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Dear Editor,

We thank the authors for their correspondence to our publi-
cation 1 and appreciate their effort in addressing recommendations 
to strengthen further research. We here provide a detailed 
breakdown of each highlighted point.

First, we agree that our cross-sectional design has some lim-
itations. As mentioned in the discussion, we cannot exclude that 
time has influenced our results to some extent. Our study protocol 
therefore also includes a longitudinal study to more specifically 
identify factors that significantly impact decision regret and 
reproductive concerns in adolescents and young adults who are 
diagnosed with gynecological cancer (ClinicalTrials.gov, 
NCT06594471). For instance, factors like treatment response, 
recurrent disease, inability to conceive and miscarriage are herein 
incorporated. This will, indeed, ultimately contribute to a thorough 
alignment of the timing of psychological interventions tailored to 
their individual needs.

Second, although a multivariable analysis would have reduced 
confounding by unadjusted variables, its performance was simply 
impossible due to the small sample size. In fact, such an analysis 
would have seriously violated the statistical principle that at least 
10 events per variable are required to attenuate overfitting. 2 

Notwithstanding the rising incidence of endometrial atypical hy-
perplasia and endometrioid endometrial cancer among adoles-
cents and young adults, 3,4 this condition is relatively uncommon,

even at large tertiary referral centers such as ours. Therefore, 
multicenter international observational studies are warranted to 
enable the performance of risk-adjusted multivariable analyses. 
The ongoing Fertility Preservation Study of the International 
Network on Cancer, Infertility and Pregnancy (ClinicalTrials.gov, 
NCT02878434) lends itself perfectly to this purpose.

Third, we reaffirm the need to develop prediction models to 
better determine individual oncological and reproductive outcomes 
in adolescents and young adults who embark on fertility-sparing 
treatment. This will result in more accurate information provision 
that is based on the patient’s specific risk profile and will allow her 
to make balanced decisions, thereby eventually reducing regret 
and alleviating reproductive concerns. This will not only help to 
improve the quality of oncofertility care and patient satisfaction at 
the individual level, but will also facilitate the advancement of 
research and clinical practices in this field on a global scale.
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