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Is the content of the Introduction adequate? Yes

Is the content of the Materials and Methods complete?
No

Is the description of the experiments clear and
complete? No

Are the experimental data presented in the
manuscript’s biostatistics content reliable? No

Are the experimental data of the Results true and
reliable? Yes

Are the quality and resolution of the images up to
standard? No

Do the selection and design of the figures and tables
follow the principles of necessity and clarity? No

Is there any duplication between various parts of the
manuscript and between the main text and the content
presented in the figures and tables? Yes

Are the figures and tables numbered consecutively in
the order in which they appear in the manuscript? Yes
Is the content of the Discussion reasonable? No

Is the Conclusion reasonable? Yes

Are all references necessary and reasonable? No

Do authors omit important references? Yes

Are all references related to the topic of the
manuscript? Yes

Do authors only cite their own earlier publications? No
Is the manuscript’s text correct, concise, and clear? No
Will the manuscript’s content be of interest to readers?
Yes

Are additional experiments needed for the study? Yes

Does the research scope comply with ethics? Yes
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Minor revision
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Peer-Review: Anonymous

Conflicts-of-Interest: No

Are your review comments generated by

Al tools?

SPECIFIC COMMENTS TO AUTHORS

1. Scope & Relevance: The manuscript falls within the journal’s scope, addressing herbal
interventions for menopausal symptoms. However, the title’s keywords (e.g.,

“Eurycoma longifolia”) are not fully mirrored in the abstract or keywords. Include

“Tongkat Ali” as a keyword to enhance searchability.

2. Abstract Structure: The abstract succinctly summarizes IMRaD sections but lacks

clarity on the study’s primary outcome. Specify the magnitude of improvement (e.g.,
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33.9% reduction in MENQOL scores) and highlight safety findings more prominently.

3. Methods:
* Sample Size: While the target was 150, only 112 participants completed the study.

Justify the 20% dropout rate and discuss potential attrition bias.

* Randomization: Clarify whether block randomization or stratification was used.
The CONSORT flow diagram (Figure 1) is incomplete; add numbers for excluded/lost

participants.

* Hormonal Analysis: The rationale for measuring progesterone/testosterone in
menopausal women (typically low/undetectable) needs explanation. Consider including

SHBG or free hormone indices for relevance.

4. Results:
* Statistical Analysis: Mixed ANOVA results are underreported. Provide F-values,
degrees of freedom, and effect sizes (e.g., partial n? for significant findings (e.g.,

physical/sexual domains).

* Placebo Effect: The 23.3% improvement in MENQOL with placebo is notable.
Discuss how this compares to other menopausal RCTs and its implications for

interpreting Physta®’s efficacy.

5. Figures/Tables:



7041 Koll Center Parkway, Suite

B a . S h ld e n g 160, Pleasanton, CA 94566, USA
Pu bllShlﬂ g Telephone: +1-925-399-1568

E-mail: office@baishideng.com

\BﬂiShideng@) G roup https:/ /www.wjgnet.com

* Figure 2/3: Improve resolution and label axes clearly. Use error bars to depict
variability.
* Table 3: Simplify by removing redundant anthropometric data (e.g., height).

Highlight clinically significant safety parameters (e.g., liver enzymes, lipid profiles).

6. Discussion:

* Strengthen mechanistic explanations. For instance, link Physta®’s effects to
known bioactive compounds (e.g., eurycomanone) and their potential neuroendocrine
pathways.

* Contrast findings with prior studies (e.g., Leisegang et al., 2022 meta-analysis on
testosterone) to clarify novelty. Address why higher doses (e.g., 200 mg) were not tested

despite literature suggestions.

7. References:
* Include recent RCTs on Eurycoma longifolia in female populations (e.g., George et

al., 2021).

* Cite guidelines for menopausal RCTs (e.g., FDA’s recommendations on

patient-reported outcomes).

8. Language:
* Revise for clarity: E.g., “Positively, in the physical domain...” — “Significant

improvements were observed in the physical domain...”
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* Correct minor errors: “triumph to scientific research” — “contribute to scientific

research.”
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Peer-Review: Anonymous

Conflicts-of-Interest: No
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Al tools?

SPECIFIC COMMENTS TO AUTHORS

This study investigates the efficacy and safety of Physta®, a standardized *Eurycoma
longifolia* extract, in improving menopausal quality of life and mood states. The
randomized controlled trial (RCT) design, inclusion of both subjective and objective
measures, and focus on a non-hormonal herbal intervention are notable strengths.

However, several methodological and interpretative limitations need addressing to

enhance the validity and generalizability of the findings.
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Major Comments

1.While the study claims to be double-blinded, details about the blinding process (e.g.,
how capsules were matched in appearance/taste) are insufficient. Clarify whether
participants and investigators remained blinded throughout the trial, particularly given
the high placebo effect observed.

2.The placebo group also showed substantial improvements (e.g., MENQOL total score
reduction of -23.3%). The discussion should address whether the observed effects in the
Physta® groups exceed the placebo effect meaningfully.

3.Mixed ANOVA was used, but the manuscript does not report effect sizes or
confidence intervals for key outcomes. Include these to strengthen interpretability.

4. While no significant changes in reproductive hormones were observed, the transient
increase in progesterone in the 100 mg group (P=0.022 at week 6) warrants further
discussion. Is this biologically plausible, and could it reflect unmeasured confounding
(e.g., menstrual cycle variability in peri-menopausal women)?

5.Vital signs and biochemical parameters are reported as stable, but the absence of
adverse event data (e.g., gastrointestinal symptoms, allergic reactions) limits the safety
assessment. Include a dedicated adverse event table.

6.The study population was predominantly Malay (96%), with limited representation of
other ethnic groups. Acknowledge this limitation and discuss how cultural/ethnic

factors might influence menopausal symptom reporting and response to Physta®.

Minor Comments

1. Abstract and Introduction
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- The introduction cites traditional uses of Eurycoma longifolia but lacks
mechanistic hypotheses (e.g., proposed pathways for improving sexual/physical
function). Strengthen the rationale by referencing preclinical data on EL’s adaptogenic or
anti-inflammatory properties.

-Clearly state the study hypothesis in theA bstract and Introduction.

2. Results
- Tables: Ensure consistency in decimal places and units (e.g.some factors lack
units). Clarify whether values are means + SD or medians (IQR).
- Figures: Label axes clearly (e.g., "% change from baseline") and define error bars.

The current figures lack sufficient detail for independent interpretation.
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This revised manuscript significantly improves the original version, resolves
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results provide preliminary evidence that 100 milligrams of physa® can improve the
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quality of life during menopause (especially in the physical and sexual areas) without
causing adverse reactions. After minor revisions, it can be accepted for publication.

1. While effect sizes are reported, some key findings (e.g., total MENQOL reduction in
the 100 mg group) have low power (0.516), indicating potential instability. This limits the
confidence in the significance of these results, and the discussion should explicitly
acknowledge this as a limitation.

2. The transient progesterone increase in the 100 mg group (week 6) is intriguing but
not sustained. Future studies should include more frequent hormonal sampling (e.g.,
across menstrual cycles) and measure free hormone indices or SHBG to better
characterize hormonal modulation, as suggested.

3. The choice of 50 mg and 100 mg doses is justified as initial safety assessments, but
the discussion could better contextualize why 200 mg (used in prior stress studies) was

not tested, particularly given the modest effect sizes observed.



