upon to perform the unpleasant task of counselling an infertile couple after repeated implantation failure (RIF). Aetiology is often not clear and treatment options are indistinct. Some of these include hysteroscopic treatment, myomectomy, preimplantation genetic diagnosis for aneuploidy screening (PGS), assisted hatching, blastocyst transfer, zygote intra-Fallopian transfer (ZIFT), salpingectomy of hydrosalpinges and immunological treatment. Since some of these remedies have not been proven to be effective(the evidence behind some of these is robust), assisted reproduction programmes should resist offering treatment options that are not evidence based at least until well designed randomized studies show the value of what are today considered as empirical treatments.

A.Makrigiannakis

University of Crete, Iraklion, Crete

Rept. OB/GYN
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O-41  New biomarkers in ovulation induction 

Investigators have focused on identifying a genetic tool that could predict the response to gonadotropin stimulation, by implementation of a patient’s genetic profile in the process of ovulation induction. In this context, several genes have been studied, including those of the molecules involved in the estrogen pathway and the follicle-stimulating hormone (FSH) receptor gene. Many polymorphisms of the FSH receptor gene have been discovered, but the most studied are the Ser680Asn and Thr307Ala ones. The Ser680Asn polymorphism of the FSH receptor gene has been found to influence the ovarian response to FSH stimulation in women undergoing IVF, as the FSH receptor in women carrying the Ser/Ser genotype appeared to be more resistant to FSH action. The clinical implications of this finding 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, determine the required FSH dose and avoid the possible complications related to FSH stimulation.

In the present study, we have examined the frequency distribution of the Ser680Asn polymorphism of the FSHR, in ovarian dysfunction (OD) infertile women, ‘poor responders’ (PR) and normo-ovulatory controls (good responders, GR) of Greek origin.
This preliminary study demonstrates that for OD patients the FSHR Ser/Ser variant was more prevalent (45.5%), while the Asn/Ser variant is correlated with more follicles and oocytes. Furthermore, data from the three different groups leads to the suggestion that the Ser/Ser variant is related with a higher level of serum FSH while the Asn/Ser variant with a lower. Furthermore, in the GR group, patients belong more often in the Asn/Ser genotype. 

Also we examined the frequency distribution of the Pvu II and Rsa I polymorphisms of the estrogen receptor 1 (ESR1) and estrogen receptor 2 (ESR2) genes respectively, in Greek patients undergoing IVF. This pilot study shows that CC allelic variant (ESR1) is associated with higher pregnancy rates compared to TC,TT allelic variant (31.3% vs 23.7% ,21%). Moreover, the former genotype demonstrates higher E2 serum levels on the day of hCG administration. Frequency distribution of ESR allelic variants in women undergoing ART in relation to their age yielded the presence of CC genotype in 25.6% of women >35 y compared to 17.6% of women <35 years of age. Frequency distribution of ESR allelic variants in relation to FSH levels revealed 30.8% CC genotype in women with FSH>9.5 mIU/mL compared to 20% in women with FSH<9.5 mIU/mL. Finally, CC allelic variant (ESR1) was found in 27.8% of pregnancies achieved through ART, as opposed to 20% in ART failures.
Dimitris Loutradis

1st Department of OB/GYN Athens Medical School .Division of Human Reproduction. 
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Session 11
O-42  Is there a place for PGD 

Despite recent advances in IVF treatment, success rates remain lower than patients’ expectations. This is particularly the case in patients of an advanced maternal age and patients who are unfortunate to have repeated unsuccessful IVF treatment cycles.

The age related decline in fertility has long been recognized. However, reduction of egg quality and increased incidence of chromosomal abnormalities (aneuploidy) have been reported to be the main factors in this phenomenon. 

Pre-implantation genetic diagnosis (PGD) has been used as an early form of prenatal diagnosis to help those couples who have serious genetic disorders avoid passing them onto their offspring. 

Since 1995, PGD technology has been used to screen pre-implantation embryos for chromosomal aneuploidies with a view to transfer of unaffected embryos thus increasing the chance of a pregnancy and reducing the chance of miscarriage or delivery of child with aneuploidy. This is known as pre-implantation genetic screening (PGS). This method, according to initial reports, cases series and uncontrolled studies, produced an improvement in one or more of these outcomes.

Interestingly, when this practice was tested objectively in randomized trials, PGS failed to confer any benefit to patients enrolled to this technique. In fact, some studies have demonstrated that PGS resulted an inferior clinical outcome. It has now become clear that although the theoretical basis for PGS appears to make sense, its practical application failed to deliver. In this talk, the reasons for this failure will be covered with an appraisal of the interaction between technology and reproductive biology in this area. Alternative approaches that are currently being proposed will be addressed.

Yacoub Khalaf  MSc, MD, FRCOG, MFFP

Consultant/Senior Lecturer in Reproductive Medicine Surgery

Director of Guy’s and St Thomas’ Hospital Assisted Conception Unit

Guy’s Hospital, London UK
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O-43   Effects of exogenous gonadotropin composition on controlled ovarian stimulation outcome
Exogenous gonadotropins are the cornerstone of controlled ovarian stimulation for assisted reproduction. Although the introduction of recombinant gonadotropins in the 1990s appeared to have rendered human derived gonadotropins (urine extracted) obsolete, recent evidence indicating similar or marginally better efficacy of human derived gonadotropins has supported the continued use of these preparations in clinical practice.

Gonadotropin preparation features possibly affecting clinical efficacy may be related to different sialic acid content of FSH, and the mixtures of FSH, LH and hCG in the same product. In addition, treatment outcome may be enhanced by combining different hormone products in some conditions or at different stages of ovarian stimulation.

Better understanding of the specific advantages or drawbacks of gonadotropin composition are critical to design optimal treatment regimens in general, and to adjust them in specific patient subgroups or clinical conditions.
Prof. Marco Filicori, Reproductive Medicine Unit, GynePro Medical Group, Bologna, Italy.m.filicori@gynepro.it 
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O-44   Dopamine agonists in endometriosis

Implantation of retrogradely shed endometrium during menstruation needs the acquisition of an adequate blood supply. The endometrium has angiogenic potential and endometriotic lesions grow larger in areas with a rich blood supply. This suggests that angiogenesis is a prerequisite for the development of endometriosis. Several factors regulate endometrial angiogenesis, but the Vascular Endothelial Growth Factor (VEGF) family is particularly important. In fact, antiangiogenic agents which specifically block the action of VEGF have been successful inhibiting the growth of explants in in vivo animal models of endometriosis. Dopamine and its agonists, such as Cabergoline (Cb2), are able to promote the VEGFR-2 endocitosis in endothelial cells, preventing the VEGF-VEGFR-2 binding, and reducing neoangiogenesis. Thus, we decided to test the efficacy of Cb2 as an antiangiogenic drug in the treatment of endometriosis in an animal model and subsequently to test the concept in humans.

 Immature and ovariectomized 4-week old female nude mice received a subcutaneous implant of 18mg 17β-estradiol pellet. Four days later, an entrance was made to the peritoneal cavity in the abdomen, 4 fresh human endometrium fragments per mouse were stuck in the peritoneum. After establishment of lesions, animals were treated with vehicle (Group A), 0.05 (Group B) or 0.1 (Group C) mg/kg/day oral Cb2 during 14 days. 

The percentage of new blood vessels, a marker of neoangiogenesis, was significantly (p<0.001) lower in groups B (13.5±1.0%) and C (10.7±3.2%) as compared to group A (75.5±1.7%). Moreover, the percentage of old blood vessels was significantly higher (p<0.001) in groups B (86.5±1.0%) and C (89.3±3.2%) as compared to group A (24.5±1.7%). The total number of the blood vessels was not different among mice in the three groups but the ratio new/old vessels was completely different between both Cb2-treated groups and controls. The proliferative index was significantly (p<0.001) lower in groups B (0.02±0.01) and C (0.02±0.01) as compared to group A (0.10±0.02). OM showed a significant (p<0.05) decrease in the percentage of active endometriotic lesions formed by glands and stroma in groups B (58.7±9.8%) and C (60.4±8.5%) as compared to group A (89.6±5.7%). 

With this experience in animals, a pilot study involving 9 patients who simultaneously presented hyperprolactinemia and endometriosis was performed using the dopamine agonist Quinagolide. Patients were treated in a titriated fashion during three months.  Two laparoscopies were done, before and after treatment. Macroscopic and microscopic data revealed an antiangiogenic role of Quinagolide in these peritoneal lesions.

Conclusion: These findings show the antiangiogenic properties of Cb2 in experimental endometriosis resulting in decreased cellular proliferation, increased tissue degeneration, and reduction of endometriotic lesions, providing the rational to test dopamine agonists as a novel therapeutic approach in peritoneal endometriosis in humans.

Antonio Pellicer, María Sánchez, Juana Crespo, Ana Cobo, Carlos Simón

Instituto Valenciano de Infertilidad (IVI), University of Valencia; and Hospital Universitario Dr Peset, Valencia, Spain.
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O-45   Impact of fibroids in pregnancy with IVF programs

Thinus Kruger (South Africa)

Abstract not received

Session 12
O-46   Mitochondrial nutrients to improve reproductive outcome associated  with aging

WE propose a new hypothesis that dietary supplementation with mitochondrial nutrients may improve pregnancy rates and decrease aneuploidy rates in older women attempting to conceive. It is well known that fertility decreases with age, both naturally and with assisted reproduction. There is clinical and experimental data demonstrating that a decrease in oocyte quality is the major factor that determines the decline in fertility potential and the increase in chromosomal abnormalities, especially trisomies such as Down syndrome, with advanced maternal age. Mutations in mitochondrial DNA (mtDNA) result in diminished energy production through decreased oxidative phosphorylation and production of adenosine triphosphate (ATP) as women and their oocytes age. This decrease in energy production is responsible for chromosomal non-dysjunction, reduced embryo quality, and lower healthy pregnancy rates. A group of endogenous vitamins that can directly or indirectly protect mitochondria from oxidative damage, and can increase mitochondrial function, including energy production, have been termed “mitochondrial nutrients”, which have been shown to have numerous benefits in neurodegenerative and cardiovascular diseases. We have preliminary evidence in an aged mouse model that oocyte mitochondrial activity can be improved by dietary supplementation of coenzyme Q10. We conclude that it may be possible to ameliorate mitochondrial dysfunction by dietary supplementation of mitochondrial nutrients. A prospective, randomized, double-blind study is underway at present to test this hypothesis.
Robert F Casper, M.D.
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O-47   Weight and Fertility

Folliculogenesis and ovulation depend upon adequate gonadotropin stimulation, which, in turn, requires appropriate gonadotropin-releasing hormone (GnRH) input.  There exists a group of related disorders in which GnRH drive to the pituitary is reduced, resulting in secondary diminution of FSH and LH input to the ovary.  Clinically, reduced GnRH drive results in a spectrum of ovarian compromise, ranging from luteal insufficiency to chronic anovulation.  Variable menstrual patterns follow, including amenorrhea, polymenorrhea with or without menorrhagia, and oligomenorrhea, depending on the extent of follicular activity across time.  Typically, the cause is functional, that is, due to the endocrine consequences of certain psychological or behavioral variables.  Anorexia nervosa provides the most dramatic example of this phenomenon, but most women who develop functional forms of hypothalamic anovulation do not meet criteria for an eating disorder and do not develop one subsequently.  Conversely, overnutrition typically refers to excessive energy intake rather than consumption of too much of one type of nutrient.   When overnutrition is sustained, particularly in the presence of low diet-induced thermogenesis, weight gain results.  Excess weight is best categorized by body mass index (kg/m2) (Calle).  However, fat deposition may occur in either an android or gynecoid pattern.  The android pattern, which refers to an increased waist:hip ratio with intra-abdominal deposition of fat, is associated with insulin resistance and anovulation, often with phenotypic or biochemical evidence of hyperandrogenism.  Alterations in body composition, even when weight is in an acceptable range, may carry specific reproductive risks.  For instance, low calorie intake coupled with rigorous athletic training not only induces a metabolic deficit, it may also increase the muscle:fat ratio.  Reduced body fat may lead to hypothalamic forms of anovulation.  Paradoxically, morbid obesity also may impair hypothalamic GnRH drive.  The morbidity and mortality associated with increased body weight is greater for men than for women.  In contrast, thinness is associated with greater morbidity and mortality for women than for men (Calle).  Women with polycystic ovary syndrome may possess a metabolic proclivity for energy conservation (the thrifty gene hypothesis) and benefit from lifestyle modifications that are diametrically opposite those for women with FHA (Moran).   

Women with polycystic ovary syndrome (PCOS) display greater reproductive impairment with weight gain than women without this syndrome.  Weight gain increases insulin resistance and results in progressive hyperinsulinemia in all, but this effect is amplified in women with PCOS (Dunaif).  Further, women with PCOS display reduced diet-induced thermogenesis (Robinson 1992), which predisposes them to weight gain.  Paradoxically, PCOS may confer reproductive advantages in some settings.  It has been hypothesized that the reproductive capacity of women with PCOS may be preserved, or even enhanced, by low-calorie, stressful environments.  If the GnRH pulse generator of women with PCOS is endogenously faster, then the slowing of GnRH drive that accompanies undernutrition may allow for an increase in FSH, such that ovulation rather than anovulation is favored.  These notions remain to be tested in an experimental setting.  The main point is that the range of human responses to low or high calorie environments is not homogeneous.  Inhomogeneity likely promotes population survival at the expense of the individual.  

The clinical risks of overnutrition depend upon underlying individual biochemical diatheses.  For this reason, nutritional counseling must be individualized.  Women with FHA tend to undereat and typically need to be counseled about maintaining or increasing calorie and protein or fat intake.  In contrast, women with PCOS do well if they undereat and may need to be counseled when young about the reproductive and health consequences of overnutrition and progressive weight gain.  For both of these conditions, appropriate nutritional counseling has been shown to improve reproductive function (Berga 2003, Moran 2003).

Sarah L. Berga, MD

James Robert McCord Professor and Chairman

Department of Gynecology and Obstetrics

Emory University School of Medicine

1639 Pierce Drive, 4208 WMB

Atlanta, GA, USA  30322

Email:  sberga@emory.edu
O-48   Lifestyle, acupuncture, stress management, erectile function and supplements in the management of infertility

Stress, and increased responsiveness to stress are associated with lower success with IVF and psychosocial intervention may improve outcome. Individual studies and meta-analyses of acupuncture treatment have yielded conflicting results, leaving its role uncertain. Sexual dysfunction is common in infertile couples and the practitioner should have resources available to help couples to improve their sexual function. Alcohol, caffeine, and smoking have negative effects on both partners. Exercise may impair fertility but further study is needed. Antioxidants improve sperm fragmentation and may improve sperm and oocyte quality. Obesity reduces IVF outcome and increases fetal loss. Male age impacts on IVF outcome independent of female age. In summary, various lifestyle factors impact on IVF success. Interventions should be strongly considered to maximize outcomes. Infertility may be an opportunity where motivation is high making it possible to impact on poor lifestyle choices.  

David Meldrum (USA)
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O-49   Stimulation of the high responders and strategies to prevent OHSS

Ovarian hyperstimulation syndrome is one of the most dreadful complications of IVF treatment.  Proper identification of high responder patients is a must initial step for prevention of this syndrome.  High responder patients need to be stimulated with low dose gonadotropins with the objective of retrieving ≤ 10 oocytes.  GnRH-antagonist protocols offer advantages over agonist protocols in terms of lowering the incidence of OHSS with an option to use a GnRH-agonist as an hCG trigger in patients at risk for OHSS.  Coasting of medications is an effective strategy with good outcomes if coasting is started early.  Minimal stimulation protocols, using a sequential administration of clomiphene citrate, low dose gonadrotropin, and GnRH-antagonist produce good outcomes with minimal risk of OHSS.

Suheil J. Muasher M.D.

The Muasher Center for Fertility and IVF, Fairfax, VA,

The Johns Hopkins School of Medicine, Baltimore, MD,

George Washington University, Washington DC, 

Virginia Commonwealth University, Richmond, VA

O-50   Diagnosis and Management of Hypothalamic Amenorrhea

At the conclusion of this presentation, participants should be able to:
Outline approaches to the diagnosis and management of affected individuals with various forms of hypothalamic amenorrhea. 
Hypothalamic amenorrhea is a diagnosis of exclusion. A careful history, including details about diet and lifestyle, is most important. Basal levels of LH, FSH, prolactin, and TSH should all be normal, but circulating estrogen levels are typically low. There should be no evidence of any anatomic abnormality. Once the diagnosis is established, helping the patient achieve a change in lifestyle, often through psychotherapy or counseling is most apt to be successful. Still many women fail to resume menses; for amenorrheic individuals some form of estrogen replacement is typically warranted to prevent the effects of hypoestrogenism. Ovulation induction may be required if pregnancy is desired. These patients, with reduced secretion of endogenous GnRH, are ideal candidates for treatment with exogenous GnRH, but the challenges of administering GnRH make the use of clomiphene citrate or exogenous gonadotropins reasonable alternatives.
Robert W. Rebar, M.D., Executive Director, American Society for Reproductive Medicine, Birmingham, AL, USA.
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O-51   the interest of radiofrequency to change the morphology of endometriosic cells: a new approach to treat this disease

Controversy exists regarding the induction of genotoxic effects on live cells by exposure to radiofrequency electromagnetic fields (RF-EMFs).The objective of the study was to evaluate the effect of radiofrequency/microwave on cell growth in vitro, colonies forming capacity and DNA fragmentation. These effects can be used by laparoscopy.

The endometriosis derived cell line EM.Che-1, in parallel with normal endometrial strormal cells and skin fibroblasts as controls, were cultured in D-MEM medium supplemented with 10%FCS, L-glutamine and antibiotics. For RF-EMFs treatment (Nymax, Renewave Medical SA), the cells were maintained to sub-confluence in 96 well   between  0 and 12.5 seconds (25/30 joules). The cell progression in vitro, the colony forming cell capacity and occurrence of DNA fragmentation were evaluated respectively by the tri-dimensional cell growth test using Matrigel and by electrophoresis of cellular DNA. 

After treatment, the growth curve of the irradiated EM.Che-1, stromal cells and skin fibroblasts for different times, showed a significant decrease of the proliferation rate as determined after 3h, 24h and 49 hours in culture. The growth inhibition of the EM.Che-1 cells was stronger compared to that of the stromal cells and skin fibroblasts. Preliminary data show that colony-forming capacity of EM.Che-1 cells decreased by 42%±3 after treatment with Nymax during 12.5  seconds, compared to controls. Evaluation of DNA fragmentation after treatment with different RF energy levels is underway.
In conclusion, the presented findings indicate that this treatment of cells by radiofrequency/microwave fields, inhibits their in vitro proliferation and their colony forming capacity. 

 J Bouquet  de Jolinière , J.Gogusev, P.Ubaud, JM .Ayoubi

Renewave Medical Systems SA,  Chemin de la Vuarpillière 35  1260 Nyon, Switzerland

O-52   Hysteroscopic treatment of submucous myomas
Uterine leiomyomas are benign solid tumors occurring in about 20% to 30% of women during their reproductive years. Submucous myomas may present a greater risk to the patient than either the intramural or subserous varieties because they cause excessive uterine bleeding, usually during menses, and they can cause dysmenorrhea as well as interfere with normal reproductive mechanisms. A polypoid structure may be a leiomyoma, adenomyoma, or an endometrial polyp. The differentiation between pedunculated and sessile leiomyoma is a matter of the size of the stalk. Leiomyomas are intimately related to myometrium and are  demarcated by a false or pseudocapsule. This capsule is less well demonstrated in those leiomyomas that are pedunculated.

The principal reason for treating submucous myomas is abnormal uterine bleeding. Secondary indications are infertility, pregnancy wastage, and less commonly pain. For patients in their reproductive years who desire fertility, myomectomy is the treatment of choice to preserve the uterus.

The gynecologic resectoscope used today is amodification of the urologic resectoscope. The unipolar or bipolar resectoscopes that are most ideally designed to remove intrauterine lesions. The most commonly used resectoscopes are monipolar instruments, in which case the uterine cavity is distended with a low- viscosity non-electrolyte-containing fluid, such as sorbitol, glycine or mannitol. A bipolar resectoscope is available which has the safety of bipolar energy and must be used with normal saline as a distending medium.

With regard to removing the myoma, there is debate as to how aggressive the surgeon should be. Many surgeons  believe that for maximal safety, an operator should not resect below the endometrial surface. Some surgeons insist that it is prudent to remove the entire myoma regardless of the depth in which it is situated in the myometrium. Although it is true that the procedure is more likely to achieve long-termsuccess when the entire myoma is removed, the risks of perforation and subsequent injury to bowel or vascular structures increase  significantly as one dissects deeper into the myometrium. Ultrasound guidance occasionally has been used to determine depth and distance from the serosa, but it does not eliminate the potential risks.

Because the surgical removal of submucosal myomas is limited by the amount of distention fluid absorbed, it is especially important for patients with larger myomas, who may take more time to resect, to be optimally prepared for  surgery. This frequently involves the use of GnRH agonists. In addition to thinning the endometrium, GnRH agonists also have other effects in preparation for a hysteroscopic myomectomy, such as causing myomas to shrink. Preoperative GnRH agonist treatment reduces tumor size and makes subsequent surgical treatment by hysteroscopy possible.

Pregnancy rates after  resectoscopic removal of intra-uterine lesions are  ranged from 33.3 to 66.6% and the control of bleeding occurred in from 73.4 to 100% of patients. Other reports in the literature suggest a pregnancy rate of 47–52.8% after removal of a submucosal myoma.

Although it is a relatively safe procedure compared with abdominalmyomectomy, hysteroscopicmyomectomy has potential risks as well. Complications of operative hysteroscopy are relatively infrequent and can often be prevented if the surgeon is experienced and observes due caution. The complications of submucous myoma resection are trauma, hemorrhage, distention media-related complications, infections, risk of subsequent pregnancy, thermal injury, cervical stenosis and hematometria, and the conceptual risk of endometrial cancer. Resectoscopic removal of submucous myomas may be accomplished by significant fluid intravasation. If hyponatremia (serum sodium < 125 mg) or fluid overload occurs, it is  strongly recommended that the surgeon stop the procedure immediately and consider completing it in the near future. The use of diuretics and restriction of intravenous fluids may be necessary.

Prof. Cihat UNLU, M. D.,

Acıbadem University Hospital, Istanbul, TURKEY
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O-53   Sexual abuse experienced by married Egyptian women 

Objective: To assess the prevalence of sexual abuse (SA) and associated factors among married women in Lower Egypt. Methods: A cross-sectional clinic- and hospital-based survey was designed for married women aged between 16 and 49 years. The study was conducted with 936 women from the Dakahlia Governorate, which is considered representative of Lower Egypt. Data were collected by personal interview using a questionnaire. Results: The response rate was 93.6%. The most commonly reported frequency of sexual intercourse was 2 to 4 times per week. More than one-third of the women (36.2%) thought this was too frequent, and 11.5% reported being sexually abused in addition to other sexual problems. The educational level of the women; the presence of genital mutilation; parity, especially for those who had more than 5 deliveries; number of gynecologic visits; and history of gynecologic interventions were significantly or highly significantly associated with SA. The husbands' educational level and age were highly significantly correlated with their wives reporting SA, particularly when the men were illiterate or were smokers or drug users. Conclusion: The study's findings demonstrate an immediate need for the prevention of SA in Lower Egypt.

Abou Bakr El Nashar (Egypt)
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O-54    Clinical perspectives in the management of poor responders 

The clinical management of patients presenting an insufficient ovarian responsiveness to FSH depends on the adequate understanding of factors underlying the lack of response. Therefore, the number and reproductive competence of ovarian follicles as well as the status of their FSH receptors should be investigated. Also, new tools for the appraisal of ovarian responsiveness to FSH as the follicle maturation rate (number of preovulatory follicles x 100/number of small antral follicles) should be considered.

Some perspectives for acting on the ovarian follicles upstream of controlled ovarian hyperstimulation (COH) ought to be discussed. Hence, possible improvements in the number of follicles entering the basal growth phase by artificially increasing intra-ovarian androgen production as well as other approaches that may reduce size discrepancies of antral follicles before COH without curtailing endogenous gonadotropin production during FSH treatment are some points that will be addressed during the presentation.

Professor Renato Fanchin, MD, PhD

Chief of the Division or Reproductive Medicine

Hospital Antoine Béclère

University Paris-Sud 11

INSERM U782

Clamart, France
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O-55    Cervical factor and IUI

Subfertility, defined as one year of unprotected intercourse without conception, affects 10 -15% of the couples trying to conceive. In 5% of subfertile couples a cervical factor is diagnosed. In these couples intrauterine insemination (IUI) is often the first step in the treatment cascade, but what do we really know about its effectiveness and safety, ie multiple pregnancy rates? 

A comprehensive review of the literature identified 6 randomised controlled trials comparing IUI without ovarian hyperstimulation with timed intercourse and one randomised controlled trial comparing IUI with ovarian hyperstimulation with IUI without ovarian hyperstimulation. Five studies did not use an appropriate method of randomisation or had inadequate concealment of allocation. All 5 studies had a crossover design and in many cycles ovarian stimulation was given. This poor quality therefore precludes any conclusion on effectiveness. The remaining two studies used the prognostic profile of the couple, in addition to the diagnosis of cervical factor. In the first study 99 couples were included with a cervical factor and a prognosis of a spontaneous pregnancy of more than 30%, implying that these couples had an isolated cervical factor and no additional contributing factors to their subfertility. The couples were randomised between IUI without ovarian hyperstimulation and expectant management for 6 months. After 6 months 22 ongoing pregnancies (43%) had occurred in the IUI group and 13 ongoing pregnancies (27%) in the expectant management group, resulting in a relative risk of 1.6 (95% CI 0.91- 2.8). There was one twin pregnancy in the IUI group. 

In the second study 265 couples were included with a cervical factor and a prognosis of a spontaneous pregnancy of less than 30%, implying that these couples had a cervical factor with additional contributing factors to their subfertility. The couples were randomised between IUI with ovarian hyperstimulation and IUI without ovarian hyperstimulation for 3 cycles. After 3 cycles 28 ongoing pregnancies (21%) had occurred in the IUI with ovarian hyperstimulation group and 23 ongoing pregnancies (17%) in the IUI without ovarian hyperstimulation group, resulting in a relative risk of 1.2 (95% CI 0.75- 2.0). There were two twin pregnancies in the IUI COH group and one in the IUI group. 

In view of these results we next determined the impact of post-coital test (PCT) in daily practice. We set up a nationwide prospective cohort study and decision analysis on the value of the PCT for the basic fertility work-up. We included consecutive subfertile couples in whom women had a regular cycle, and who underwent a basic fertility work-up. All couples had a PCT done. Couples were divided into two groups based on the result of the PCT: a normal PCT and an abnormal PCT with normal semen quality. We calculated the ongoing pregnancy rates for two strategies. In the first strategy, the PCT was not included in the basic fertility work-up, whereas in the second strategy the PCT was performed as part of the basic fertility work-up. These two strategies were combined with three treatment regimens, i.e. expectant management, IUI without COH and IUI with COH. We included 7,501 couples. The PCT was normal in 4,740 couples (63%), whereas 1,104 couples had an abnormal PCT and normal semen quality (15%). We then integrated these data with the data from the RCT mentioned above on the effectiveness of IUI in couples with an isolated cervical factor. By doing so, the expected amount of ongoing pregnancies after 6-months of expectant management was 298 (27%) in these 1,104 couples, whereas the expected amount of ongoing pregnancies after 6-months of IUI without COH was 475 (43%). Thus, the difference in ongoing pregnancies between a strategy of performing the PCT routinely or not performing the PCT at all would be 177. To obtain one additional ongoing pregnancy 33 PCT’s have to be performed. 

For IUI with COH we integrated the cohort data with the data from the RCT on the effectiveness of COH in IUI in couples with a cervical factor and a poor prognosis. Consequently, IUI with COH was expected to result in 570 ongoing pregnancies. This increase of 95 ongoing pregnancies compared to IUI without COH would be accompanied by the occurrence of 52 multiple pregnancies. The number of PCT’s that would have to be performed to prevent one multiple pregnancy would be 112. 

In summary, there is a beneficial effect of IUI in couples with an isolated cervical factor and additional ovarian hyperstimulation, even in poor prognosis couples does not increase pregnancy rates, but only leads to more multiple pregnancies. Therefore, identification of couples with a cervical factor is crucial to increase pregnancy rates and reduce multiple pregnancies and the post-coital test enables us to do so. Since IUI without ovarian hyperstimulation is not associated with an increased risk of multiple pregnancies, the PCT should be considered in the prevention of multiple pregnancies.  

F. van der Veen,

Center for Reproductive Medicine 

Department of Obstetrics and Gynaecology

Academic Medical Center

Amsterdam, The Netherlands
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O-56   Current Evidence On Environmental & Occupational Hazards & The Reproductive Function

Reproduction is a biological process by which a new individual is produced. It is essential to all forms of life whether plants, animals, or humans; to maintain life and prevent the species from extinction. However, in humans reproduction aims at the production of a “healthy” individual rather than simple preservation of the species.

 With industrialization and advance of nations, new materials arise, waste products accumulate, and pollution of air, food, and water is inevitable. Concerns about the effects of many substances such as certain plastics, chemicals, pesticides, and air pollutants on the reproductive function has grown rapidly especially after reports questioning the safety of these products and its deleterious effects on human life and reproduction.

Reproductive hazards include 1) physical factors as radiation, vibration, and heat, 2) biological factors as bacteria and viruses, and 3) toxic agents as pesticides, phthalates, mercury and bisphenol-A among many others. Exposure to these hazards either prior to pregnancy or during pregnancy may lead to variable health hazards in women starting with menstrual troubles, to infertility, abortion, stillbirth, congenital anomalies, developmental delays and up to childhood cancer.

This presentation covers current evidence on the effect of certain environmental and occupational hazards on the reproductive health of women.

Abdelhamid Attia
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O-57   In Vitro Maturation in Standard Embryo Culture Medium of Immature Oocytes Recovered During Stimulated Cycles 
Introduction: About 20% of oocytes recovered during stimulated cycles are immature at the Metaphase I (MI) or germinal vesicle (GV) stages. The usual practice is to discard such oocytes that is a definite loss to the patient. Attempts have been made by a number of workers to perform in vitro maturation (IVM) using standard embryo culture medium (SECM) or the more expensive specialty IVM medium (IVMM) to prevent loss of immature oocytes. The present report are our findings on non-experimental observations on recovered immature oocytes that were left in SECM for a maximum of 48h in a manner similar to that utilized for embryo culture. Materials and Methods: Immature oocytes recovered during conventional IVF procedures were left in SECM (Cleavage Medium, Cook IVF, Ireland) with no further manipulation in a manner identical to embryo culture methods. All oocytes recovered during ICSI cycles were stripped of their cumulus and corona cells by standard methods but immature oocytes were not treated further and were not injected with spermatozoa, but were left in culture with or without their own granulosa, cumulus and corona cells (GCC) without any manipulation. The culture method was identical to that employed for microinjected mature oocytes that is the ultra micro-droplet (UMD) culture technique. Results: A high level of maturity was noted in MI oocytes (100%, 12/12) in UMD culture of about 1.5 to 2µL within 24h in SECM. GV oocytes that matured under similar conditions were somewhat lower at 24h (39.4%, 13/33) but improved marginally by 48h of IVM (48.5%, 17/30). Under similar conditions of IVM, but with autologous GCC co-culture in a 2.5 to 3.0µl of medium UMD culture system, a higher proportion of GV oocytes attained maturity (54.5%, 6/11, p=0.5981) at 24h and (81.8%, 9/11, p=0.1138) 48h. Conclusion: Paracrine factors released into the UMD co-culture milieu by the egg and GCC concentrated within the ultra volume of the culture system may be involved in the maturation of GV oocytes. The present findings in UMD+GCC co-culture were somewhat higher at 24h (54.5% vs 23.8%) but similar at 48h of IVM (81.8% vs 85.7%) to that obtained with specialized IVMM+CC+follicular fluid+FSH+hCG supplementation (Zhu et al., Fertil Steril 2008; 90:1094-1023) but cytoplasmic maturity in the former remains to be elucidated. Although the present data are merely observations but it appears reasonable to suggest efforts to rescue immature oocytes be attempted. Acknowledgement: The authors are grateful to Dr Abdullah Salih, Dr Dania Al Jaroudi, Dr Soliman Alobaid, Dr Abdulaziz Alobaid and the Nursing personnel of the RMD, WSH, KFMC, Riyadh.

Ali Jaffar 1 , N.H. Al Harbi1, S.A. Al Saif 2, A.A. Al Sagar2 , A.A. Al Ageel1, B. Abu Rafea2, A.M. Al Dahmash3
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O-58   Letrozole with gonadotropin versus clomiphene – citrate with gonadotropin for induction ovulation in polycystic ovary syndrome patients resistant to clomiphene citrate

Introduction: Polycystic ovary syndrome ( PCOS) is the most common cause of anovulatory infertility . Clomiphene Citrate ( CC) is still the first line treatment and if unsuccessful is usually followed by direct gonadotropin stimulation . This should be given in a low dose protocol to avoid the prevalent complications of ovarian hyperstimulation syndrome and multiple pregnancies . Letrozole is the third _ generation aromatase inhibitor that induce ovulation by inhibiting estrogen production . Material & methods: This study was a prospective randomized study that included a total of 60 PCOS infertile women resistant to clomiphene citrate. Patients had infertility period more than one year , and had no tubal and no male factor . PCOS patients were divided in two groups : The patients in the letrozole group were given 5 mg letrozole for 5 days from day 3 of their menstrual cycles . The patients in the CC group were given 100 mg CC for 5 days from day 3 of their menstrual cycle . In both groups , hMG were given at a dose of 75 – 150 IU starting on day 8 of the menstrual cycle . When dominant follicles reached to a diameter of 18 – 20 mm , 5000 – 10000 IU HCG was administered . All patients were advised to have timed intercourse . Clinical pregnancy was confirmed by observing gestational sac 4wk after timed intercourse . Results: The mean age , duration of infertility and BMI were similar in both groups . The mean number of follicles ≥14mm was significantly higher in CC group ( p< 0.05) . Endometrial thickness and total dose of gonadotropins were similar in both groups ( p>0.05).Clinical pregnancy per cycle in letrozole group ( 16.7%) and CC group ( 13.3%) was similar ( p>0.05) .There was one twin pregnancy in CC group . There was no ovarian hyperstimulation in both group Conclusions: Letrozole plus gonadotropin is as effective as CC plus gonadotropin in CC resistant PCOS patients

S. Ghandi1, A. Aflatoonian 2
1 - Obstetrics and Gynecology, Sabzevar University of Medical Sciences, Sabzevar, IRAN.

2- Obstetrics and Gynecology, Research and Clinical Center for Infertility, Yazd, IRAN
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O- 59   ICSI outcome for fresh VS thawed cryopreserved surgically retrieved sperms in Azozoospermic men
We evaluated our experience to date with ICSI after either fresh or cryopreserved surgically retrieved sperm was used ( in patient whose were azospermic both OA and NOA ). We retrospectively analyzed a dataset derived from patients undergoing ICSI at Misurata IVF center.  Between  January 2006 and December 2008. A total of 121 ICSI  treatment cycles  with 834 ova  P-value considered to be sig. if <0.05., the total fertilization rate 37.3%. ( 42.6%) at the group used fresh sperms & ( 33.1% ) at the group used thawed frozen sperms, Embryo transferred 28.3% & 27.2% in (fresh) & thawed cryopreserved sperm samples were used in the ICSI cycles, respectively,14% & 26.8% were no fertilization in fresh) & thawed cryopreserved sperm samples were used in the ICSI cycles, respectively, there's no complete data about pregnancy rates because we lose contact with some pt either they are from periphery in Libya or from out side ELJAMAHERIA .``
at the 1st gp where fresh sperm used only 31 pt we know there results 9 were pregnant clinically(29%) ,2 pt chemically pregnant(6.5%) , 2 abortions(6.5%)( rate ) ermic men for icsi cycles over using   thawed cryopreserved sperms
Ben Halim  N. , Elsraiti O., Masednah S., Danfour M. and Elmahaishi M. S.
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O-60   Pronuclear Allignment: A Noval approach for the Embryo selection increases the implantation rate of transferred Embryos

Implantation rate, a limiting factor in human assisted reproduction technologies (ART), has changed very little since the birth of Louise Brown in 1978, in spite of many advances in the field. In human in vitro fertilization (IVF), the embryos are routinely transferred to the uterus one day two or three. Currently, the strategy is selection by one to three parameters in the cleaving-and blastocyst-stage embryos, sometimes with additional pronuclear selection. It is clear that no one system is ideal, as the vast majority of transferred embryos do not implant. Therefore, there is a need for more accurate embryo selection in human assisted reproduction, if the goals of increasing the implantation rate is to be realized. Furthermore , any selection strategy should be non-invasive if the embryos are to be used in embryo transfer.

As the health of the embryo is largely dictated by the originating gametes, the very early events in oocyte development should be considered. Oocyte polarity is well known (Calarco, 1995). The mechanisms involved in establishing oocyte polarity, such as oocyte maturation, the site of sperm entry (Roegiers et al.. 1995) and ooplasmic movements ( Payne et al.. 1997) also relate to the control of cleavage within the early embryo. In humans a relationship has been shown between embryo morphology and the periodicity of the “cytoplasmic wave” observed prior to extrusion of the second polar body in oocytes fertilized after ICSI (Payne et al.. 1997). It was also noticed that the second polar body was often extruded some distance away from the first, as has been remarked upon in mice (Gardner, 1997) possibly indicating some degree of cytoplasmic rotation. It has been suggested that the pronuclei may rotate within ooplasm, directing their axes towards the second polar body, in order to achieve a standard orientation in preparation for subsequent development (Edwards and Beard, 1997; Fulka et al..1998). In theory, embryos that do not achieve an optimal pronuclear orientation may possibly exhibit cleavage abnormalities, which may be recorded as poor morphology, uneven cleavage or fragmentation. If were possible to identify, at the pronuclear stage, which embryos would be prone to poor development, It might be possible to improve implantation rates and reduce multiple pregnancies by better embryo selection.
To test this theory, a prospective study was designed. In this study, a system for selection the most viable embryo for ET, based upon alignment/orientation of the pronuclei at the time of fertilization check was adopted. When aligned embryos were transferred, higher pregnancy rates were achieved as compared to when non-alignment/orientation of pronuclei at the time of fertilization check, serve as a simple non-invasive method for selection of embryos with high implantation potential.
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O-61   Epigenetic Remodelling in Early Interspecies Mouse ICSI Embryos

In mammals, the nuclei of male and female gametes are remodelled extensively before and after fertilisation. Pronuclear asymmetry is one of the main characteristics of the early mouse embryo particularly in terms of size, DNA methylation and histone covalent modifications. More recent studies have reported that the asymmetry is not conserved equally in all species (Beaujean et al., 2004a,b). In this work, the specific epigenetic characteristics of mouse, bull and sea urchin sperm before and after injection into mature mouse eggs are studied. We then report that there is heterochromatisation of exogenous sperm in activated mouse oocytes and that the DNA damage that results from these constructs is probably repaired by the accumulation of phosphorylated H2Ax. We discuss the importance of the differences that we observe in terms of reprogramming during early development. 
[1]
Beaujean N, Hartshorne G, Cavilla J, Taylor J, Gardner J, Wilmut I, Meehan R and Young L, “Non-conservation of mammalian preimplantation methylation dynamics”, Curr Biol, 2004a (14), R266-267 

[2]
Beaujean N, Taylor J, Gardner J, Wilmut I, Meehan R and Young, L, “Effect of limited DNA methylation reprogramming in the normal sheep embryo on somatic cell nuclear transfer”, Biol Reprod, 2004b (71), p185-193
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O-62   Mild IVF; is it going to be accepted?

The history of IVF has been characterized by profound ovarian stimulation protocols, in an attempt to optimise pregnancy rates per cycle. These approaches aiming at generating as many oocytes as possible were meant to counterbalance shortcomings in in vitro oocyte fertilisation, embryo culture conditions, as well as embryo selection for transfer. 

Mild IVF may involve mild ovarian stimulation (aiming to stimulate less follicles) or ‘mild transfer’ focussing on fewer embryos being transferred (including single embryo transfer policies in selected patients). Both strategies result in an overall reduction in the pregnancy rate per cycle. For this reason, there is much resistance in introducing these policies into every day practice. Only when cryopreserved embryo transfer cycles are also included overall (cumulative) pregnancy rates for single embryo transfer become comparable in IVF units with good laboratory performance. 

The aim of milder forms of ovarian stimulation is to render stimulation less complex, less time consuming and less costly, while improving patient acceptability by reducing side effects and chances for complications. Reported pregnancy rates per started cycle following mild stimulation are also reduced. However, mild stimulation does improve the cost effectiveness of IVF (hopefully resulting in augmented access to IVF) and may also reduce drop-out rates from IVF programs (giving women additional pregnancy chances from subsequent cycles). Certainly, the recent introduction of GnRH antagonists helped to reduce overall drug consumption and considerably reduced the duration of stimulation. Therefore, more IVF cycles can be performed in a given period of time when viewed from a success per treatment rather then a per cycle paradigm. 

Further improvement of embryo selection and cryostorage is warranted for the wider acceptance of mild IVF approaches. Moreover, more individualized approaches in relation to ovarian stimulation may reduce both hyporesponse (and cycle cancellation) and hyperresponse and therefore further safety and efficacy of treatment. Hence, the focus of further development in ovarian stimulation should shift from mild stimulation towards mild ovarian response. 

Prof. Bart CJM Fauser, M.D., Ph.D.

Department of Reproductive Medicine and Gynecology

University Medical Center, Utrecht, The Netherlands
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O-63   Fertility preservation in Breast cancer patients

Survival after cancer treatment in childhood and young age is not an unusual finding. In fact, 85% of cancer patients will survive,  but the use of alkylant agents in chemotherapy and/or radiotherapy is frequently associated with premature ovarian failure. To preserve fertility in these individuals, several strategies can be adapted. We established a program of fertility preservation in 2005 and since then >250 women have undergone unilateral ovarian cortex extraction and freezing. Six reimplantations have been performed. In all cases, the endocrine function has been re-established and one term pregnancy was obtained from a patient suffering breast cancer after orthotopic transplantation and IVF. This is the seventh pregnancy ever reported using this technique and the first set of twins in this population.

One of the main concerns about ovarian cortex transplantation is the possibility that malignant cells are reimplanted when the orthotopic transplantation is performed after cure. In this context, we conducted a study in which 100 biopsies taken at random from patients suffering different stages of breast cancer were analyzed by regular histology and immunohistochemistry following the centinel node concept. Specifically we studied the following proteins: citokeratin CAM 5.2, Gross Cystic Disease Fluid Protein-15 (GCDFP15), Wilms' tumour antigen-1 (WT1) and Mammaglobin 1 (MGB1).  Our results were unable to identify a single case with suspected malignant cells. Thus, with the current methods of screening we can assume that ovarian cortex transplantations seems to be a safe procedure in breast cancer patients.

The patient who delivered twins is also a good example of combination of different fertility preservation techniques because we performed a first cycle of ovarian stimulation in which the quality of the oocytes was poor. Therefore, we decided to stimulate the ovaries and accumulate metaphase II oocytes until a sufficient number of eggs was available for an ART cycle with some chances. We were able to vitrify 9 oocytes of which 7 fertilized and 2 embryos were replaced. Thus, this is also the first case in the literature in which ovarian cortex transplantation and oocyte vitrification have been employed to preserve fertility.

Antonio Pellicer, María Sánchez, Juana Crespo, Ana Cobo, Carlos Simón

Instituto Valenciano de Infertilidad (IVI), University of Valencia; and Hospital Universitario Dr Peset, Valencia, Spain
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O-64  Is there a place for PGD/PGS in practice?

Despite recent advances in IVF treatment, success rates remain lower than patients’ expectations. This is particularly the case in patients of an advanced maternal age and patients who are unfortunate to have repeated unsuccessful IVF treatment cycles.

The age related decline in fertility has long been recognized. However, reduction of egg quality and increased incidence of chromosomal abnormalities (aneuploidy) have been reported to be the main factors in this phenomenon. 

Pre-implantation genetic diagnosis (PGD) has been used as an early form of prenatal diagnosis to help those couples who have serious genetic disorders avoid passing them onto their offspring. 

Since 1995, PGD technology has been used to screen pre-implantation embryos for chromosomal aneuploidies with a view to transfer of unaffected embryos thus increasing the chance of a pregnancy and reducing the chance of miscarriage or delivery of child with aneuploidy. This is known as pre-implantation genetic screening (PGS). This method, according to initial reports, cases series and uncontrolled studies, produced an improvement in one or more of these outcomes.

Interestingly, when this practice was tested objectively in randomized trials, PGS failed to confer any benefit to patients enrolled to this technique. In fact, some studies have demonstrated that PGS resulted an inferior clinical outcome. It has now become clear that although the theoretical basis for PGS appears to make sense, its practical application failed to deliver. In this talk, the reasons for this failure will be covered with an appraisal of the interaction between technology and reproductive biology in this area. Alternative approaches that are currently being proposed will be addressed.

Yacoub Khalaf  MSc, MD, FRCOG, MFFP

Consultant/Senior Lecturer in Reproductive Medicine Surgery

Director of Guy’s and St Thomas’ Hospital Assisted Conception Unit

Guy’s Hospital, London UK
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O-65  The role of ghrelin in reproduction

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. Either the central administration or 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 in men. Recent data in women have shown that the acute injection of ghrelin does not affect basal or 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. 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. Endometrial cells also express ghrelin and its receptor, suggesting a possible role of this peptide in the implantation process. Further studies are needed to clarify a possible physiological role for ghrelin in human reproduction.

Professor Ioannis E. Messinis

Department of Obstetrics and Gynaecology, University of Thessalia, Medical School, Larissa, Greece
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O-66   AMH: regulation & implications in PCOS

Anti-Mullerian hormone (AMH) is a glycoprotein that is produced in adult women exclusively (Vigier et al, 1984), and probably FSH-independently (Bath et al, 2003; Wachs et al, 2007), by the granulosa cells of a large array of ovarian follicles, in particular those having reached the preantral and small antral stages (Weenen et al, 2004). In line with this, a wealth of clinical data showed a remarkable relationship between peripheral AMH levels and the number of ultrasound-detectable, small antral follicles (de Vet et al, 2002; Fanchin et al, 2003; Muttukrishna et al, 2004), which places serum AMH measurements as a useful quantitative marker of the ovarian follicular status (Nelson et al, 2007). Further, at the follicular level, follicular fluid AMH concentrations have been associated to the oocyte/embryo competence (Fanchin et al, 2007; Takahashi et al, 2008), thereby suggesting that a relationship exists between per-follicle AMH production and follicle health. In agreement with this hypothesis, the relative stability of antral follicle count over time (2-3 years in average) has been shown to contrast with the parallel decrease in serum AMH levels (de Vet et al, 2002), which suggests that not only peripheral AMH levels but also per-follicle AMH production declines with ovarian aging.

In women suffering from polycystic ovary syndrome (PCOS), the 2- to 3-fold increased serum AMH levels as compared with non-PCOS women (Pigny et al, 2003; Piltonen et al, 2005) may be attributed not only to the characteristic excess of growing follicles but also to an increased per-follicle AMH production (Pellatt et al, 2007). From a physiopathological standpoint, AMH may be implicated in the two main disturbances of folliculogenesis in PCOS patients: follicle arrest and follicle excess. Moreover, growing evidence indicates that both the number of antral follicles (Piltonen et al, 2005; Al-Sunaidi et al, 2007) and serum AMH levels (Mulders et al, 2004; Piltonen et al, 2005) are less affected by ageing in PCOS as compared to non-PCOS women. Interestingly, the age-related decline of serum AMH levels is likely to occur faster than that of antral follicle counts (Piltonen et al, 2005), which suggests that per-follicle AMH production may show noticeable modifications with advancing age in PCOS. During the presentation, up-to-date data on the factors regulating AMH production and its possible role in PCOS will be discussed.

Professor Renato Fanchin, MD, PhD

Chief of the Division or Reproductive Medicine

Hospital Antoine Béclère

University Paris-Sud 11

INSERM U782

Clamart, France


[image: image54]
O-67   Ultrasound-guided hydrosalpinx aspiration during egg collection improves pregnancy outcome in in-vitro fertilization: a randomized controlled trial

Background: Hydrosalpinges have adverse effects on IVF outcomes. Salpingectomy is effective in improving outcomes, but it is not always practical or safe. Ultrasound-guided aspiration of hydrosalpinges at egg collection is an option for those who develop hydrosalpinges during controlled ovarian stimulation; however, there is no randomised evidence to show whether this practice is effective.

Methods:Consenting women of age ≤ 39 years with an ultrasound diagnosis of hydrosalpinx were randomised to transvaginal aspiration of hydrosalpinx or no aspiration. Third-party randomisation was performed using a computer algorithm, and allocation concealment was achieved with opaque sealed envelopes. Outcomes were biochemical and clinical pregnancies, implantation, miscarriage, ectopic and pelvic infection rates. Analysis was by intention-to-treat.

Results:Between October 1999 and June 2003, 66 women were recruited to the trial, 32 to the aspiration group and 34 to the no-aspiration group. Aspiration resulted in a greater biochemical pregnancy rate (43.8% versus 20.6%, RR = 2.1, 95% CI 1.02 to 4.6, p=0.04 ), and a trend towards better clinical pregnancy rate (31.3% versus 17.6%, RR = 1.8, 95% CI 0.8 to 4.3, p=0.20). There was a trend towards increase in implantation rate and a reduction in miscarriage risk with aspiration. There were no differences between the groups in infection or ectopic pregnancy rates.

Conclusion:In women who are identified to have hydrosalpinges during controlled ovarian stimulation during IVF, aspiration of hydrosalpinges during egg collection may be effective in improving pregnancy rates.

Nahed Hammadieh(UK)

[image: image55]
Session 16

O-68   Doppler and 3D sonography in the assessment of female infertility – state of the art

Asem Kurjak (Coratia)

Abstract not received

O-69   Embryo splitting
This article is dedicated in memoriam to Dr. Anne McLaren, a pioneer in mammalian embryology

Mammalian embryo splitting has successfully been established in farm animals. Embryo splitting is safely and efficiently used for assisted reproduction in several livestock species. In the mouse, as animal model, efficient embryo splitting as well as  single blastomere cloning have been developed and summarized in this review article. In nonhuman primates embryo splitting has resulted in several pregnancies. Human embryo splitting has been reported recently with regard to ART programs. Microsurgical embryo splitting under IRB approval has been carried out to determine its efficiency for blastocyst development. Embryo splitting exhibits the potential for novel applications in human assisted reproduction. Social and ethical issues  concerning embryo splitting are being discussed in reference to ethics committee guidelines. Prognostic perspectives are outlined  for human embryo splitting in reproductive medicine.

KARL ILLMENSEE and MIKE LEVANDUSKI

Genesis Fertility Center, Patras, Greece and Embryoserv Ltd. New York, NY, USA

Correspondence: Prof. Dr. Karl Illmensee, Genesis Fertility Center, Via Filopoimenos 24, Patras 262 21 , Greece.

Tel.: (30) 2610 270 166

Fax: (30) 2610 221 401

e-mail: illmensee@genesis.vg
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O-70   Which is the best sperm retrieval technique for Obstructive Azoospermia? A systematic review

Introduction Many studies have been published upon the relationship between spermatozoa retrieved from the testicles and epididymis in relation to pregnancy and miscarriage rates, but due to the low number of patients included in these studies no clear conclusions can be established concerning the preference to use one or other in ART. Our objective was to establish which the best sperm retrieval technique should be used in obstructive Azoospermia (OA) based on the available evidence. To date, no randomized controlled trial has compared the efficiency of these strategies and thus current recommendations are based on cumulative evidence provided by descriptive, observational and controlled studies. 

Material & methods   A computer-based search on the databases of Medline, Embase and Cochrane Menstrual Disorders and Sub fertility group using the following search terms was conducted: obstructive Azoospermia, sperm retrieval, testicular sperm extraction, fine needle aspiration, testicular sperm aspiration. The search aimed to identify randomized, observational and descriptive studies evaluating techniques for sperm retrieval in OA men. Since no randomized trials were found, only controlled, observational and descriptive studies are discussed in this review.

Results Three outcome measures were assessed for the sperm retrieval techniques: sperm retrieval rate (SRR), Miscarriage rate (MR) and live birth rate. Twenty-five descriptive studies reporting on the results of testicular sperm extraction (TESE) or Aspiration (TESA) and Percutenous sperm aspiration (PESA) were encountered. Seven controlled studies that compared TESA with PESA and seven controlled studies comparing testicular aspiration (TESA) with conventional open TESE were identified. 

Conclusions TESA results in a similar SRR as Open conventional TESE. MR was similar when using sperm from the epididymis or the testis .No difference in live-birth rate were detected between different techniques. Only three studies could be identified concerning the influence of the sperm retrieval technique on clinical pregnancy and live birth rate, hence no definitive conclusions can be made. However, so far there appears to be no impact of the technique itself on success rates. 

Key words: obstructive Azoospermia / sperm retrieval / testicular sperm extraction

Ahmed Kamal M.D, ARGC ,LONDON, UK
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O-71   Sperm morphology and its impact on pregnancy outcome in ICSI programmes

Introduction: In vitro fertilization (IVF) lead to the development of a model where certain semen variables could be studied.  In 1986 (Kruger et al 1988) a prospective study was performed, correlating normal sperm morphology with IVF.  199 cycles were studied using logistic regression analysis.  A threshold of 14% was calculated with a 37% fertilization rate in the group below 14% morphology and 82% fertilization rate in the group above 14% forms.  A second prospective study followed where three sperm morphology patterns were described.  In the p-pattern or poor prognosis group, only 7.6% of oocytes were fertilized compared to 63% in the g-pattern of good prognosis group.  The three morphology patterns defined, based on fertilization rate, in vitro, were:  p-pattern group (0-4% normal forms), g-pattern group (5-14% normal forms) and the n-pattern group (those with normal forms above 14%).

Over the last 10 years it was often stated that once ICSI was performed, sperm morphology is not important anymore.  The question is, is this a correct assumption?  In this lecture we will reflect on the impact of sperm morphology on pregnancy outcome in ICSI programmes.

Morphological sperm selection – inverted microscope: It was reported by De Vos et al (2003), that careful sperm selection will improve pregnancy rate and implantation rate.  They reported in 18.7% implantation rate in patients with ideal forms being injected compared to a 9.6% implantation rate where more than one defect was observed at the level of the neck and the head.  De Vos et al (2003) used the inverted microscope to carefully select sperm.

High magnification ICSI (IMSI)  (Bartoov 2001):Selection of normal nuclear shapes at high magnification, was reported to give an improvement in pregnancy rates in patients with repeated implantation failures and also in those with elevated DNA fragmentation.  It was also reported by Berkowitz (2006) that if they could not find any normal sperm (the so-called second best sperm), that pregnancy rates were affected.  They also reported higher abortion rates in this group of patients.

In a ground breaking study, Foresta (2008) reported that in patients with ideal forms selected, the mitochondrial damage and DNA damage was significantly lower than in individual spermatozoa with one of more vacuoles.  (IMSI – high magnification morphology evaluation, 6500x enlargement).

	Test
	Group A% 100 cells 
(No Vacuoles)
	Group B % 100 cells 
(Vac 1 or >)

	Mitosensor
	13.3
	52.2

	Acredine organge
	5.3
	71.9

	Tunel
	9.3
	40.1

	Aneuploides
	0
	5.1


This is the first study on DNA, mitochondria and chromosomes after selection of single spermatozoa by high magnification microscopy.  It is thus of utmost importance to select spermatozoa with no nuclear vacuoles (strict evaluation).  This concept was further tested in a prospective randomized trial on more than 400 patients where it was shown by Antinori (2008) that the IMSI pregnancy rates were significantly better than the ICSI pregnancy rates (IMSI, 39.2% vs ICSI 26.5%).

Hyaluronic acid binding  (HA binding): Huszar et al (2007) have shown that mature spermatozoa selectively bind to solid state HA.  These spermatozoa are devoid of cytoplasmic retention, persistent histones and DNA fragmentation.  It was also observed that more normal forms were selected by the HA binding.  Theoretically lower lower frequency of chromosomal aneuploidies can be expected.
Parmegiani et al (2009) reported in a prospective randomized trial that more grade 1 (high quality) embryos can be expected if HA binding of spermatozoa is used for selection.  However, the implantation rate and pregnancy rate in this study did not differ.

There are numerous other sperm selection methods but the ones mentioned are the most promising.

Conclusion:It is important to take note of the findings that the selected normal form (strict normal morphology) (IMSI) gives a better quality sperm with less DNA fragmentation and an increase in pregnancy outcome.  The HA selection method looks promising and more studies are needed.  I speculate that HA selection combined with IMSI, can lead to further improvement in pregnancy outcome.
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O-72  Advanced IVF lab technology

David Mortimer (Canada)

Abstract not received

O-73   Is it important to screen for hepatitis B, C, and HIV in infertile couples in Saudi Arabia?

Introduction:In fertility clinics, hepatitis B virus (HBV), hepatitis C virus (HCV) and human immunodeficiency virus (HIV) pose a cross contamination risk to: Patients Technicians The fetus Objective: Determine the clinic-based prevalence of HBV, HCV and HIV in infertile couples attending a fertility clinic in Riyadh, Saudi Arabia Methods:Retrospective cross-sectional observational study Reproductive Medicine Unit, King Fahd Medical City 462 couples (924 patients) between 2006 through 2008 Serum screening (ELISA) in the local laboratory for: HBV (HBsAg, AntiHBs, AntiHBc, AntiHBe) HCV (antiHCV) HIV (antiHIV type I and II) using ELISA technique in the local laboratory Results: HBV prevalence: Overall: 1.8% (17/924) Women: 1.5 % (7/462) Men: 2.2% (10/462) HCV prevalence : Overall: 0.5% (5/924) Women : 0.0% (0/462) Men: 1.1% (5/462) HIV prevalence: 0.0 Conclusions: HBV (1.8%) and HCV (0.5%) are higher in this Saudi infertility group compared with infertile British (HBV: xx%, HCV: xx%) Brazilians (HBV: xx%, HCV: xx%) We recommend HBV and HCV screening for all patients undergoing ART HIV screening may not be cost effective at this time

Aisha A.Mansoor, D.H Al-Jaroudi
1-Obstetrics and Gynecology Department, King Fahad Medical City, Reproductive Medicine Department, Riyadh, SAUDI ARABIA
2- Obstetrics and Gynecology Department, King Fahad Medical City, Reproductive Medicine Department, Riyadh, SAUDI ARABIA
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O-74    Quinagolide reduces OHSS in high risk ICSI patients

Introduction:Ovarian hyperstimulation syndrome (OHSS) is a potentially life-threatening iatrogenic complication of controlled ovarian hyperstimulation.

Severe forms of OHSS appear in 0.5-5% of assisted reproduction technology cycles.

OHSS appears to be induced by the ovarian release vascular endothelial growth factor (VEGF)  and its receptor 2 (VEGFR2), causing increase vascular permeability (VP).

Dopamine agonist (DA) inhibit VEGF / VEGFR2  and thereby decrease VP.

Aim of study: To determine the efficacy of non–ergot derived Dopamine agonist Quinagolide  (Norprolac: Ferring Pharmaceuticals) in preventing OHSS in high risk women undergoing ICSI, and how would it affect the outcome?

Materials and Methods:

· This randomized control prospective study was performed in the period from 1/6/2007 – 1/6/2009.

· The study included 198 women undergoing ICSI and at high risk of developing OHSS.

· E2 level on day of HCG< 4000 pg/ml 

· with ( 20 follicles <  10mm.

· The patients were similar as regards age, cause of infertility (male factor), and BMI.

· All patients were on long protocol using GnRH agonist.

On day of HCG the patients were randomly divided into 2 groups:

Group I (study group: 100 patients): were given Quinagolide ( Norprolac ) 150mg daily from the day of HCG administration for 15 days.

Group II (control group: 98 patients): were not given Quinagolide.

· Ultrasound guided embryo transfer (ET) of 2-3 embryos was performed after 46-48 hours.

· Luteal phase support was achieved with 400mg vaginal micronized progesterone twice daily till day of pregnancy test.

· OHSS symptoms were assessed according to Golan’s classification system 4 ,8 and 12 days after HCG administration .

· Ascites was determined by transvaginal ultrasound . 

Results:All of the patients were male factor.

Table (1): demographic data of patients in both groups.

	
	Group I
	Group II
	P-Value

	Age (Year)
	28.4 ± 3.8
	28.1 ± 3.6
	NS

	BMI
	25.56 ± 3.1
	25.2 ± 3.4
	NS

	E2 (day of HCG)
	4688.6 ± 666.5
	4512.4 ± 444.6
	NS

	PCO patients
	62 (62%)
	59 (60.2%)
	NS
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Table2 : distribution of patients in both group according to severity of OHSS:  

	OHSS
	Group I
	Group II

	Sever 
	
	3

	Moderate
	2
	7

	Mild
	3
	10

	Total
	5(5%)
	20 (20.4%)


Table3: distribution of patients in both group according to onset of OHSS : 
	OHSS
	Group I
	Group II

	Early onset
	5
	11

	Late onset
	
	9

	Total
	5
	20


Table4: Parameters of ICSI outcome in both group:

	
	Group I
	Group II
	P-Value

	Oocytes 
	28.8 ± 9.2
	31.2 ± 11.6
	NS

	MII Oocytes
	21.2 ± 3.2
	22.8 ± 4.2
	NS

	Fertilization  Rate
	84 %
	80 %
	NS

	Clinical Pregnancy Rate
	64 %
	59.2 %
	NS


Conclusions:The present study indicates that Quinagolide (Norprolac) is effectively reduced the development of OHSS in high risk patients, without affecting the clinical pregnancy rate. 

Keywords :  Quinagolide, OHSS, ICSI.

Alhalabi M.J.1-2; Samawi S.1; Taha A.1; Modi S.1; Khatib A.1; Sharif J1.

1- Assisted reproduction unite: Orient Hospital, Damascus, Syria.

2- Department of Embryology & Reproductive medicine, Damascus University, Syria.
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O-75    Reproductive outcome after Versapoint hysteroscopic metroplasty

Design: Prospective, observational study. 

Setting: Endoscopy unite, Minia university hospital, Tertiary center for reproductive medicine. 

Main outcome measure (s): The 1ry aim of this work was to evaluate prospectively the reproductive outcome during 24 months follow up after hysteroscopic metroplasty. The 2ry aim of the study was to determine the feasibility and safety of hysteroscopic metroplasty with Versapoint (Gyncar Versapoint with Twizel knife electrode; Ethicon, Somerville, NJ, USA).  

Patient (s): Twenty six patients with different degree of uterine septa and poor reproductive outcome (spontaneous abortion, habitual abortion, preterm labor and unexplained primary infertility). 

Intervention (s):  Versapoint Hysteroscopic division of the uterine septum. 

Result(s): There was an impressive changes in the results after metroplasty, as 23(88.46%) patients  became pregnant vs. 20 patients (76.29%) succeeded to got pregnancy before metroplasty , of them 3/23 (13.04%) had habitual abortion ,two patients (4.34%)  ended in preterm labor , 14/23 (60.86%)  had  reached to term delivery ,with a total pregnancy loss of 5/23 (21.73%) , pregnancy complications in 5/23 (21.73%) with 13/23 (56.52%) living babies, versus  8/20(40%), 7/20 (35%) , 2/ 20 (10%) . 16/20 (80%) 15/20(75%) and 2/20(10%) before metroplasty respectively, and these results represent a statistically significant difference (P≤.05). The mean gestational age, the mean neonatal weight at delivery, early neonatal condition judged by apgar scores both in 1 and 5 minutes after delivery, was significantly improved after hysteroscopic metroplasty (P<0.05). There were no intra-operative complications, or minor postoperative complications, and complete removal of the septum achieved in 21 patients (80.67%), a residual septum was found in 5 woman (19.23%), and a 2nd intervention was done  in only 2 patients (7.69%) with a residual septum > 1cm  using office hysteroscopy. There was a statistically significant difference as regarding the cumulative pregnancy probability among patients with primary infertility, habitual abortion and preterm group during 24 months follow up(P<0.001). 

Conclusion(s): Hysteroscopic surgery replaced abdominal metroplasty and is today the treatment of choice for congenital uterine malformations. This is not just because of its reproductive results, which are comparable to those achieved with the abdominal approach, but mainly because of several post-operative benefits (reduced morbidity, convalescence and costs, and no scar tissue on the abdominal and uterine walls), improved reproductive performance (no reduction in uterine volume, shorter interval to conception after operation) and the mode of delivery (avoiding Caesarean section).Hysteroscopic metroplasty using the Versapoint is a successful alternative to the resectoscope technique; it has the same effectiveness and broad safety profile with its simplicity, minimal postoperative squeal, and improved reproductive outcome, this   approach should be recommended for metroplasty. 
Key words: septate uterus, Hysteroscopic metroplasty, Versapoint  and reproductive outcome.
Hossam Eldin Shawki M.D.
Assistant Prof. of Pb & Gyn.

El-Menya University
E-mail: Hossam20002003@yahoo.com 
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O-76    Androgen co-treatment in ovulation induction: Appraising the available evidence 

Introduction: Poor ovarian response is encountered in about 9 to18% of infertility patients’ undergone controlled ovarian hyperstimulation and still the most common cause of cycle cancellation and poor pregnancy outcome in any protocol for assisted reproduction. Several management strategies have been tried for this problem with inadequate success. Recently, androgen co-treatment has gained interest as a novel approach to improve folliculgenesis in women with poor response to ovulation induction specially those still having normal FSH level. Material and Methods: Systematic search for available evidences of using preparations that potential increase the intraovarian androgen level as an adjuvant treatment in ovulation induction. Critical appraisals of available literature together with identifying ongoing trials were also reviewed. Results: Reports showed that if the intra-ovarian androgen could be increased at the stage of initial follicular recruitment, this may increase the number of antral follicles, creating a PCO like status that responds well to gonadotrophins thereafter. Increasing ovarian androgen has been tried either by external supplementation (e.g. oral Dehydroepiandrosterone, transdermal testosterone) or by increasing endogenous androgens by inhibiting its conversion to estrogens by aromatase inhibitors. Conclusions: Androgens may potentiate the process of folliculgnesis either by increasing IGF-1 that stimulates follicular development or through amplification of cAMP-mediated gonadotrophins action on granulosa cells. The current review describes the role of androgens in normal and abnormal folliculgenesis and focuses the light upon the available data pertaining to the use of androgen as adjuvant treatment in ovulation induction.

Shaaban, OM, Bedaiwy, MA

Department of Obstetrics and Gynecology, Faculty of Medicine, Assiut University, Egypt
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O-77     DMPA use and bone mineral density in low socioeconomic classes. A call for attention 

Introduction Depot medroxyprogesterone acetate (DMPA) is a contraceptive injection in a depot formulation of suspension for intramuscular injection (150 mg/mL), given once every 3 months. Several studies now suggest that it decreases bone mineral density in reproductive-age women. Adverse effects on bone mass acquisition may lead to osteoporosis and related morbidity in later years. However, studies that have assessed BMD following discontinuation of DMPA either have observed recovery or have found no significant differences in BMD between past users of DMPA and those who had never used DMPA. No studies have discussed the effect of use of DMPA in low socioeconomic classes who lack diet adequate in calcium and minerals essential for bone health. The aim of this study was to evaluate the effect of current DMPA use in BMD among low socioeconomic classes Methodology: This cross sectional study was performed among 286 contraceptive users attending the family planning clinics in four villages in Sohag Governorate, Upper Egypt. One hundred fifty were current users of DMPA (group 1) and 136 were users of non hormonal methods (IUD and local methods) ( group 2). Personal interview was done first to evaluate the socioeconomic, reproductive history, dietary habits, medical history related to osteoporosis. The social score was measured for each participant according to Fahmy and El Sherbeny model II scoring (1983). Ultrasonographic bone densitometry was applied on the left calacaneus bone. Categorization of participants into three groups according to t-score (Normal, Osteopenic and, osteoporotic) was done according to WHO criteria, 2003. Results Both groups were comparable with respect to mean age, age at menarche, age at first pregnancy, parity, number of breastfed infants, duration of lactation, BMI and family history of osteoporosis. One-hundred seventy–five participants are located in low socioeconomic classes in both groups (61.2%). About 61 % of low classes was regularly use between 0-1 source of food rich in calcium ( Egg, Milk, Cheese, Yoghurt and Fish) in comparison to 68.1 using between 3-5 sources in high class population. The mean t-score is significantly low in DMPA users of low classes in comparison to non hormonal users of the same classes (p< 0.05). The duration of DMPA use is correlated significantly with lower mean t-score values (p=0.013). Osteopenic and osteoporotic participants represent 33.6% of DMPA users in comparison to 18.3% of non hormonal users of the same low classes with significant difference (p< 0.05). Conclusion Although DMPA is highly effective in preventing pregnancy, the clinician should weigh all factors in considering the candidates for this method. Socioeconomic factor should be one important factor especially if DMPA will be used for long period. Adapting short term DMPA use may be more convenient approach in participants of low classes. Key words DMPA, BMD, Osteopoosis
Mostafa Hussein1, Dalia Galal2, Osama Farouk3, Mohammad Fathallah1, Mahmoud Shokry1, Maher El-Assal.
1- Obstetrics and Gynecology, Assiut, EGYPT
2- Community Medicine, Assiut, EGYPT
3- Orthopedic, EGYPT
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O78 
N-ACETYL CYSTEINE : could it be an effective adjuvant therapy in ICSI cycles?

Objective: to test the hypothesis that, the addition of  N-acetyl cysteine(NAC) to controlled ovarian hyperstimulation(COH) , can increase the probability of pregnancy, in  ICSI cycles, using the long agonist protocol                            . 

Design: Randomized controlled study.

Setting: Private and university fertility centers.

Participant(s): Women undergoing ICSI cycles, due to male factor infertility.

Intervention(s): Participants were randomly assigned to receive either the standard long protocol (group A, 38 women) or long protocol and NAC (1200 mg daily, starting with gonadotropins stimulation till the HCG day, group B, 38 women). Determination of granulose cell apoptosis (on retrieval day) was done, using AnnexinV-Propidium iodide in flow cytometry.
Main Outcome Measure(s): Clinical pregnancy was the primary outcome. Granulosa cell apoptosis, fertilization rate, and number of grade one embryos were the secondary outcomes. 

Results: Clinical pregnancy rate was higher in NAC group (52.6%) than the control   (47.4%) but the difference was statistically insignificant(P>0.05). Early and late apoptosis were lower in group B (median=1.7% & 2.5% respectively) than in group A (1.9% & 3.7% respectively) but neither bordered the significant level( P>0.05). Irrespective of the used protocol, there was significant negative correlation between the % of early and late apoptosis and the fertilization rate and the number of good quality embryos. Pregnants had higher statistical significant decrease in early and late apoptosis (median=1.1%& 0.86% respectively) than non-pregnants (median=5.9%& 14.4%respectively, p < 0.001)

Conclusions: 1200 mg NAC supplementation, starting with  gonadotropins stimulation  till the day of HCG, did not significantly increase the probability of pregnancy in ICSI cycles using the long agonist protocol. Still, potential better results with larger scale studies, possibly with higher doses and or longer duration of NAC use , are questionable and should be thoroughly investigated. It appears that granulose cell apoptosis may be an important prognosticator for ICSI cycles outcome.

Eman A. Elgindy,  M.D

Associate  Professor  Obstetrics & Gynecology, Zagazig University School of Medicine, Egypt. 
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O79 
Artificial insemination outcome  following washing the cervix and uterus with pentoxifylline 

Introduction:Theoretically sperm motility should play an extremely important role for positive results in IUI. Therefore, treating fresh sperm with pentoxifylline has been shown to increase success with IUI ,GIFT and IVF. However no studies were found concerning washing the female reproductive system with in vitro solution of pentoxifylline.
Objective: Is to improve the outcome of the intrauterine insemination (IUI) and intracervical insemination (ICI) with the use of motility stimulant - pentoxifylline (PF) for washing of the uterine cavity and the cervical canal directly before insemination.

Materials and Methods: Washing of the cervical canal and uterine cavity with PF and  insemination was carried out for couples with apparently normal females and the males with mild asthenospermia or other mild male factor infertility. Eighty two couples were involved in the study that was performed in the Institute of Embryo Research and Infertility Treatment, University of Al-Nahrain, during the period from July 2006 to April 2007.Cervical mucus scores (CMS) and post coital test (PCT) were done to the patients prior to insemination and according to the results of these two tests, the patients were divided into two groups:                                                                       

Group1: those women with CMS above 10 and with positive (+ve) PCT (n=61). They underwent either IUI or ICI alternatively.  

Group 2: those women with CMS below 10 and had negative (- ve) PCT (n=21).They underwent IUI only. The insemination was done with the use of PF for 48 cycles and the remaining 42 cycles the insemination was done without the use of PF (control group).

Results: In this study, 82 patients underwent 90 insemination cycles. The result of the study revealed that, 13 women out of 82 had conceived (14.44%). In seventy cycles IUI was done. Eight pregnancies was resulted following IUI with the use of PF treatment out of 36 cycles (22.22%) and 3 pregnancies was resulted following IUI without PF treatment out of 34 cycles (8.82%).

Intra-cervical insemination was accomplished in 20 cycles. Two pregnancies was resulted from 12 cycles (16.66 %) in which the ICI was done after washing the cervical canal with PF. No pregnancy resulted from the remaining 8 cycles that performed without using PF. Using PF in the two methods of insemination (IUI and ICI/48 cycles) resulted in 10 pregnancies (20.83%), and this was significantly (P <0.0001) higher than that of the control group (42 cycles) in which insemination was done without the use of PF and resulted in only 3 pregnancies (7.14%).                                                                            

Conclusion: It is concluded from the present study that the use of PF to treat the uterine and cervical environment before insemination resulted in an improvement of pregnancy rates. At the same time it has been found that IUI gave best chance for pregnancy than ICI. 

KEYWORDS/  IUI ,pentoxifylline ,intra- cervical insemination.        
Al-Dujaily,S.S and Alani,E.A

Chairman,Department of Clinical Reproductive Physiology ,IVF Insitute,Al-Nahrain University,Baghdad-Iraq,aldujaily8@yahoo.com
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O-80   Rosiglitazone Vs Metformin in the management 0f PCOS patients.

Objective: this randomized clinical trial aims to compare the effects of 2 insulin sensitizers as regards the ovulation and clinical pregnancy rates in patients with documented PCOS diagnosis [Rotterdam criteria, 2003]. Study design: This randomized trial included 76 patients who were randomly allocated into 2 groups. Patients in the first group were given metformin 1700 mg/day into 2divided doses, Group A. In the second group; patients were given rosiglitazone 4 mg/day once daily, Group B. both groups were given CC 100mg/day for 5 days per cycle for 3 consecutive months between the 2nd and the 6th day. Results: there was no significant difference in the baseline features of both groups. There was a significantly higher ovulation and pregnancy rates in the rosiglitazone group. Conclusion: use of rosiglitazone could be a better adjuvant to CC than metformin in the management of PCOS patients
Mohamed Abdel-Aleem (Egypt)

obstetrics and gynecology, Assiut, EGYPT
O 81
Prostatic specific antigen in seminal plasma in male with idiopathic, Infertility compared with normal fertile male 

Introduction: Protatic specific antigen (PSA) acts physiologically like a serine- protease and an arginine esterase with both chymotrypsin-like and trypsin -like activity. The sequence of the protein is similar to that of other Kallikrenis (Rittenhouse et al, 1998) .involved in prostatic cell regulatory mechanisms. Seminogelein is the predominant seminal vesicle- secreted protein and one of the physiologic substrate for PSA; it causes the ejaculate to clot. One possible biologic role of PSA is to lyse the clot of the ejaculate, but it is at present unknown why this clotting and lysing mechanism is important to reproductive physiology?

The PSA degrade the semenolegin I,II in the semen coagulum  to form a various biological active peptides, which scavenge superoxide anion and may affect sperm oxidase to serve as natural regulators of sperm capacitation.( Lilja 1985;de lamerande 1997).

Most work regarding the molecular biology and biochemistry of PSA is based on extensive study of purified protein from seminal fluid in which the concentration of  PSA is nearly a million-fold higher than that found routinely in serum(McCormack et al 1995).

 The concentration found in seminal plasma range from 0.5 – 5 mg /ml, whereas normal serum concentration in men aged 50-80 years without prostatic disease range between 1- 4 ng/ml(Catalona et al 1991).

 The aim of this study is to shade light on the concentration of PSA in seminal plasma in idiopathic males infertility compared with PSA. Concentration  in normal fertile males. 

Materials and methods: Fifty patients with idiopathic male infertility(Group 1) and other  fifty  fertile males(Group 2) ; their mean ages are between 25 – 45 years, all of them are volunteers has been studied  in our fertility clinic in  Diwanya Teaching Hospital  in Iraq , are in good health with no history of genitourinary disease and of normal hormonal study. 

The seminal fluid took for both groups by masturbation (at least three days abstance); for PSA  , fructose concentration  in seminal plasma ,and liquification time..

The concentration of PSA and fructose in the seminal plasma were determined by using a (PROSTATUS  kits ) (Wallac  Oy; Turku, Finland) ;acolorimetric method .                                                                    

Result: In seminal fluid, PSA in (Group 1) range from 0.18-3.6 mg/ml; on other hand (Group 2) range from 0.4- 4.3 mg/ ml ;while the estimation of fructose levels was insignificant difference between two groups

Liquification time for (Group 1) from 6-40 minutes; while for (Group 2) from 5-30 minutes. as shown in figure ( 1-1)

	
	       Group 1
	      Group 2

	PSA.concentration in seminal plasma(mg/ml)
	        0.18 -3.6


	     0.4 - 4.3

	Liquification time(min.)
	       6 - 40
	     5 - 30

	Fructose concentration in seminal plasma(mmol/l)
	       15 - 19
	     14 - 18
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Conclusion: PSA concentration in seminal plasma of normal fertile males are slightly higher than that of males with idiopathic infertile male patients , this led to that the liquification time for the Group 1 is slightly longer than of Group 2.

This support that the PSA is important in fertility as degraded the semenoglen I and semenoglin II,to form various biologically active peptides to scavenge superoxide anion and may affect sperm oxidase to serve as natural regulators of sperm capacitation,which define as series of changes in cell membranes, enzyme activities and ion fluxesthat sperm undergo as they traverse the female urogenital tract to reach the zona pellucida and fertilze the egg(.( Lilja 1985;deLamirande et al 1997.deLamiande and associate 2001).
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