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Please write a few sentences regarding the 
importance of this manuscript for the scientific 
community. A minimum of 3-4 sentences may be 
required for this part. 
 

This manuscript addresses a critical gap in understanding the effectiveness and safety of Cimicifuga 
racemosa (CR) and Morus nigra (MN) compared to soy isoflavones (SI) in managing climacteric 
syndrome. It systematically evaluates existing evidence, highlighting variability and limitations in current 
research. By identifying the lack of direct comparisons among these treatments, it underscores the 
need for high-quality studies to guide evidence-based decision-making. This work advances knowledge 
on complementary therapies, promoting the development of safer and more effective strategies for 
managing menopausal symptoms 
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The female reproductive phase ends with climacteric syndrome, marked by hormonal variations 
(progesterone/estrogen). Cimicifuga racemosa (CR), Morus nigra (MN), and soy isoflavones (SI) have 
emerged as complementary treatments, potentially reducing symptoms. However, evidence gaps 
persist regarding the effectiveness and safety of CR and MN, necessitating a systematic review. 

Objective: To compare the effectiveness and safety of CR or MN with SI in managing climacteric 
syndrome. 

Study Design: A review of systematic reviews was conducted, structured using the PICO acronym. 
Searches were performed in March 2024 across Medline via PubMed, Web of Science, Cochrane, 
Embase, Lilacs, and grey literature. The study was registered in PROSPERO, adhering to PRISMA 
2020 guidelines. Titles and abstracts were screened, followed by full-text reviews by two independent 
reviewers. Methodological quality was assessed with AMSTAR-2. 

Results: Of 1,291 records, 27 studies underwent full-text review, but none were included. Variability in 
dosages, SI formulations, and the frequent use of placebo comparators precluded synthesis of safety 
and effectiveness for CR or MN versus SI. 

Conclusion: Despite substantial scientific interest in herbal treatments for climacteric syndrome, 
comparative evidence on CR, MN, and SI remains unavailable. This gap limits evidence-based 
decision-making for managing climacteric symptoms. 
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