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@ Etkinligi kanitlanmis bir fertilite koruma yaklasimidir

@ Sadece kanser hastalari icin degil, ayni zamanda otoimmun ve
hemotolojik problemlerin tedavisi oncesinde de uygulanabilir

@ Belirli durumlarda ovaryen cerrahi dncesi uygulanabilir
@ Benign hastalik
@ Profilaktik (BRCA mutasyonu tasiyiciligi)

@ Hukuki altyapinin izin verdigi Glkelerde donor sperm
kullanilabilir
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@ Puberte dncesinde uygulanamaz

@ Evli olmayan bayanlarda uygulanamaz

@ Ostrojen’e duyarli kanser vakalarinda riskli
@ Kanser tedavisi oncesi zaman gerekli

@ Maliyetli???
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@ FP uygulamasi sonrasi cozilerek kullaniimis embriyo ve siklus
verileri halen sinirlidir.

@ Bilgilendirme amaci ile IVF sikluslari ve donér sikluslarina ait
veriler kullaniimaktadir.

Data from 2010 SART statistics (146,693 cycles).

Oocyte
donors <35 3537 3840 4142 >42

Fresh cycle, 55.6 47/ 8 38.4 28.1 168 6.9
live birth/ET

Thawed, 34.8 38.7 35.1 285 21.4 153
live birth/ET

Average no. ET 2.0 1.9 .9 21 2.2 2.

Note: ET =embniyo transfer.
Practice Cammities. Fertility preservation for cancer. Fertil Stenl 2013
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@ Kriyoprezervasyon islemi teknik olarak oositten blastosist’e
her asamada yapilabilmektedir.

IVF Worldwide
179 merkez, 56 llke, 39152 FET siklusu
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@ Kriyoprezervasyon isleminde iki temel teknik yaklasim
kullanilmaktadir (Son yillarda agirlikh olarak vitrifikasyon tercih
edilmektedir).

Differences and similarities between slow cooling and vitrification protocols.

Factor Slow cooling Vitrification

Cryoprotectant DMSO/ethylene glycol/propanediol DM50/ethylene glycol

Concentration of cryoprotectant (initial) Low (1.5 mol} High (2-5 mol/)

ncubation time Long (~3-5 h) Short (a Tew minutes)

Cooling rate Slow (=03 to —1°C/min) Fast (—20°C/min)

Osmotic stress Yes Limited

Toxic stress Yes Yes

Chilling injury Yes Limited

Mechanical stress (ice crystal formatian) Yes No

Programmable freezing equipment Yes No

Carrier Ampule/straw ("closed”) EM grid/Cryoloop/Cryotip/Cryotop (semiclosed)/
high-security straw ("closed”)

Direct contact with LN; No Yes/no (in case of high-security straw)

Note: DMSO = dimethylsulfoxide; EM = electron microscopy; LN; = liguid nitrogen.
Wong. Cyopresenation of human embryos Ferfil Sterl 2014,

(Wong et al., 2014)
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Reproductive BioMedicine Online (2012) 25, 146- 167

www.sciencedirect.com
www.rbmonline.com

ARTICLE

The Alpha consensus meeting on cryopreservation
key performance indicators and benchmarks:
proceedings of an expert meeting

Alpha Scientists in Reproductive Medicine '*

1 Meeting participants: Basak Balaban’ (Assisted Reproduction Unit, American Hospital, Istanbul, Turkey), Veronica Bianchi (Tecnobios
Procreazione, Bologna, Italy), Virginia Bolton (Assisted Conception Unit, Guy's Hospital, London, UK), Ana Cobo (Instituto Valenciano de
Infertilidad, Valencia, Spain), Thomas Ebner (Kinderwunsch Zentrum Linz, Austria), David Edgar (Reproductive Services/Melbourne IVF, Royal
Women’s Hospital and Department of Obstetrics & Gynaecology, University of Melbourne, Victoria, Australia), Martin Greuner (Zentrum fiir
gynakologische Endokrinologie und Reproduktionsmedizin (IVF-SAAR), Saarbriicken, Germany), Stanley Leibo (Department of Biological
Sciences, University of New Orleans, New Orleans, LA, USA), David Mortimer (Oozoa Biomedical Inc, West Vancouver BC, Canada), Zsolt Peter
Magy (Reproductive Biology Associates, Atlanta, GA, USA), Lodovico Parmegiani (Reproductive Medicine Unit-GynePro Medical Centers,
Bologna, Italy), Tammie Roy (Genea, Kent Street, Sydney NSW, Australia), Alan Thornhill {The London Bridge Fertility, Gynaecology and
Genetics Centre, London Bridge, UK), Lisbet Van Landuyt (Centre for Reproductive Medicine, University Hospital, Vrije Universiteit Brussel,
Brussels, Belgium), Pierre Vanderzwalmen (IVF Centers Prof Zech — Bregenz, Austria and CHIREC, Braine-l'alleud, Belgium), Matthew (Tex)
VerMilyea (Shady Grove Fertility Reproductive Science Center, Rockville, MD, USA), Maureen Wood (University of Aberdeen, Aberdeen,
Scotland, UK)

* Corresponding author. E-mail address:alphaZz@bluewin.ch (B Balaban)

(ALPHA., 2012)
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A: Membrane permeability and dehydration relative to developmental stage

1: Simple diffusion 2: Channel diffusion
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B: Membrane permeability and dehydration relative to CPA type
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C: Change in cell size and surface/volume ratio relative to developmental stage

- o, L E — g
i, t?
‘ﬂ '?‘ % ;
() R
Low surface/ e High surface/
volume ratio volume ratio

(ALPHA., 2012)
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* Teknik etkinlik arttikca uygulama sonrasi elde edilen klinik

etkinlik te artmaktadir.
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Percentage of frozen-thawed embryo transfers resulting in live births
per year from 1997 to 2011 in the United States (adapted from CDC,

2013 [15). A multiple-infant birth is counted as one live birth.
Wong. Cryopreservation of human embryos. Fertil Steri 2014,

The number of frozen-thawed embryo transfers per the number of
fresh cycles per year from 1997 to 2011 in the United States

(adapted from CDC, 2013 [15)).

Wong. Cryopreservation of human embryos. Fertil Steril 2014.

(Wong et al., 2014)



Double stimulations during the follicular and () coww
luteal phases of poor responders in IVF/ICSI
programmes (Shanghai protocol)

Yanping Kuang *>*, Qiuju Chen *°, Qingqing Hong *°, Qifeng Lyu *°, Ai Ai *®,
Yonglun Fu *°, Zeev Shoham ©

Abstract Previous studies have shown that existing antral follicles in the luteal phase enable ovarian stimulation. In a pilot study,
the efficacy of double stimulations during the follicular and luteal phases in women with poor ovarian response was xplored (defined
according to the Bologna criteria). Thirty-eight women began with mild ovarian stimulation. After the first oocyte retrieval, human
menopausal gonadotrophin and letrozole were administrated to stimulate follicle development, and oocyte retrieval was carried out
a second time when dominant follicles had matured. The primary outcome measured was the number of oocytes retrieved: stage
one 1.7 £ 1.0; stage two 3.5 + 3.2. From the double stimulation, 167 oocytes were collected and 16 out of 38 (68.4%) succeeded in
producing one to six viable embryos cryopreserved for later transfer. Twenty-one women underwent 23 cryopreserved embryo trans-
fers, resulting in 13 clinical pregnancies. The study shows that double ovarian stimulations in the same menstrual cycle provide more
opportunities for retrieving oocytes in poor responders. The stimulation can start in the luteal phase resulting in retrieval of more
oocytes in a short period of time. This offers new hope for women with poor ovarian response and newly diagnosed cancer patients
needing fertility preservation. &=

i© 2014 Reproductive Healthcare Ltd. Published by Elsevier Ltd. All rights reserved.

Oocyte retrieval Oocyte retrieval
GnRHa GnRHa
HMG 150U god 0.1 mg HMG 225 IU/d 0.1 mg

D3 D6 P "SR 9 L.l b L&
[EEEEEEEEETEESE | | |

Clomiphene26mg + + + + + + + + + + +

Letrozole 2.5 mg + + + + + ++ + + + + + +

lbuprofen 0.6 g + + + +
MPA 10 mg + + +

Figure 1 The protocol of double stimulation during the follicular and luteal phases in patients with poor ovarian response. GnRHa,

gonadotrophin-releasing hormone agonist; HMG, human menopausal gonadotrophin; MPA, medroxyprogesterone acetate; qgod, every
other day.

(Kuang et al., 2014)
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* Freeze-all stratejisi (Shapiro et al. 2011)
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FET

| e |

Azalmis endometriyal reseptivite?

COH

Freeze All
OPU

COH | ] G
Thaw ET

FET | | /

Thaw ET

FET | | /




Embriyo Kriyoprezervasyonu

Freeze All — FET FET FET
—-——
SIKLUS SAYISI 1915
YAS ORT. 35.2 (£5.4) 34 (%5.1) 33 (*4)
ORT. OOSIT SAYISI 15.3
IPTAL SIKLUS (%) 23 (%1.2) 8 (%2.8) 1(%3.2)
ET SIKLUS (%) 1892 (%98.8) 281 (%97.2) 30 (%96.8)
IR (%) %38.8 %32.2 %37.2
BPR (%) 1050 (%55.5) 143 (%49.5) 15 (%50)

CPR (%) 926 (%48.9) 122 (%43.4) 15 (%50)
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Freeze All — FET

SIKLUS SAYISI (OPU) 952
SIKLUS SAYISI (FET) 392
YAS ORT. 39.6 (*4.6)
IPTAL SIKLUS
OPU SONRASI (%) 133 (%14)

COZDURME SONRASI (%) 7 (%1.8)
ET SIKLUS 385
IR (%) %25.1
BPR (%) 168 (%43.6)

CPR (%) 142 (%36.9)
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@ Dikkate alinmasi gereken noktalar:

@ Kriyoprezervasyon giinli/zamani
@ Kullanilan teknik

@ Saklanan embriyo sayisi/etkinlik
@ Saklama siresi

@ Embriyo kalitesi

@ Endometriyal hazirlik

@ Guvenlik
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Human Reproduction, Vol.28, No.9 pp. 2545-1553, 2013
Advanced Access publication on July 5, 2013 doi 10,1093/ humrep/ det272

human i i
I tecreduction ORIGINAL ARTICLE Reproductive epidemiology

Perinatal outcomes of children born
after frozen-thawed embryo transfer:
a Nordic cohort study from the
CoNARTaS group

Ulla-Britt Wennerholm ''*, Anna-Karina Aaris Henningsen 21

Liv Bente Romundstad®4, Christina Bergh', Anja Pinborg?,

Rolv Skjaerven®5, Julie Forman’, Mika Gissler®?, Karl Gosta Nygren'?,
and Aila Tiitinen !

'Diepartment of Obstetrics and Gynaecalogy, Institute of Clinical Sclences, Sabigrenska Academy, University of Gothenburg, Sahigrenska
University Hospital, East SE-41 6 85, Gothenburg, Sweden, IFErI:iiil::r'C__"lirn\:, Rigsha spitalet, Coperhagen University Hospital, Copenhagen,
Dmmk,]Deg:arn'nemnthsmn'iEardeBcdng, Fertility Clinic, St Olav's University Hospital, Trondheim, Nw'a}r,’Deparunmtn‘FPLHic
Health, Morwegian University of Scienm and Technology, Trondheim, Morway, “'DepamentuFGlnbaJ Public Health and Primary Cara,
University of Bergen, Bergen, Norway, *Medical Birth Register of Norway, National Institute of Public Health, Bergen, Norway, " Department of
Biostatistics, University of Copenhagen, Copenhagen, Denmark, STHL, Mational Institute for Health and Welfare, Helsinki, Finland, *Mordic
School of Public Health, Gothenburg, Sweden, ' “Department of Medical Epidermiology and Biostatistics, Karolinska Institutet, Stockholm, Sweden
and ' 'Deparh'nerrtnfol:rstemﬁ and Gynecology, Helsinki University Central Hospital, Helsirki, Finland

*Correspondence address. Tel: 4463 1-343-5580; Fas: +-46-31-343-258374,; E-mail: ulla-britt wennerholm@veregion.se

Submitted on March 20, 201 3; resubmitted on May 22, 201 3; accepted on June 3, 203

STUDY QUESTIONS: What are the risks of adverse outcomes in singletons born after frozen-thawed embryo transfer (FET)?

SUMMARY ANSWER: Srgletonsbornafter FET have abetter perinatal outcome compared withsingletons born afterfresh [IVFand ICS] as regards
low birthweight (LBW) and preterm birth (PTB), but a worse perinatal outcome compared with singetons bom after spontaneous conception.
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Human Reproduction, Vol.29, No.3 pp. 6 18- 627, 2014
Advanced Access publicationon |anuary 9, 2014 doi: 10,1093/ humrep /det440

human

reproduction

Large baby syndrome in singletons born
after frozen embryo transfer (FET): is it
due to maternal factors or the
cryotechnique?

A. Pinborg!*, A.A. Henningsen?, A. Loft?, S.S. Malchau?, ). Forman?,
and A. Nyboe Andersen?

'Department of Chstetrics and Gynaecology, Fiidovre Hospitl, University of Coperthagen, Kettegaard Allé 30, Hividowre DK-2650, Denmark
2Ferulity Cliric, Rigshospitalet, University of Copenhagen, Copenhagen DK-2100, Denmark * Department of Biostatistics, Uriversity of
Copenhagen, Copenhagen DIC- 1004, Denmark

*Correspondence address, Tal: -+ 45-38-62-57-97 Fax: +45-38-62-2 1 -35; E-mail: anja bisgaard pinborg 01 @regorh di
Submitted on July [ 5, 201 3; resubmitted on Octobar 28, 20 13; accepted on November (4, 2013

STUDY QUESTION: Aresingletons bom after frozen embryo transfer (FET) arincreased dsk of being bom large for gestationalage (LGA) and
if so, is this caused by intrinsic maternal factors or related to the freezing/ thawing procedures?

SUMMARY ANSWER: Singletons after FET have an increased risk of being born LGA.. This cannot solely be explained by intrinsic maternal
factors asit was also cbserved insibling pairs, where the sibling conceived after FET had an increased risk of LGA compared with the sibling bom

after Fresh embryo transfer,



Fertility preservation in cancer survivors:
a national survey of oncologists’ current
knowledge, practice and attitudes

E Adams’, E Hill? and E Watson®

'Department of Clinical Health Care, Oxford Brookes University, Jack Straws Lane, Oxford OX3 OFL, UK; “Department of
Clinical Oncology, Oxford University Hospitals NHS Trust, Churchill Hospital, Old Road, Headington, Oxford OX3 7LE, UK and
iDepartment of Clinical Health Care, Oxford Brookes University, Jack Straws Lane, Oxford OX3 OFL, UK

Background: Around 1 in 10 of all cancer cases occur in adults of reproductive age. Cancer and its treatments can cause long-
term effects, such as loss of fertility, which can lead to poor emotional adjustment. Unmet information needs are associated with
higher levels of anxiety. US research suggests that many oncologists do not discuss fertility. Very little research exists about fertility
information provision in the United Kingdom. This study aimed to explore current knowledge, practice and attitudes among
oncologists in the United Kingdom regarding fertility preservation in patients of child-bearing age.

Methods: A national online survey of 100 oncologists conducted online via medeconnect, a company which has exclusive access
to the doctors. netuk membership of GMC registered doctors.

Results: Oncologists saw fentility preservation (FP) as mainly a women's issue, and yet only felt knowledgeable about sperm
storage, not other methods of FP; 87% expressed a need for more information. Most reported discussing the impact of treatment
an fertility with patients, but only 38% reported routinely providing patients with written information, and 1/3 reported they did not
usually refer patients who had questions about fertility to a spedalist fertility service. Twenty-three per cent had never consulted
any FP guidelines. The main barriers to initiating discussions about FFP were lack of time, lack of knowledge, perceived poor
success rates of FP options, poor patient prognosis and, to a lesser extent, if the patient already had children, was single, or could
not afford FP treatment.

Condusion: The findings from this study suggest a deficiency in UK oncologist's knowledge about FP options and highlights that
the provision of information to patients about FP may be sub-optimal. Oncologists may benefit from further education, and further
research is required to establish if patients perceive a need for further information about FP options.

(Adams et al., 2013-BMJ)



UREME SAGLIGINI KORUMA DERNEGI (URSAK)

NERGIS Karapinar 7 altina aldi. Aradan tam
aylik evliyken rastlanti so- dort yil gegti, Karapimnar
nucu lenf bezi kanseri ol-  kanseri yendi, ve tiip be-
dugunu 6grendi... Kanser bek tedavisine kaldig yer-
tedavisine baglamadan bir den devam etti. Gen¢ anne
gece 6nce URSAK'taem- 26 giin 6nce Lina ve Liya
briyo dondurma iglemiyle isimlerindeki ikiz bebekle-
tireme saghgm koruma  rini diinyaya getirdi.

URSAK'lI ilk
anne, simdi ikiz B
mutiulugu vasiyor |
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