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Tekrarlayan implantasyon  başarısızlığı ne demektir? 

• 2-6 IVF uygulaması ve  10 dan fazla iyi embryo transferinde 
sonuç alınamaması 

         (Tan et al.,2005) 

 

 

• İyi embryo transferine rağmen 3 IVF siklusunda 
başarısızlık (RIF) 

(Eshre PGD Consortium 2002) 



Definition of RIF 

• Number of cycles 

• Number of embryos 

• Cleavage vs blastocyst embryos 

• Fresh vs frozen embryos 

Failure to achieve a clinical pregnancy after transfer of at least 4 good-
quality embryos in a minimum of three fresh or frozen cycles in a woman 
under the age of 40 years (Couglan et al.  RBM Online 2014) 



There has been a shift from cleavage-stage embryo to blastocyst-

stage embryo replacements and from double- to single-embryo 

transfers 

RIF should be defined as the absence of implantation after two 

consecutive cycles of IVF, ICSI or frozen embryo replacement cycles 

where the cumulative number of transferred embryos was no less 

than four for cleavage-stage embryos and no less than two for 

blastocysts, with all embryos being of good quality and of 

appropriate developmental stage. 
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Uterus kavite anomalileri 

• Myomların etkisi tartışmalı 

  özellikle kaviteyi bozmayan  

   ve <4 cm den küçükler  

 

• HSG ve H/S si normal olanlara RIF ten sonra tekrar bakıldığında 
% 18 -27 sinde polip, sineşi, myom bulunmuş  

(Demirol and Gürgan,2004) 

(Surrey, 2003,Eldar-Geva et al.,1998, Oliveira et al., 2004) 
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Myom ve infertilite hakkında 
 populer 2 metanaliz  



2009 

In 2001 we could find no evidence that IM myomas, in the 
absence of intracavitary distortion, would affect fertility. 
However, that conclusion changes with the present 
reanalysis. With the results of newer, often better, studies,                              
it now appears that IM myomas may cause a detrimental 
effect 



İntramural myomlar 



Conclusion: The presence of non-cavity-distorting intramural fibroids is 
associated with adverse pregnancy outcomes in women undergoing IVF 
treatment 









Çalışmaların metodolojik açıdan değerlendirilmesi 



Klinik gebelik oranları-iyi kaliteli çalışmaların  
ortak analiz sonuçlarına göre 

Bozdağ et al., 2009 
Surrey et al., 2001 
Vimercati et al., 2007 

143 intamuralli, 763 kontrol grubu 
Klinik gebelik oranları arasında fark yok 

(OR 0.74, % 95 CI 0.50-1.09) 
Çalışmalar arasında heterojinete de yok( I2 = % 4) 



To confound the issue further, an excellent investigation 
was published after our last meta-analysis. This study 
showed that a single intramural fibroid was clearly not 
associated with infertility. 

However, at this time, excision of intramural fibroids to 
increase reproductive potential is not recommended. 

2012 



 Intramural fibroids greater than 2.85 cm in size significantly impair 
the delivery rate of patients undergoing IVF/ICSI 

2014 





Problems associated with hysteroscopic cavity 

evaluation 

 Inter/intra-observer agreement regarding both normal and 

abnormal findings 

 The significance of abnormal findings is not clear 

 Whether treatment improves implantation rates is unknown 

 





Endometrial reseptivite 

•  Endometrial markerlar 
  

morfolojik 
– pinopodlar 

 
biokimyasal 

– integrinler 
–sitokinler ve büyüme faktörleri 

          LIF, IL-1, HB-EGF, CSF-1,  CRH,OPN,AvB3,CEACAM-1 

   

 



Day 17 



Day 20 



Day 21 







The question, therefore, remains as to 

 

whether endometrial RIF is only a displacement, as 

demonstrated by Simon’s group 

or 

whether it could also be the result of molecular 

pathology in an otherwise on-time WOI 

ENDOMETRIAL RIF 



A nonreceptive endometrium suggests a poorer outcome even 

after pET. 



The genes that constitute the ERA derive from studies of 

the endometrial cycle in healthy individuals and the test 

does not appear to distinguish between patients with RIF 

and control subjects 



Our findings demonstrate that RIF originates from at least two 

molecular phenomena: molecular displacements and molecular 

disruptions. Asynchrony (displacement) and pathology (disruption) 

are both possible in RIF. 



ENDOMETRIAL INJURY 



Endometrial scratching (ES) refers to intentional damage to the 

endometrial lining in the hope of ‘‘improving’’ endometrial 

receptivity and pregnancy rates. 

No consensus exists in published literature about what ES is, how to 

perform it, how often, when, or in whom. 

ES has been considered as a singular method and has been the 

subject of 15 randomized controlled trials (RCTs) and five 

metaanalyses, a close examination of published data indicates no 

beneficial effect in reproductive outcome 





Endometrial injury induced by an endometrial aspiration in the 

preceding 

cycle did not improve the ongoing pregnancy rate in unselected 

subfertile 

women undergoing IVF 



To transfer fresh or frozen? 

Clinical pregnancy, ongoing pregnancy and miscarriage rates after fresh and frozen ET 

Roque et al.  Fertil Steril 2012 



Freeze all after failed fresh 

blastocyst transfer 

Freeze-all can be a superior therapy to another fresh cycle in patients with  

prior fresh blastocyst implantation failure  

From Shapiro et al.  RBM Online 2014 

 





It is not possible to support the hypothesis that sperm DNA 

fragmentation is an important cause of RM or RIF, nor that these tests of 

DNA fragmentation have predictive value in the prospective identification 

of women at risk of RM and RIF. 



NATURAL KILLER 

CELLS 





Limitations of NK cell 

measurements and subsequent 

immunotherapy 
 Discordance between pNK and uNK cell activity 

 Variability of uNK cells during the menstrual cycle 

 Inappropriate controls 

 Small number of studies with ill defined endpoints 

 Treatment options have no proven benefit 

 



Based on the current study designs, no information on 

bacterial detection and distributions of a ‘core uterine 

microbiome’ can be extracted. 
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BOZUK EMBRYONİK GELİŞİM 

Kromozomal  

anomaliler 
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Sentromer kırıkları 

RIF Lİ 

GENÇ KADINDA 

FAZLA 

(Tarlatziset al., 2000; 
 Raziel et al., 2002) 

Sperm 
Kromozomal  

Anomalileri fazla  
 

(Rubio et al., 2001). 



Defektif Embryonik Gelişim 

• Genetik anormallikler 





 

PGS for RIF 

 

  
No beneficial effect of PGS with FISH  

 

 

No studies with newer techniques such as array CGH  



ROLE OF MITOCHONDRIA IN RIF 



Abnormal mitochondrial function 

 Different studies reported a clear relation between the 

qualitative abnormalities of mtDNA and infertility (Gabriel et al., 

2012)  

 Patients having specific mutations or deletions of mtDNA were 

identified as oligoasthenospermia (Lestienne et al., 1997) 

 Oocytes with low levels of ATP production due to low levels of 

mitochondria and mtDNA may be unable to maintain the Ca 

wave pacemaker, activating the apoptotic pathway 



Low levels of Mitocondria 

Low levels of mtDNA 

Decreased ATP Production 

Decreased Ca ocillations 

due to decreased Ca 

pacemaker activity 

INCREASED ROS Activation of apoptosis 

Failed ovulation 

Oocyte degeneration 

Unequal and decreased mt   

in blastomeres 

POOR EMBRYO QUALITY 

FAILED IMPLANTATION 







This comprehensive review of the literature demonstrates that 

morphokinetic parameters should not yet be used as a 

surrogate for PGS to determine chromosomal status of the 

preimplantation embryo. 

13 studies were selected for data collection on the predictive 

value of morphokinetic analysis for human embryo ploidy 



Thrombophilia 

 Conflicting evidence in relation to RIF 
 

 Five studies (n=600) showed higher prevalence of 
one or more marker in women with RIF Grandome, 

2001 FS - Azem, 2004 HR - Coulam, 2006 RBM - Qublan, 2006 HR - 

Bellever, 2008 HR  

 

 One study (n=396) showed no difference in 
prevalence Martinelli, 2003 Haematol 
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Azalmış Endometrial Reseptivite 

KOH ve reseptivite 



KOH u Değiştirmek 

• GnRh-a lı RIF ten sonra GnRh-antagonist 

   li IVF, blastokist kalitesini ve gebelik oranını  artırmış 

 

• Natural siklus önerilmiş 

 

• Kontrollu çalışmalarla önerilen bir protokol yok, kişisel öneriler 
var 

Takahashi et al. (2004) 

(Kadoch, 2003), 

(Ledee-Bataille et al., 2004). 
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MANAGEMENT OF RIF  



Management-accepted 

 Remove intracavitary impediments to implantation 

Fibroids 

Polyps 

Septum 

 Remove hydrosalpinx 

 Improve transfer technique-difficult transfers 



Management-less controversial 

 Review stimulation protocols 

 Mild stimulation 

 Freeze all strategy 

 Transfer at the blastocyst stage 



Management-more controversial 

 Testing and treatment of thrombophilia 

 Testing and treatment of thyroid autoimmunity in the euthyroid 
patient 

 Intralipid and IVIG 

 Heparin 

 PGS 

 Intracavitary hCG 

 Intracavitary GCSF 

 Multi drug approach 

 Antibiotics, aspirin, corticosteroids, multi-agent luteal phase support 





Fact V Leiden 
APA, NK, TSH, Karyotip 

H/S 
Endometrial injury 

Endometrial ko-kültür 
(Kötü embryo kalitesi) 

KOH protokolü 
Shift protokol 
POR: Minimal stimülasyon 
Trigger dikkat 

HAP 
LAP 
LAP-H 

OPU NK: İntralipid 

IMSI 
Embryoskop 

Mümkünse  frezee 
 Ca ionofor? 

Sequential 2-3,3-5 ET 
İntrakaviter HCG 

G-CSF (bazen) 
Progesteron ET sonrası IM 

Luteal E2 ve GnRH agonist 
Prednisolone 32 mg 
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• Only a few of the potential causes are known 

• Most treatment options are experimental and empiric 

Conclusions-RIF 

Urman et al.  RBM Online 2005 



Tekrarlayan implantasyon 
başarısızlığında neden 
yönelik araştırma ve 
bulunan olumsuz faktörlerin 
düzeltilmesi başarıyı 
artırabilir. 
 
Ampirik ve gözlemsel 
çalışmalara dayanan tedavi 
alternatiflerinden zararsız 
olanları denenebilir. 
 
 




