Dear Sir or Madame,

Thank you for taking the time to review our article and all your helpful suggestions. All requested changes have been implemented in a revised version of the article and can be viewed using a “Track Changes” function  of Microsoft Word. We do hope our modifications will meet your expectations and standards. 
For your convenience, all points raised in the review are addressed below in separate paragraphs. 


Comment 1: The idea of continuing UPA studies is good, but the translation of research into clinical practice is very poor, for the suspension of the use of UPA in the treatment of uterine fibroids due to serious adverse reactions and the decision of Gedeon-Richter to withdraw it from the market.
Reply 1: The study was conducted between 2015 and 2019, that is the time when ulipristal acetate 5 mg (Esmya) was commercially available in Europe and widely implemented as a preparatory drug for surgical treatment. Cases of severe liver damage caused The EMA to temporarily suspend the drug while aviating the outcome of associated PRAC review. As of November 2020, EMA recommendations have been updated and the final, legally binding statement have been issued : UPA drugs are to be used on restrictive basis only and are limited to cases of premenopausal women with contraindications for surgical procedures [1].  Updated information on the matter can be find in the Discussion section of the article. 

(1) https://www.ema.europa.eu/en/medicines/human/referrals/ulipristal-acetate-5mg-medicinal-products

Comment 2: However, there are some biases in M&M that vitiate study feasibility: 1) The first problem is related to the range of women to be analyzed; if the authors speak of women of reproductive age, the interval chosen between 33 and 55 years (and 33-51 for control group) is not correct. An interval between 30 and 45 years should be inserted, after which the biological and hormonal changes of the patients change significantly. After the patients pass the age of 45 there is a progressive decline in progesterone production; this data negatively affects the homeostasis of a fertile woman.
Reply 2: Thank you for pointing out the relevance of progressive decline in progesterone production in women over 45 and consequent suggestion to improve age intervals in the studied groups. Women over 40 years of age are specifically prone to developing myomas and related complaints are more common in this age group; as such, this age group constituted the majority of studied subjects, most of whom were below 48 years of age.   The studied group, due to a general recruitment difficulties, was widened by two women over 50 (both patients, aged 52 and 55 in group with good reaction to UPA treatment) and one patient (aged 51) in the control group.   Our previous study [2] demonstrated that volume of myomas were significantly reduced after UPA treatment and not related to patient age, that is both – women above and below the age of 40 responded well to treatment. Given these findings and considering a small size of each group, we decided not to follow a traditional age related study group classification. 

(2) Szydłowska I, Marciniak A, Nawrocka-Rutkowska J, Rył A, Starczewski A. Predictive Factors of Response to Selective Progesterone Receptor Modulator (Ulipristal Acetate) in the Pharmacological Treatment of Uterine Fibroids. Int J Environ Res Public Health. 2020 Jan 28;17(3):798. 

Comment 3: The problem of uterine fibroids mapping in uteri with more fibroids, with poor predictive efficacy if we evaluate the number and diameter in women to be studied and evaluated.
Reply 3: TVUS is a widely applied mean of uterine fibroid assessment. Studies, such as PEARL clearly demonstrate that the use of ultrasonography can be successfully applied also in mapping in uteri with multiple fibroids. Literature points that TVUS, due to its widespread accessibility and low cost, is considered to be the gold standard in evaluation of uterine fibroids and TVUS ability to reconstruct the coronal plane of the uterus by three‐dimensional imaging technology is well known [3]. In our study, all scans were performed by the same person. This ensured standardization of research.  

(3) Dolmans MM, Donnez J, Fellah L. Uterine fibroid management: Today and tomorrow. J Obstet Gynaecol Res. 2019 Jul; 45(7): 1222-1229. doi: 10.1111/jog.14002. 

Comment 4: Measurement of fibroids in women with uteri containing many fibroids is much more accurate with MRI with the same scans, and not with TVUS with manual fibroid detection (operator-dependent and much less standardized).
Reply 4: MRI is  known to be a particularly thorough method of uteri fibroid mapping, however TVUS appears to be more commonly accessible and its low cost  may be applicable to a wider clinical practice. Additionally, the majority of research on leiomyomata was, up to date, undertaken with TVUS methodology. 

Comment 5: Then there is the histological problem of multiple fibroids, in which to choose, a priori, the largest of the fibroids on which to perform the analysis.
Reply 5: Analysis of specimens from the largest of fibroids present in uteri has been applied in methodological approach in  previous studies [4, 5], histology and biochemistry of myomas can be thus analyzed on similar samples and obtained results comparable within the wider body of knowledge. Larger in size fibroids, more often than smaller ones, present a clinical problem and, up to 2020, were indicative for surgical treatment after UPA implementation. Our previous studies point towards the fact that similar response in volume and diameter reduction can be observed in myomas notwithstanding the number of fibroids present [2]. 

(4) Khan KN, Fujishita A, Koshiba A, Ogawa K, Mori T, Ogi H, Itoh K, Teramukai S, Kitawaki J. Expression profiles of E/P receptors and fibrosis in GnRHa-treated and -untreated women with different uterine leiomyomas. PLoS One. 2020; 15(11):  e0242246
(5) Courtoy GE, Donnez J, Marbaix E, Dolmans MM. In vivo mechanisms of uterine myoma volume reduction with ulipristal acetate treatment. Fertil Steril. 2015; 104(2): 426-34.e1. doi: 10.1016/j.fertnstert.2015.04.025.
(2) Szydłowska I, Marciniak A, Nawrocka-Rutkowska J, Rył A, Starczewski A. Predictive Factors of Response to Selective Progesterone Receptor Modulator (Ulipristal Acetate) in the Pharmacological Treatment of Uterine Fibroids. Int J Environ Res Public Health. 2020 Jan 28;17(3):798.

Comment 6: In the discussion section, authors affirmed that there are little data on exact mechanisms and effects of UPA on PR and ER activity on leiomyoma cells; but they did not report the last UPA molecular mechanisms on UF samples treated ex vivo with UPA and profiled for drug effects on selected markers. After ex vivo UPA administration, significant changes were observed in the expression levels of proteins related to cell cycle regulation, cytoskeleton remodeling, and drug resistance. The UPA administration reduced cofilin, Erk and Src phosphorylation, p27 and ezrin protein levels, but not Akt phosphorylation and cyclin D1 and β-catenin levels. These findings can explain the biological effects or not of UPA on uterine fibroids (responders/non responders to UPA). Please, add the latest researches.
Reply 6: All points raised can be found in the  Discussion section of the article, as suggested.


Comment 7: Why were only the intramural symptomatic fibroids chosen and, moreover, without a classification by FIGO of the type of fibroid chosen, and not also the subserosal fibroids which are often equally symptomatic? Why the limit of 10 cm in diameter, given that there are also women candidates for hysterectomy? And why supracervical hysterectomy and not also total hysterectomy?
Reply 7: Following the suggestion, we included types of chosen fibroids according to FIGO classification (Methodology). The size of chosen fibroids allowed same surgical methods to be applied in each case and so samples for histological analysis could be thus obtained in a similar manner. Previous research on UPA  effects on fibroids (PEARL I-III studies) suggests the  limit of  10 cm in diameter of myomas to be applicable in further studies, hence we followed the existing research. In cases, where there were no pathological changes present in the cervix ( and these constituted all of the studied subjects),  and in order not to weaken supportive structures of the pelvic floor and consequently prevent pelvic organ prolapse and associated dysfunctions (e.g. urinary incontinence), supracervical hysterectomy was performed. Supracervical hysterectomy does not restrict patients from leading a relatively ‘normal’ life, including sexual functions.


Comment 8: In the study, to better understand the biological difference between the classes, it would be very useful to divide by age (of the patients treated) all 3 response classes to UPA treatment: good, weak and no reaction.
Reply 8: In line with the above suggestion, age of patients was included in classification of responses to UPA treatment and can be found in the Results section. 


All changes included in the manuscript underwent a correction by an English native speaker. 

Once again, thank you for your time and useful suggestions – all are much appreciated. 

With kind regards,
Iwona Szydłowska
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