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We thank Kalaitzopoulos and Quaas for their interest in our review (1). In their letter, they 

expressed concern that the potential impact of the different ovarian stimulation protocols on assisted 

reproductive technology (ART) outcomes in patients with endometriosis- and adenomyosis-

associated infertility has not been adequately addressed. In this regard, they cited the meta-analysis 

by Nirgianakis et al. (2), which showed a low clinical pregnancy rate in patients with adenomyosis 

who underwent short pituitary down-regulation protocols, but not in those who used an ultra-long or 

modified ultra-long down-regulation protocol.  

We acknowledge the potentially different impacts of various ovarian stimulation protocols, 

but the limitations associated with the quantitative synthesis of the available data on this aspect are 

so numerous that the ‘impact of adenomyosis and endometriosis on reproduction and pregnancy 

can only be roughly assessed’ (1).  Such limitations include suboptimal study design (lack of 

randomization), small sample sizes, the inclusion of patients with both endometriosis and 

adenomyosis, making it difficult to accurately assess the impact of each condition separately, and 

inadequate adjustment for confounding factors. Therefore, it seems premature to draw conclusions 

based solely on the findings of the two retrospective studies on the short down-regulation protocol 

included in the overview by Nirgianakis et al. (2). 

Interestingly, based on the observation of a critical role of ovarian stimulation in ART 

outcomes in the presence of adenomyosis, Kalaitzopoulos and Quaas propose the use of a 

segmental approach as a possible strategy for women with an enlarged adenomyotic uterus, i.e., a 

short stimulation protocol to maximize oocyte yield and the vitrification of the resulting embryos, 

followed by a prolonged GnRH analog administration before frozen-thawed embryo transfer (FET). 

This approach is already currently used in the most severe cases. However, the results of the 

available retrospective studies regarding the potential benefit of a GnRH analog treatment before 

FET are controversial, and since the basis for the decision to pretreat was not always defined, 

allocation bias seems likely. 
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A single, very recently published, randomized trial comparing endometrial preparation 

regimens with and without GnRH analog pretreatment in patients with adenomyosis undergoing 

FET cycles failed to show significant between-group differences in clinical pregnancy rates, 

miscarriage rates, and live birth rates (3). However, due to the small sample size, a type II error 

cannot be excluded. Therefore, well-designed studies are still needed to support the biologically 

plausible clinical scheme proposed by Kalaitzopoulos and Quaas. 

Finally, before implementing strategies aimed at improving ART outcomes in patients with 

adenomyosis, it should be clarified which forms of the disease may have a negative impact. A recent 

well-conducted prospective study failed to identify specific detrimental features (4), but further 

evidence is required. 
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