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Kadinin Elini Neden Opersiniz?

* Fransiz cevaplamis ‘ Kadina saygi duyarim.
Erkek ile bir butini tamamlar.’

* Alman cevaplamis ‘Kadin kutsaldir. Hayatin
devamini saglar, dogurur.’

 Temel cevaplamis
‘ Bir yerden baslamak lazim! “......

¥

Gunumuzde tek hucreler ve kiucuk doku
parcalari dondurularak korunabilmektedir.
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First reported clinical pregnancy
following heterotopic grafting of
cryopreserved ovarian tissue inawoman

after a bilateral oophorectomy
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DONMANIN HUCRE UZERINE OLUMSUZ
ETKILERI




Termal Hasar

Ornegin Erimesi

Donma Sirasindalki
Is1 Cikisa

Cekirdeklenme 44— Ormnegin Termal Profili

- Zaman

»~Gizli 1s1 ¢ikisi hiicrenin sagkalimi tizerine etkilidir. Burada olusan

Isinin baskilanmasi sagkalim oranlarini arttirir.




Termal Hasar

Hucrelerin canli kalmayi basarmalari, sanilanin
tersine asiri dusuk sicakliklara dayanma
becerilerinden cok donma ve 1sinmada iki kez
gecmek zorunda olduklari limcul olarak kabul
edilen ara bolge sicakliligindaki (+15°C ile -60°C)
sag kalimlarina baghdir.







Hucre Disi Buz Kristalleri
Mekanik Membran Hasari




Dehidratasyona bagli
membranda mekanik hasar

Hlicre ici iyon konsantrasyon artisi ve
PH degisikligine bagl kimyasal hasar




Hicre Ici Buz Kristaller

Mekanik spindle hasari, organel hasari



Cok yavas sogutma Cok hizh sogutma

Fazla miktarda
dehidratasyon

Dehidratasyon icin
yetersiz sure

Hucre solut
yukunde artis

Hucre ici buz kristalleri
olusumu

Hiicre Olimii



Sogutma Hizl

» Hucre icinde buz olusturmayacak en hizli sogutma,
optimum sogutma hizi olarak degerlendirilir ve
hiicreden hiicreye degiskenlik gosterir.

— Hucrenin hacmi ve ylzey alani
— Hucrenin suya gecirgenlik katsayisi
— koruyucu maddenin tipi ve derisimi

Low surface/
volume ratio

volume ratio



Kriyokoruyucular

» Dondurma ve ¢cozme uygulamalari sirasinda
nlcrelerde olusabilecek zararlari 6nlemek amaciyla
cullanilan kimyasal maddeler

= cinde bulunduklari sivinin donma noktasini disururler.

= Buz kristallerinin ve yuksek tuz derisiminin olusumunu
engellemek

= Hucre disi ortamdaki sivinin donma noktasindaki dusus,
hiicre icindeki suyun hicre disina cikisini dnler boylece
hiicrenin blzismesini kritik hacmin tzerinde tutar

= Hucre ici yuksek derisimin seyrelmesini saglar ve
proteinlerin cokelmesini dnler;

Ideal kryoprotektan diisiik toksite ve yiiksek
permeabiliteye sahip olmali.




Kriyokoruyucular

1. Hucre zarindan gecebilen, yani hicre icerisine
girebilen kriyokoruyucu maddeler.

Dimetilstlfoksit (DMSO), gliserol, etilen glikol, 1,2
propanediol, 2,3 butanediol.

2. Hucre zarindan gecemeyen, yani hucre icerisine
giremeyen kriyokoruyucu maddeler.

Dusuk molekul agirlikh (glikoz, siikroz, trehaloz,
rafinoz, galaktoz)

Yiuksek molekul agirlikh (polivinil alkol; PVA,
polivinil pirrolidon; PVP)
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Kontrollii dehidratasyon e
yDonma isisi diiser

DMSO .

lyon ve PH Memran Hasari =
kontrolu Onlenir \




(Cozme Hasari

» Hucre ici rekristalizasyon (yavas cozme)
» Ozmotik stress hlicre ici sisme riptur

»Hicre ici kalan kryoprotektanlar

» Soluble gaz iceriginin artmasi

»Hlcreler ne kadar hizli ¢cozullrse, hayatta
kalma sanslari da o kadar artar.

» Calismalar gostermistir ki intraseliller buz
olusumu donma sirasinda degil, c6zinme
sirasinda hasara neden olmaktadir.
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Vitrifikasyon
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The failure of complex mammalian organs, such as the kidney, to function following freezing to low temperatures is thought to be due largely to mechanical disruption of the
intercellular architecture by the formation of extracellular ice!™%. Classical approaches to the avoidance of ice formation through the imposition of ultra-rapid cooling and warming

rates® or by gradual depression of the equilibrium freezing point during cooling to —80 °C*? have not been adequate. An alternative :1ppr|:ull:]11‘1_16 relies on the ability of highly
concentrated aqueous solutions of cryoprotective agents to supercool to very low temperatures. At sufficiently low temperatures, these solutions become so viscous that they
solidify without the formation of ice, a process termed vitrification. When embryo suspensions are cryopreserved using conventional procedures, this supercooling behaviour allows

intracellular vitrification, even in the presence of extracellular ice!™" We have therefore used mouse embryos to examine the feasibility of obtaining high survival following
vitrification of both the intra- and extracellular solutions and report here that in properly controlled conditions embryos seem to survive in high proportions after cryvopreservation
in the absence of ice.

Yiksek konsantrasyonda kryoprotektan ilavesi ile biyolojik ortamdaki
sivinin tercihen likit nitrojen kullanilarak ileri derecede hizli
sogutularak kristal olusmasina izin vermeden yapilan aniden htcre

veya dokudaki sivinin adeta camsi bir katilik haline gectigi sogutma
islemidir.




Vitrifikasyon

Vitrified Tissue

» 1. basamak %10 luk dilue CPA ile dengeleme
» 2.basamak 30-60 sn vitrifikasyon sivisinda kalis sliresi
» Swvi nitrojen ile ¢ok hizl sogutma

*Kryoprotektan secimi

°|si

*Embriyo veya hlicrenin permeabilitesi
*Kryoprotektanin toksitesi
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Her biyolojik materyal yani doku, organ, somatik hicre,
gamet hucresi, ve farkli asamalardaki embriyo
hicrelerinin gecirgenlikleri, hassasiyeti ve icerdigi yag vb
maddelerin farkli olmasindan dolayi, farki yogunlukta
kriyoprotektan madde kullanimi, farkli dondurma hizlari
ve protokollerin uygulanmasi s6z konusudur.




Vitrifikasyon Yavas
dondurma

Sure

Enstruman

Volim

Sogutma orani
CPA konsantrasyon
Kristallenme

Nitrojenle direkt
temas

Mekanik hasar

Kimyasal hasar
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Acik veya Kapali sistem

»~ Slow freezing s =
1 n
C;r(r:iae:g

— Kapali sistem

» Vitrifikasyon ‘
— Acik tasiyici sistem 1 N
— direkt LN, ile temas halinde = | |
— Soguma hizi yiiksek —20,000°C/dk “ ‘
™~ CryoLeaf

— Kapali tasiyici sistem

— hizli soguma derin sogumus hava veya metal ile saglanur.
— Soguma hizi kapal tastyicilarda —2000°C/dk

— Acik/kapali tasiyici sistemde

— oOnce ¢ok hizli soguma igin streril LN, ile temas daha sonra 6nceden
sogutulmus straw ile kapali sistemde saklama
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Neonatal outcomes after the transfer of vitrified
blastocysts: closed versus open vitrification

system

Yuan Chen ', Kiaoying Zheng < Jie Yan'~, Jie Qiao' and Fing Liu'™

Table 2 Clinical outcomes of open and closed vitrification

Open Closed P value
vitrification  vitrification
(106 cycles) (226 cycles)
Cryosurvival rate 147/150 (980) 295/308 (95.8) 0224
Cancellation rate 3/106 (2.8) 8/226 (3.5) 0736
Clinical pregnancy rate/transfer  49/103 (476) 92/218 (42.2) 0365
Implantation rate/transferred 63/147 (429) 105/295 (356) 0138
blastocysts
Pregnancy loss
Miscarriage rate/pregnancy 8/49 (16.3) 21/92 (22.8) 0363
Ectopic rate/pregnancy 0 1/92 (1.1) 1000
Live birth rate/transfer 411103 (39.8) 70/218(32.1) 0176



»SET

» KOS ve OPU komplikasyon ve
maliyetlerinden kacinmak icin
artan embriyolarin saklanmasi

» Endometriumun uygun
olmadigi durumlarda

» OHSS riski varsa (freeze all)
» Fertiliteyi korumak

[WAS ‘}"W“S > 0%

A0t 3

nned

» Donasyon icin



ART ICIN FAYDALARI

»Basariyl arttirmak

»Genc ve daha saglikli hiicre ve embriyolari
saklamak

»Genetik arastirmalara zaman tanimak
(blastokist biopsisi)

»ZayIf yanith hastalarda embriyo
biriktirilmesi genetik inceleme saglikl
embriyonun transferi
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Dogum kontrol Aaprnim mucidi 931 yasindaki Avusturyalr Bilirmy adame Carl Dyerassi,
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sadece Fevk igin yapuacagin: sovieds

Ingiliz Sunday Telegraph gazetesine konusan Profesor Carl Djerassi, kendilerinin ya da
eslernnin kKisir olmamalanna ragmen daha fazla kadimin bebek sahibi olmak icin tap
bebek yvontemine yvonelecedini, seksin sadece zevk icin yvapilacadum soyledi. BEat
dunyasinda daha fazla kadin ve erkek, saglhikl clmalanna riagmen aile kurmak icin
normal cinsel birlesmeyil dedgil tup bebek yontemini tercih edecek. Bunun icin de
kKisirlasmadan once yumurtalanm ve spermlerini donduracaklar. 1951 ylinda
hamileli onleyen dodgum kontrol hapimin gelistirilmesinde buyuk rol oynayan
Frofesore gdre bu haplar 2050ve kadar gereksiz hale gelebilir.

CINSELLIK VE UREME AYRIMI
Djerassi, "Gelecekte tup bebek tedavisi sececek kadinlann blaylk counludgu,

yumurtalanm dondurup hamilelidil geciktiren dodurgan kadimnlar olacak. Benim
tahminime gore bu kadinlann coju genetik taramada gelinen ilerleme nedeniyle tup
bebek yvontemiyle hamile kalacak. Tup bebekle cocuk sahibi olmak cinsel iliskiyle

COCL NLAr ICIN seks wWe UFreme ayrimil yuzde
olacak™ dedi.



~ mom,.we're going to have
4 baby..45 S00n 45 we've
decided onthe right Sperm
bank and egq donor. ..
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to borrow your womb
for 4 few manths. ..
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insan iremesi konusunun 6'nci simf ders kitabindan gikarilmas: tartisiliyor

Egitim 11.11:2044
6'nci sinflarda okutulan ‘Fen Bilimlen” ders kitabindan, 'Canlilar, (reme ve biyime' (nitesi icinde
yer alan ‘insanlarda iireme, biiyiime ve gelisme' baghginin ve altindaki konulann kaldinlmas:
tartigma yaratti

Dogum kontrol hapimin mucidi: lleride seks sadece zevk igin olacak

DUMNY.A [0.171.3014
Dogum kontrol hapmin mucidi 91 yasindaki Avusturyal bilim adam Carl Dljerassi, gelecekte
kadinlann codunun kisilagtinhip tdp bebek yontemiyle anne olacadini, seksin sadece zevk igin
yvapilacagin sayledi.

insan iiremesi konusunun 6'nci sinif ders kitabinda sansiirlenmesi tartisiliyor

GUNDEM 10:11.2014
6'nct sinflarda okutulan ‘Fen Bilimlen' ders kitabindan, ‘Canhlar, treme ve biyime’ (nitesi icinde
yer alan ‘Insanlarda iireme, bilyime ve gelisme’ baghfinin ve altindaki konulann kaldinimasi
tartisma yaratti

& sayfa bir paragrafa indi
GUNDEM 10:11.2014
Altinc sinflarda ckutulan "Fen Bilimleri" ders kitabinda "Canlilar, dGreme ve biyime" Gnitesi iginde

yer alan "Insanlarda tireme, biyiime ve gelisme” bashg ve bashdin altinda anlatilan konular
kaldinldi.
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Sperm Kriyoprezervasyon

» Sperm sayisi genelde cok oldugundan
» Membran stabilitesi iyi
» Siviicerigi az oldugundan kolay ve basarilidir

» Likefiye olan semen kriyoprotektif ajanlarla 1/1 oraninda ve ¢ok
yavas karistirilir. Karisim kriyovial ya da straw icine alinip 30
dakika sireyle nitrojen buharinda tutulur ve bu sirada isinin
tedricen dismesi saglanir. Stirenin sonunda strawlar sivi
nitrojen tankina aktarilir.

» Sperm sayisi az olan larda bos zona icine yerlestirilip kontroilli
dondurma gerceklestirilebilir.

Sekil 1. Sperm hicrelerinin zona pellusida icerisinde dondurularak saklanmasi.



Sperm Kriyoprezervasyon
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96 yasinda ikinci kez 'En yash baba' oldu

Hindistan'da yasayan 96 yasindaki Ramjit Raghav, iki sene 6nce dogan
oglundan sonra gectigimiz ay dogan cocugunu kucagina alarak ikinci kez
“Diinyanin en yash babasi” unvanini elde etti.

ntvmsnbe
GUncanama: 11:24 TSE 17 Sum. 2012 Carsamba

Hindistan'in Haryana eyaletinde yagayan Ramjit
Raghav, ilerlemiz yazina ragdmen 2 yazindaki
oglundan senra ikinci cocugunu kucagina aldi,

Raghav, ikinci cocugunun dogumuyla "Dinyanin
en yash babasi” unvamini perginledi.

Ingiliz Daily Mail gazetesine konusan 96
yasindaki Raghav, 54 yasindaki esi Shakuntala
Ranjit adini verdikleri odullar dogdugunda
hastane calizanlarinin kendisiyle alay ettiklerini
sdyledi.




Sperm Krioprezervasyon

Endikasyonlar

* Fertilitenin korunmasi

— Kemoterapi, Radyoterapi, testis cerrahisi 6ncesinde,Vazektomi dncesi
— Erkek partnerin 6liminden sonra gebeligin kabul edilebilir oldugu Ulkelerde

— Spinal kord hasari, seksiel disfonksiyon, gibi ejekilasyon bozukluklarinda
elektrooejekulator ile sperm elde edilmisse,

* infertilite tedavisi
— Testikuler ya da epididimal yoldan sperm elde edilen

— Agir oligozoospermi veya semende aralikli olarak hareketli spermlerin
varliginda

— Hipotalamo-hipofizer hipogonadizm icin gonadotropin tedavisi veya kalici
olmayabilen genital trakt obstriksiyonu cerrahisi gibi infertilite tedavisi icin,

— ART proseduru sirasinda sperm veremeyen hastalar yardimli ejektlasyon

icin veya retrograt ejekilasyonla idrardan veya cerrrahi girisimle genital
yoldan alinan spermler.

* Donasyon spermleri
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1he healthy baby boy, irom 21-yearold

sperm, 1s thought to be the
world’s first instance of long-term
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SPERM BANKASI
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"TALL, GOOD - LOOKING, MUSCULAR AND WEALTHY/
| CAN SEE WHERE YOU ARE COMING FROM MR5. “T CAN ONLY GIVE BLODD ONCE A WEEK, -
WILLETS BUT THATS NOT HOW IT WORKS." BOT SPERM, T O DONNXTE BUERYDAY



SPERM BANKASI




Erkeklerde Fertilitenin Korunmasi

; S » Biopsy for testicular l
E stem cell bankingt S

I -
stem cellsi q:emumg::rla
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SUMMARY ANSWER: There was no evidence that storage times of up to 6 years after vitrification (VIT) had a negative impact on blastocyst
survival, the implantation potential of embryos or the malformation rate of babies born.



Oosit Dondurma

» Sperm elde edilemeyen durumlar
» Fertilite korumak
= Evlilik 6ncesi partner yok ise
= Kanser vb durumlar
= Gonadotoksik ila¢c alimi
" POF riski (turner,fragle X sendromu,

» Embriyo dondurmanin etik ve lagal
problemlerinden kagcinmak



Oosit Dondurma

» Kromozomal olarak daha
saghkli genc oositlerin
saklanmasi

» Dusuk yanith hastalarda
tekrarlayan sikluslarda
oosit toplanarak embriyo
secimi ve gebelik
sansinin arttiriimasi

» Donor oosit bankasi

—— - W
We d hke fo know the tdenfn‘y of
the anohymouvs €99 donor, ”»?
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Accumulation of cocytes: a new strategy
for managing low-responder patients

A Cobo ®*, Micolas Garrido ”, Juana Crespo “, Remohi Jose *,
Antonio Pellicer ©

J Assist Reprod Genet (2013) 30:1465-1470
DOI 10.1007/45108154013-0103-1

ASSISTED REPRODUCTION TECHNOLOGIES

Accumulation of oocytes from a few modified natural cycles
to improve IVF results: a pilot study

Ermanno Greco « Katarzyna Litwicka - Cristiana Arrivi - Maria Teresa Varricchio -
Daniela Zavaglia - Cecilia Mencacci - Maria Giulia Minasi



3.

Oosit Dondurma / Basari disuk

Tek hiicre oldugundan hasar meydana geldiginde diger hiicreler kompanse
edemiyor. Embriyoda bir hiicrede hasar meydana geldiginde diger hiicreler
kompanse edebiliyor. Blastomer biopsisinde oldugu gibi.

Permabilite az olmasi
= CPA’ nin hiicreye girememesi
= Dehidrasyon, rehidrasyon

Yiiksek i1sida geri dontisiimsiiz hasar olusumu
— lipidten zengin membran ve mikrotiibuller,
—  sitoplazmik lipid damlaciklari olusumu

Ekilibrasyon sirasindaki ozmotik sok “shrinking” nedeniyle hiicre iskeleti ve
mikroflamen hasari

Rehidrasyon sirasindaki ozmatik sok “swelling” nedeniyle membran riiptird, lysis,

Mikrotiibiillerde polimer par¢alanmasi , kromozomlarda diizensiz hizalanma,
Anaploidi riskini arttirabilir.

Zonal sertlesme



VYitrification versus slow freezing for women undergoing
oocyte cryopreservation (Review)

THE COCHRANE
COLLABORATION"

Glujovsky D, Riestra B, Sueldo C, Fiszbajn G, Repping S, Nodar F, Papier S, Ciapponi A
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2014, lssue 9
hrtp:/ fwww.thecochranelibrary.com

Analysis 1.1. Comparison | Vitrification versus slow freezing, Outcom

| Ongoing pregnancy rate.

Raviews Witrification versus slow freezing for women undergoing oocyte crypprasanaion

Comparisont - | Mitrification versus slow freezing
N
Cutoome Cingoing prapgnancy rate

Study or subgroup Vitrification Slowe freering Risx Ratio Wyiight risk Ratio
M nd FM-H,Firad 555 Cl M-H.Fixeg 255 Cl

Schiewe 2010 715 13 — 000 % : .
— 100.0 % 6.07 [ 0.86, 43.04 |

Total (95% CI) 15 L3

Totel everts 7 (Vitrification), | {Siow freezing)

Heteropeneity: not appfiicable
Test for overal eflect 7 = [B0 (P = 0071

]
Test for subprocp differences: Mot applicable
= r i

am ol | 1] (18]

Favours sow freesing Faours werification



Oosit dondurma / basari diistik

Reproductive BioMadicine Online (2074) 29, 159 176

wewrw soiencedirsct com
www . rbmonlines_com

REVIEW

Oocyte vitrification in the 21st century and ()
post-warming fertility outcomes: a systematic
review and meta-analysis

Meelam Potdar **, Tarek A Gelbaya?®, Luciano G Mardo®

OPR = OR 0.76 vitritified vs. fresh



Oocyte efficiency: does live birth rate
differ when analyzing cryopreserved
and fresh oocytes on a

per-oocyte basis?

Kara M. Goldman, BM.D.. " Micole L Moyes, f‘.I'E.[}._"' laime A Knopman, TI."I.[}._I'
Caroline McCaffrey, Ph.D., H.C.L.D.® and James A. Grifo, M.D., Ph.D.”
* Mew York University Fertility Center, Mew York University Schoal of Medicing: and * RBeproductive Medicine Associates of

Mew York, New York, New York

Cycle characteristics of autologous OC and fresh IVF cycles.

ocC Fresh IVF P

(n = 25) (n = 1,392) wvalue®
Age, y 33007 34.1 &=0.1 i
FsH on day 3, ILU/L &6+ 4 &7 +=0.9 79
Ezx on cay 3, pgf/mL 384 2.6 326 4+ 0.9 -84
Gonadotropin dosage, 1U 2,124 4+ 188 Z,637 4+ 3 B3
Peak E>, pg/mL 2,362 + 233 2,088 4+ 29 2
No. of cocytes retrieved 21 =25 16 4+ 0.2 LoD
No. of MIl oocytes retrieved 164+ 2.2 12 +=0.2 0 |
OQocyte survival rate, 96 B25
2PM fertihization rate, 9% 281 78 A8
Mo. of 2PN zygotes 104 1.4 1034016 74
BFR, % 38 .6 654 Naieing
MNo. of blastocysts 3.9+ 6.9 6.3 £ 0:1 0
10—
LBR-ET, 9% 45 .8 51.9 68
LER-MOR, 9% 2.7 4.2 19

MNore: Values are expressed as mean =+ S5EM where appropriate.
* Student's r test with unegual variance, Fisher's exact test, and = analysis with Yaies'
correction were used for statistical analysis.

Galdman. Efficeency in cocyte cryapreservation and IVE Fertil Steril 2013,

Conclusion(s): Our data suggest that while assisted reproductive technology remains an inef-
ficient process, OC may be approaching fresh IVF when live birth is the primary consideration.
However, OC may negatively impact the potential for blastocyst formation. (Fertil Steril®
2013;100:712-7. ©2013 by American Society for Reproductive Medicine.)



OOSIT DONDURMA/CANLI GEBELIK

Livebitth (%)
?
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Figure 1: Predicted age-specific number of livebirths based on cocyte cryopreservation method and the
number of oocytes thawed
Adapted from Cil and colleagues,” by permission of Elsevier. 5F-slow freezing. VF-vitmhcation. TO-thawed
oocytes.

Dominic Stoop, Ana Cobo, Sherman Silber Lancet 2014; 384: 1311-19



ASEM PAGES

Mature oocyte cryopreservation:
a guideline

The Practice Commitiees of the American Society for Reproductive Medicine and the Society for Assisted
Reproductive Tecdhnol ogy

St "'"l’:r' Fei ﬂ-llr.lrl'll:‘hl-:"l v Placlicime ard Sodiety for Assisted Haproductinee '|l'\l'-:'|-.|||:|-|'b|';l|.'I |'hr|'|||l|-c||":r|rl|I Alabarma

There is good evidence that fertilization and pregnancy rates ame similar to 1V F/ICS] with fresh cocyies when vitrifed fwarmed oocyies
are used as part of IVE/ICS] for voung women. Although data are limited, no increase in chromosomal abnormalitics, binh defocis, and

developmental deficits has been reported in the nl'fsprlnp: hm'n from Eq'uprﬂcwrd oDCYIes when cumpurl:fl: o pregnancics f'-mm con-

ventional IVEF/ICS] and the general population. B
. This document replaces the document last published in 2008 thiled, " Ovarian Tis-

suie il Dﬂl‘_\l'Tf Cryopréscrvation,” Fertil Steril 2008;90:524 1-6. [Fertil Steril® 200 3993743,
2013 by Amercan Socicty for Beproductive Medicine. )
Earn online CME credit related to this document at www. asrm.org/eleam

KLINIK SONUCLAR

Oocyte survival 90%—97%,

Ulse woner semiiphione
i sacdi 1l 'l:_'_.'t il
il conaeet w the

] 1- I -

Fertilizasyon orani 71%—79%,
implantasyon orani 17%—41

Klinik gebelik orani transfer basina 36%—61%.

Klinik gebelik orani ¢ozlilen oosit basina 4.5%—-12%.



FERTILITE KORUYUCU YAKLASIM

OOSIT SAKLANMASI

Clinical outcomes and live births reported in cancer patients who preserved fertility through oocyte cryopreservation (slow freezing and vitrification).
Yangetal., 2007 (158)  Porcuetal,2008(159)  Sanchez Semanoetal. 2009(160)  Kimetal, 2011(161)  Garcia-Velasco, 2013 (120)

Type of malignancy Hodgkin lymphoma Borderline ovarian tumor  Breast @ncer Chranic myeloid leukemia ~ Non-Hodgkin lymphoma
Cryopreservation fechnigue Slow freezing Slow freezing Combined OTC-SF + OV (Cryotop) ~ Vitrification (EMG) Vitrification (Cryatop)
Age at P, y i 26 36 21 31

No. of cryopresenved oocytes 13 | 16 1 4
Storage time (y) B 4 2 9 2
Twin or single pregnancy Single® Twin Twin Single Single

No. of live births 1 2 2 1 1
Wesks of gestation 37 38 34 $H+3d 39
Weight of baby, g 3,062 2,100 and 2,400 1,650 and 1,830 2410 3440
Sex of baby Male Females Males Male Male

Note EMG = elecion micoscope grids P = fertility presarvation; OTC-SF = ovarlan tigue ayopresenation; OV = oooyte wtification.

* Gestational camar,

Cobax Oocyte itrfeaton for fertity presention. Fert el 2013

* Sperm olanagi yoksa
* Kanser tedavisi geciktirmek icin zaman yoksa

 Hormonal stimiilasyon riskini minimalize veya yok eder
— Meme, prostat,overyan,endometrial kanser




OVER KANSERLI HASTADA OPU

In Vivo Oocvte Retrieval in
a Young Woman With
Owvarian Cancer

SEEE LS. Whyite, Arp,
Flecrior Flacer s, AL,
A exry Reawscle, AL,

czrred Avrrer Flersfilcao, Ari

Fig. 2. Intraoperative photographs showing oocyte retrieval
from the stimulated right ovary. All visible and palpable fol-
licles were aspirated, yielding a total of 12 oocytes.

Whyte. Oocyte Cryopreservation in Invasive Cancer. Obstet Gyvnecol
2014.



FERTILITE KORUYUCU YAKLASIM
IMMATUR OOSIT SAKLANMASI

TABLE 2

in vitro maturation and cryopreservation of oocytes retrieved from seven patients with cancer facing imminent gonadotoxic treatment who were unable to undergo homonal ovarian stimulation for
fertility preservation.

Total no. of Mo, of MII No. of No. of oocytes
Chemotherapy  Other method of  Andral follicle  oocyies  oocytes at  oocytes matured matured No. of Mil oocytes
Age (y) Disease before IVM fertility preservation count retrieved  retrieval after 24 h after 4B h cryopreserved

Patient 1 30 ALL Yos C 22 11 B
Patiemt2 25  AML Yes 0 20 9
Patient 3 36 ALl Yes O 10 1
Patiemt 4 24  ALL Yes T 15 4
Patiet 5 20  AML Yies 1] 19 3
Patiert &6 20  AML Yos 20 15
Patient 7 32  Rectumcancer TINOMO. No Oophoropexy + OTC 15 5
Note AL = acite Bymphobion b leukemia; AML = adte mysioed eibemia (Vi = n win makisaton; M = mesess § OTC = ovarian [Saie oryope sevalon.
Gandeny. WA wncormman alica bors. Fartl Stanil 2013

Ovulasyon indiiksiyon i¢cin zamanin olmadigi
hastalar

Ozellikle overyan doku transplantasyonunun kanser
hiucrelerinin transferi riskini getirdiginden bu hastalar
icin cok 6nemli olabilir.




FERTILITE KORUYUCU YAKLASIM
IMMATUR OOSIT SAKLANMASI

Slow-Freeze/Thaw

Mature M-II

.r__:_ - L -
i S, ol W. Y

Vitrify/Warm

Slow-Freeze/Thaw

-

Mature M-I - Cryopreservation Mature M-Ii




LIRS IMNASL ARTHOLES: FERTILITY PRESE KW ST

Optimizing human oocyte
cryopreservation for fertility
preservation patients: should we

mature then freeze or freeze
then mature?

ol A, L, BROS sy Bmeriry, B e " S fodsrie fdaoaciieed, 8BS Rickymeod B Shfkam, &, 5
mrwd Al B Coppeasrreases, B, ="
= e per secloer U hesr PAsclicire Soesoe et ol borwve ek, --ru.I‘I'I---\1I.1rlrl-|--r-|l wal dSkamtartrios, Soprwmecasiinogg mvrald Fappar i wrwr B
Felorian vl Siral SobPedecd ool PeTmclicimee, Pdesds Yaerk; PMNess T oerk

Expenmental design flow diagram. *P=05_
Lee Late matuing oooyte ayopreservation. Fertl Stenl 201 3.



Immatur Oosit Krioprezervasyonu

Human Reproduction, ¥ol.2%, Mo.2 pp. 27&-178, 2014
Advvanced Access publication on December 9, 2013 doi: 1001 093/ humeep S decd 20

human
reproduction

First pregnancy and live birth resulting
from cryopreserved embryos obtained
from in vitro matured oocytes after
oophorectomy in an ovarian cancer
patient

E.B. Prasath'%*, M.L.H. Chan', W.H.W. Wong!', C.J.W. Lim/,
M.D. Tharmalingam', M. Hendricks'**, S.F. Loh""%**5 and Y.N. Chia*

! Dropartment of Reproductive Medicine, KEIWF Centre, KK YWomen's and Children's Hospital, 1100 Bukic Timah Road, SIru;gl.p-nrt"'Dul-ce-H...rS
Graduate Medical School, Singapons i[}ep:nmmdﬁymmuhgﬂ] Onoology, KK Women's and Chidren's Hospital, | 00 Bukit Timah Road,
Singapore

"Precent sddress: Thamean Fertlity Centre, B Sinaran Drive, Singapare 107470

*Present address: The O&G Specialist Cline:, Thamson Medical Centre, 339 Thomson Rosd, Sngapore

*Present sddress: Depanrnent of Gynae-Oncology, KE Wormen's and Children's Hospital, 100 Bubiz Tirah Read, Singapore



Embriyo Kriyoprezervasyonu

ODutcomes of vitrified early
cleavage-stage and blastocyst-stage
embryos in a cryopreservation
program: evaluation of 3,150
warming cycles

b |. Caslizes, I B, Maria Joser o los Seacdos. PR D, Darmida Castellis, PR, Pilar Sarmie, Pl
Filar ©@imigeoes, Rl LT, @i BireRah PR s i, il

-l sescia, insvrinue Undvessvinasi iV, Yaloncis, Sgeminm

TABLE 1

Overall cutcome according to developmental stage at vitrification.

D2 03 05 D6

n %) 95% CI (%) m (%} 95% C1(%) n (%) 95% Cl (%) n (%) 95% C1(%)
Mo, of warmeng gycles 147 1.5 T 503
Mo, of warmed embryes 497 3.4 1,074 g5.2
Ae i) 3611400 (35.6-36.4) T4L54 {36.7-37.8) 389 L 55° (38.5-35.3) 8.6 £ 5.5° (38.2-330)
Survred rale 472 (949" {93.0-56 1) 3,289 (od 2y (93.4-849) 1,033 (9571 (850 ) 979 (97 6 #5908 5)
Mo, oF embryo transters {5) 135 (91.81 (B7.4=06.1) 1,685 (97 P {96.9-58 3) bid (962" (94, 7=97.0) 58 (97.61° i90.4-58.8)
Mo, of ermbryos replaced (mean £ 500 23019 £ 0EF {1.9-2.0) 3.057 (1.8 + 08" {1.8-1.9} 1.008(15 £ 0.6 [1.5-1.8 M3{15 2 05" i(1.5-1.6)
Implantatian mhe a2 (22 0-32 4) 1,058 (34 o {32 9-35 7] 426 (42 3F 39 3-45 1) 390 (42 41 (3% 2-456)
CPRitycle SO0 T (32 2-48 0 708 (41 .00 {38 T-233) 295(43.7) (A40.0-47 4 251 {416 I37.7-455)
CPRArarshor T (35.3-52.1) 103 w2 0 {38 -4 4) Fa5(45.5) (d1.7-49.3) 251 {42 6) |18 h-dfh)
OPffoyae 44 (19.5) 122.5=31.3) 571 433.1) [(30.1=353) 135(34.9) (31.3=38.5) 178 (22.5) 1258=-331)
OPRransfer 44 {328 (24 7-40.8) =TERECE! ] {(31.6-351) £35136.2) (32.5-39.9) 78 {307 (27.0-344)
Mecamage rake 15 {23.1) (124=33.9 123(17.3) (14.5=20.1) 26 (18.9) (14.4=23.4) 731(29) (23.4=34.8)
DRioycle 44 (X5 (225373 51013300 {30.9-35.3) 235(34.8) (31.2-3E8 4 17E{29.5) 1259-33.7)
LERfQycke o (3e 3 (T e-43.00 BT (3927 {36.9-415) 174 (806" (36.9-44 1) 196 (32 5 (1E8-30.2)

Note: OFR = chncsl 1, OFR = orguing 173 Dﬁuﬂti.'mllnm v bt e,
'“mimhgmmlﬂnm:i{:u

Gt G i’ cnedrormis: of weinifay et Fer BT Sherd 12,
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ASSISTED REPRODUCTION TECHNOLOGIES

Ongoing and cumulative pregnancy rate atter cleavage-stage
versus blastocvst-stage embryvo transfer using vitrification
for cryvopreservation: Impact of age on the results

A, Forndindes-Shawvw « B, L epreay = 07, Hreaia = O, Villas = 1, Mo

Reewivel: B Aupast 20014/ Aceepisl; 4 Movember 2014

DS group (n=58)

Statistical significance

Fresh D3 group (rn=46)
Clinical pregnancy rate/cycle 34.7 Y (16/46)
Implantation rate 281 %% (20/71)
Miscamage rate 31.2 % (5/16)
Multiple pregnancy rate 25 % (4/16)
Ongoing pregnancy rate/cycle 24 %% (11/46)

53.4 % (31/58)
42 8 % (36/84)
19.3 % (6/31)
16.1 % (5/31)
43.1 % (Z5/58)

p=0.057
p=>0.058
p=0.361
p=0.464
p=0.041

Table 5 Pregnancy outcome depending on age

< 35 vears old
VET Y

Day 3 (n=15)

Day 5 (n=27)

=35 vears old

Day 3 (n=31)

Day 5 (n=31)

Clinical pregnancy rate/ fresh IVF cycle 46.6 % (7/15)
Ongoing pregnancy rate/ fresh IVF cycle 33.3 % (5/15)
Cumulative ongomg pregnancy rate / patient (fresh + VET) 80 % (12/15)

51.8 %0 (14/27)
37 % (10/27)
55.5 % (15/27)

20 % (9/31)
193 % (6/31)
25.8 % (8/31)

548 % (17/31) a2
484 % (15/31) b
58 % (1831) ¢




FET /COozme Sonrasi Basari

» Embryo kalitesi (morfolojik ) tamamen intact
olan embriyolar en yuksek implantasyon
oranina sahip

» Birkac intakt blastomere sahip embriyolar bile
implante olabilir.

> Intakt blastomer sayisi esigi bilinmiyor

» Genel olarak %50 den fazla intakt blastomere
sahip embriyolar viabl kabul edilir.
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Better perinatal outcomes following
transfer of fresh blastocysts and
blastocysts cultured from thawed
cleavage embryos: a population-based
study

Yueping Alex YWang ', Michael Chaprman 2, Michasl Costellas®,
and Elizabeth Anmne Sullivan '

Table Il Pregnancy, live delivery and *healthy baby' rates of embryo transfers cycles, Australia 2002-2008,

Transfer eycles (Ma.)  Clinieal pregnaney rate (%)  Live delivery rate (%)  ‘Healthy baby'™ rate (%)

Fresh cleavage 69 308 28.0 2.7 4.8

Fresh blastogyst 19433 359 279 21.0
Thawed cleavage 49 656 20.1 15.2 1.7
Blastocyst from thawed cheavage 2665 8.8 12.0 6.2
Thawed blastocyst P64 215 6.3 3.2

A ‘healthy baby' was defined a5 a single baby bom lve at eerm (= 37 weeks gestadan), weighing = 2500 g surdving for ar lexsy 28 days post birth and noe havng congenital anomalies.

¥ Fresh cycles Z 2B Thaw cycles v
{"lﬂ‘”e " 'l;haw : Transfer i oy oo
cleavage siage [—ef leavage stage [ blastocysts [—» Vitrifikasyon
yOr “HEALTHY
BABY”
Transfer > .
blastocysts

Figure 1 Suggested clinical practice model.
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DORIGIMNAL ARTICLES: EARLY PREGMAMCY

Frozen-thawed embryo transfer
Is associated with a significantly
reduced incidence of

ectopic pregnancy

Bruce 5. Shapiro, M.D., Ph.D.,*" 5ald T. Daneshmand, M.D.,*" Laura De Leon, M.D..* Forest €. Garner, M. 5. "
rartha Agulrre, Ph.D.." and Cynthia Hudson, .57

* Fertility Center of Las Vegas and - D partment of Obstetrics and Gynecology, University of Mevada School of BMadicine,
Las Vegas, Nevada

Outcomes in the two study groups.

Fresh transfer PTEC P value Relative risk (95% CI)
Pregnancies 09 580
Pregnancy rate (%) 62.3 84.1 < .0001
TPPULs 23 2
TPPUL/pregnancy (%) 2.5 03 L0007 7.3(1.7-31.0)
Visualized ectopic pregnancies (VEP) 14 0
WEP/pregnancy (%) 15 0 0014 Undefined
Clinical pregnancies 627 465
Fetal hearts 876 662
Implantation rate 31.8% 51.2% .0001
Multiple pregnanaes 239 188
Multiple pregnancy rate 38.1% 40.4% 4527
Spontanepus abortions 45 40
Spontaneous abortion rate 71.2% 8.6% 4244
Ongoing pregnancies 582 425
Ongoing pregnancy rate 39.9% 61.6% .0001

Naote: PTEC = post-thaw extended culture; TPPUL = treated persistent pregnancy of unknown location.
Shapiro. Ectopic pregnandgy after thawed ET. Ferfil Sterif 2012,



FREEZE-ALL STRATEGIES

VIEVWS AND REVIEWS

Introduction:

Are we ready to eliminate the transfer
of fresh embryos in in vitro
fertilization?

Kurt T. Barmhart, D, RS CE

CHwision of Rieprodoactive Endoerindgd o gy aimd infertiling, Departiment of Gbhaetnics and Gymescnhogy, Perelman Schaool af
BAmdicine, Linbvesreity of Peonnsyleanis, Philadelphis, Peonay besmis

1. Daha reseptif endometrium

2. Taze transfer sikluslarina gére dondurulmus
sikluslarda daha saglikli bebek

3. Daha yuksek basari oranlar
Genetik test icin zaman kazanimi



Evidence of impaired endometrial receptivity after
ovarian stimulation for in vitro fertilization:

a prospective randomized trial comparing fresh and
frozen—-thawed embryo transfer in normal responders

Bruce S. Shapiro, M.D., Ph.D.,*" Said T. Daneshmand, M.D.,*" Forest C. Garner, M.Sc.,*"

Martha Aguirre, Ph.D.," Cynthia Hudson, M.S.," and Shyni Thomas, B.Sc¢."

% Fertility Center of Las Vegas: and  Department of Obstetrics and Gynecology, University of Nevada School of Medicine,

Las Vegas, Nevada

Outcomes in the fresh group and cryopreservation group.

Variable Fresh Cryopreservation P value
Retrievals 67 70

Canceled transfiers (rate, %) 14 (20.9) 20 (28.6) .3280
Blastocyst transfers 53 50

Pregnancies (rate, %) 36 (67.9) 45 (90.0) .0079
Clinical pregnancies (rate, %) 29 (54.7) 42 (84.0) .0013
Ongoing pregnancies (rate, %) 27 {50.9) 39 (78.0) .0072
Early pregnancy losses (rate, %) 7(19.4) 6 (13.3) .5481
Transferred blastocysts 95 89

Fetal hearts (implantation rate, %) 37 (38.9) 63 (70.8) <.0001

Shapiro. Impaired endometrial receprivire. Fertil Steril 201 1.



Fresh embryo transfer versus frozen
embryo transfer in in vitro
fertilization cycles: a systematic
review and meta-analysis

Matheus Rogque, M.D.,*“ Karinna Lattes, M.D.;'d Sandra Serra, M.Sc.,®9 Ivan Sola, B.Psych., "9
Selmo Geber, Ph.D_,“" Ramoén Carreras, Ph.D.,” and Miguel Angel Checa, Ph.D.P¢

A
Frozen-Thawed Fresh Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% C1
Afiatoonian 2010 73 187 52 187 460% 1.40(1.05. 1.88] -
Shapiro 2011 - Normal 39 70 27 67 244% 13810097, 1.98] I A—
Shapiro 2011 -High 38 60 34 62 296% 1.15 (0,86, 1.55] S —
Total (95% C1) 317 316 1000% 132 (110, 1.59) e
Total events 150 113
Heterogeneity. Chi¥ » 1.03. df = Z (P » 0.60). F » 0% G 0:7 fs i
Test for overall effect: Z = 3,00 (P = 0.003) " Favors Fresh  Favors Frozen-Thaw
B
Frozen-Thawed Fresh Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Afiatoonian 2010 78 187 58 187 47.9% 1.34([1.02. 1.77] [l
Shapiro 2011 ~ Normal 42 70 29 67 24.5% 1.39[0.99. 1.94) r——
Shapiro 2011 -High 39 60 34 62 27.6% 1.19(0.88, 1.59] S —
Total (95% C1) 317 316 100.0%  1.31[1.10, 1.56] =S
Total events 159 121
Heterogeneity: Chi¥ « 0.60, df = Z (P « 0.74) F = 0% O,S = 1%5 i
Test for overall effect 2 = 3.04 (P = 0.002) Favors Fresh Favors frozen-Thaw
Frozen-Thawed Fresh Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Afiatoonian 2010 S 187 6 187 33.2% 0.83[0.26, 2.68] e fr—
Shapiwo 2011 - Normal 6 70 7 67 39.6% 0.82[0.29. 2.32] e —
IVI R Shapiwo 2011 -High 4 60 S 62 27.2% 0.83[0.23, 2.93] I —
Total (95% CI) 317 316 100.0% 0.83 (0,43, 1.60]
Total events 15 18

Heterogeneity. Chi* « 0,00, 6f = 2 (P » 1,000, F = 0%
Test for overall effect Z = 0.56 (P = 0.57)

(A=C) Meta-analyss results,

Roque Bt Suosn thaned entvya rardlor. Fard Sed 2003

0oz 05 1 3§ 10
Favars Fre<h  Favnrs Frozen-Thaw



Perinatal Sonuclar

"His conception was a miricle. We used a frozen sperm sample.”



CRIGIHAL ARTICLES: ASSISTED REFRODLICTION

Oocyte vitrification does not increase
the risk of embryonic aneuploidy or
diminish the implantation potential
of blastocysts created after
intracytoplasmic sperm injection:

a novel, paired randomized controlled
trial using DNA fingerprinting
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Aneuploidy Rate Among Embryos Tested

45%

36.0% 36.4%

35%

30%

25%

20%
17.2%

16.4%

15%

10% [ N=t11 [ n=1ie |

5%

0%
Arrested Embryos Useable Blastocysts

29.1%

26.4%

Overall

@ Vitrification
[ Control

P> 0.5 for all
comparisons

Equivalent aneuploidy rates among arrested embryos and usable blastocysts derived from previously vitrified and control oocytes.

Forman. Vitrfication does not increase aneuploidy. Fertii Steni 2012.



Comparative analysis of fetal and
neonatal outcomes of pregnancies
from fresh and cryopreserved/thawed
oocytes in the same group of patients

Faclo Emanuele Levi Setti, M.D.® Elena Albani, Biol.5¢.." Emanuela Morenghil, Ph.B.."
Giovanna Morreale, Biol Sc.." Luisa Delle Piane, MDY Giulia Scaravelli, Ph.D.°
and Pasquale Patrizio, M.D.. M.B.E., H.C.L.D."

A Department of Gynecology, Division of Gynecalogy and Reproductive BMedicine and P Biostatistics Unit, Humanitas Clinical
and Research Institute, Milan; * ART Italian National Register., Mational Center for Epidemiclogy, Survell lance and Health
Promotion, National Health Institute, Rome, Italy; and ° Department of Obstetric, Gynecology and Reproductive
Sciernces, Yale University, School of Medidne, NMew Haven, Connecticut

Ohbstetric outcomes after cocyte thawing and with fresh oocyte

cycles.
Congenital anomalies after oocyte thawing and fresh cycle ET in the Thawed Fresh
same group of patients. Outcome oocytes oocytes
Parameter Oocyte thawing Fresh cycles All deliveries®
_ Deliveries 134 68
Babies born 145 740° Babies born 145 692°
All anomalies 4 (2.8) 34 (4.6) Gestational age (Wk) 379427 374 + 30
Nervous system 0 1(2.9) : : 4 s
Cardiovascular 0 17 (48.6) Females 85 (58.6) 348 (50.4)
Gastroenteric 1.(25.0) 2 I_E.?} Singleton
GEHf'IDUFiﬂEIF‘_g‘ 2 [EDD} T2 DG‘} Babies delivered 123 A44
Muscle skewetal 1220) Viz3) Gestational age (Wk) 384 +26  385+27
Limb 0 4119 Birth weight (g) 3,231 £615 3,012 + 659
Chromasomal 0 3(8.6) Females 74(60.2) 235(53.1)
Mote: Values are number {percentage). Twins
Sinchde npiets (71 = 16 cases), A5 babies totl Babies delivered 22 248
£= nonsignificant. Gestational age (wk) 354 + 1.7 354 +27
Lew Setti Dutcomes from fresh and thawed ootyte guoles. Fertil Stenf 2013, Birth weight (g) 2,418 4 492 2,212 4 537
Females 11(50.0) 135 (54.4)

Nate: Values are mean £+ 5D or number (percentage).
* Triplets {n = 16, all in fresh cycles) were excluded.
¥ statistically significant.

Lev Setti Outcomes from fresh and thawed oogyte gpcles. Fertil Sterif 2013
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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?, J. Forman?,

and A. Nyboe Andersen?

Frozen versus fresh embryo transfer

Study: OR (95% CI)

Sazoncve of of,. (2012) OR = 1,59 (1.26-1.99) -
Palkenen of al, (2010) OR = 1 50 (1.21-2 40} =
FINbOrg of &, (Z013) OR = 1,34 (0 %81 80) .

Total: OR = 1 84 (1.21.1.81) ’

I tyvour of fresh in tavour of froren
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Figure | Forest ploe of podled estmate of being born LGA (z-score
=2 SD) in sngletons conceived after frozen embryo ransfer (FET)
versus those concaived aftar Frash embryo transfer. OR, odds ratic;
Cl, confidence interval: LGA, lirge for gestational age.

Frozen embryo transfer versus natural conception

e Y.

SAZONOVA of #., (2012) OR = 1 48 (3 22=1 81) -
Potkonen ol al.. (2010) OR = 1.08 (0 84-1.50) - [}

Pinborg ef &/, (2013) OR = 1.41 (1.01-1.80) =

Tolal 1.32 (1.07-1.61) ‘

in faveur of NC In fvvour of FET
r T T T T 1
025 040 1.00 2,
OR

Figure 2 Forest plot of pooled estimate of being born LGA (2-score
=2 SD) n singetons concetved after frozen embryo transfer (FET)
versus natunily conceived singletons. OR, odds ratio; Cl, confidence
nterval: NC, mwraly conceived: LGA_ large for gestational age.
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Impact of frozen-thawed
single-blastocyst transfer on
maternal and neonatal outcome: an
analysis of 277,042 single-embryo
transfer cycles from 2008 to 2010
In Japan

Osamu Ishihara, M.D., Ph.D.,? Ryuichiro Araki, Ph.D.,° Akira Kuwahara, M.D., Ph.D./
Atsuo Itakura, M.D., Ph.D.,® Hidekazu Saito, M.D., Ph.D.,* and G. David Adamson, M.D.®

Obstetrical and neonatal outcomes and events in singleton live birth pregnancies after single embryo transfers in Japan during 2008-2010.

Fresh cleaved Fresh blastocyst Thawed cleaved Thawed blastocyst Total
Obstetrical events
Cesarean section (%) 3,026 (27.7) 1,682 (28.1) 1,322 (34.4) 9,941 (36.3) 15,971 (33.2)
Flacenta previa (%) 96 (0.88) 48 (0.80) 35(0.91) 203 (0.74) 382 (0.79)
—blacania abointion (04) 250,221 12 /1 37\ 11024 12 /0 17 100023
Placenta accreta (%) 10 (0.08) 5 (008} 10(0.26) 73 (0:27) 98 (0.20)
PIH (%) 229 (2.1) 87 (1.5) 102 (2.7) 794 (2.9} 1212 (2.5)

Fertil Steril 2014;101:128-33



Overyan Kriyoprezervasyon
Endikasyonlar

-

» Acil tedavi gerektiren ovulasyon indiiksiyonu ve
embriyo dondurmak icin vakit olmayan durumlar

» Prepubertal kiz cocuklari
» Hormon sensitif timorler
» Kok hicre tedavisi gerektiren hematolojik hastaliklar

» POF riski olan durumlar.




OVER DOKU TRANSPLANTASYONU
“canli gebelik sonuclar”

=2 © 2012 Encydopaedia Britannica, Inc.




ASRM PAGES

Ovarian tissue cryopreservation: a
committee opinion

The Practice Committee of the American Society for Reproductive Medicine

American Society for Reproductive Medicine, Birmingham, Alabama

Fertil Steril 2014;101:1237-43.

Over doku dondurulmasi ve
transplantasyonu hala deneyseldir.

Over doku transplantasyonu malign
hiucrelerin tekrar transfer riskini tasir.




Over doku dondurmasi ve trasplantasyonu

cozulmesi gereken sorular

» Optimal krioprezervasyon teknigi ???

» Krioprezervasyon siiresi????

» Optimal transplantasyon yeri ???

» Transplante dokunun yasam stiresi???

» Graft ile ilgili hormonal fonksiyon sansi??

» Rezidlel over dokusunun spontan fonksiyon
ve gebelik sansi ????



Overyan Kriyoprezervasyon

»Over doku dondurulmasi gonadotoksik tedavi
uygulanmadan yapilmalidir.

»Losemi gibi kanser hiicrelerinin overyan damarlarda
mevcut olabilecegi durumlarda reimplantasyonu
engellemek icin ilk remisyon sonrasi ve KIT éncesi
vapilmasi riski azaltabilir.

»>Iimmatir oosit dondurulmasi , Preantral folikillerin
izole edilip dondurulmasi veya c6zme islemi sonrasi
izole edilip transferi risk azaltabilir.



Number of follicles/mm?

Evaluation of cryopreserved ovarian
tissue from prepubertal patients after
long-term xenografting and
exogenous stimulation

walérie Luyckx, B.D., " Sarah Scalercio, B.Pharm., b5, " Pascale Jadoul, k.05
Christiani Andrade Aarmoacim, VBB, PhE " Michelle Soares, MOE." Jacgues Donnes, M., Phe,®
sl P arie-Badeloine Dolmans, b, D, Ph.D Ll
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Overyan Kriyoprezervasyon

» 35 gebelik “ ortotopik transplantasyon”
» Gebeliklerin hepsi geleneksel yavas dondurma teknigi ile

» Doku dondurma sirasinda oosit disinda stromal hiicreler,
granuloza hucreleri, teka hlcreleri vb. hepsinin ayri htcre
permeabiliteleri var ancak yavas dondurmada hepsi icin
optimum dondurma hizi ve CPA olmadigindan bu
hiicrelerde htcre ici kristallenme gelisebilir.

» Vitrifikasyon yontemi ile bu sorunun Ustesinden gelinebilir

» Vitrifikasyon yontemi ile dondurulmus over ile gebelik
henlz yok!!!!



QRIGIMAL ARTICLES: FERTILITY PRESE RWATIOM

Improving ovarian tissue
cryopreservation for oncologic
patients: slow freezing versus
vitrification, effect of different
procedures and devices

sonia Herraiz, Ph.0.,*" Edurne Movella-Maestre, Ph.D., " Beatriz Rodriguez, B.5c, ™™ César Diaz, M.D, >~
Maria Sanchez-Serrano, PR.D. M.D.* Vicente Mirabet, Ph.D.." and Antonio Pallic ef, Ph.D., M.D.® oyl
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Human follicular densities and percentages.
Follicular percentages
Follicutar densities (follicle\mm’) % Quiescent % Growing
Cryopreservation system Primordial Primary Secondary Primordial Primary Secondary
Fresh BT 13 54421 49+18 R 660 =273 4632105
SE-XT 14+13% 26 &40 04 +04° 192+ 142 ng+N0 18+5%
VTHXT 123 +84* 30132 03 +03° 4804 180 R +186 L7 +12

ugs BT



Should we isolate human preantral
follicles before or after |
cryopreservation of ovarian tissue?

Julie Vanacker, M.Bio.Sc., Valérie Luyckx, M.D., Christiani Amorim, V.M.D., Ph.D.,
Marie-Madeleine Dolmans, M.D., Ph.D., Anne Van Langendonckt, Ph.D., Jacques Donnez, M.D., Ph.D.,
and Alessandra Camboni, M.D., Ph.D.

Pole de Recherche en Gynecologie, Institut de Recherche Expéerimentale et Clinigue, Universite Catholique de Louvain,
Brussels, Belgium

Viability before 7 days of in vitro culture.

Fresh Iso-cryo Cryo-iso MEta StaZ riSki

V1 96.4% (106/110)  90.6% (116/128) 85% (148/174)
V2 2.7% (3/110) 9.4% (12/128) 14.4% (25/174)
V3 0 0 0

V4 0.9% (1/110) 9] 0.6% (1/174)

vuksek hastalarda
Note: Cryo-iso = slow-freezing followed by follide solation and alginate-matrigel embed- a Ite rn atif O I a bi I i r

ding; fresh = contral; iso-cryo = follicle molation and alginate-matrigel embedding followed
by slow-freezing.

Vanacker. Foliicle isolation and cryopresenvation. Fertil Stenl 2013,



OVER TRANSPLANTASYONU

MENOPOZ

» DEMOGRAFIK VERILERE GORE
DANIMARKADADA YASAYAN KADINLARIN %50
Si 100 YASINA KADAR YASAYACAK

> HAYATIN YAKLASIK YARISI MENAPOZDA
GECECEK

» DONDURULMUS OVER DOKU
TRANSPLANTASYONU ??2?2?2777
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