
No. Reviewer 1 Comments Author Responses Changes Made  

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. 

The methodology section has been updated 
to clarify that both placebo and Physta® 
capsules were identical in appearance, size, 
and packaging. Both participants and 
investigators remained blinded throughout 
the trial.  

Page 8 
Each participant gave their informed consent before enrollment, 
and was randomized into one of the three study groups using 
computer-generated randomization list prepared in advance by an 
independent researcher. No stratification based on menopausal 
status or other variables was used. The investigational products 
were dispensed as a daily dietary herbal supplement (one capsule 
a day after breakfast) for 12 weeks. This was a double-blind study 
where both participants and investigators were blinded to the 
treatment allocation throughout the trial to minimize bias and the 
influence of placebo effects.The capsules for all three groups 
(Physta® 50 mg, Physta® 100 mg and placebo) were identical in 
size, color, shape, texture, and taste to ensure indistinguishability. 
A unique blinding code was assigned and maintained securely by 
the study sponsor. This blinding code was not revealed until data 
collection and statistical analysis were fully completed.  
 

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. 

We have now addressed this in the 
Discussion section by comparing the 
magnitude of changes between Physta® 
groups and placebo. We also acknowledge 
the strong placebo effect and suggest 
strategies to mitigate its influence in future 
studies.  

Page 14 
Notably, this decrease was statistically significant in the Physta® 
groups compared to the placebo group, especially the reduction of 
mean scores of Physta® 100 mg group from baseline to week 12 in 
the total MENQOL scores (P = 0.049), physical domain (P = 0.046) 
and sexual domain (P = 0.043) compared to placebo (Figure 2). 
While all groups generally showed improvements in MENQOL 
scores including a 23.3% reduction in the placebo group, our 
findings suggest that the observed effects in the Physta® 100 mg 
group meaningfully exceed the placebo response. The Physta® 100 
mg group achieved a 33.9% reduction in total MENQOL score, 
along with statistically significant improvements in the physical (P 
= 0.046) and sexual (P = 0.043) domains compared to placebo. 
These differences indicate a potential true treatment effect 
beyond expectancy or placebo influence. The pronounced 
improvements in mood domains and overall symptom reduction in 
the Physta® 100 mg group reinforce its therapeutic potential. 
However, the notable placebo effect underscores the importance 
of larger sample sizes, longer follow-up durations, and inclusion of 



objective biomarkers in future trials to further differentiate 
specific treatment efficacy. 
 

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

Effect sizes (partial eta squared) and power 
have been added to the results section for 
significant findings.  
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Data normality and homogeneity of variance were assessed using 
Shapiro–Wilk prior to analysis. The analysed data was reported as 
mean ± standard deviation, frequency or percentage at 95% 
confidence interval (CI). 
 
Page 11 
The total MENQOL mean scores reduction at week 12 from 
baseline is more evidently and significantly seen in Physta® 100 mg 
group (-40.64 ± 34.76, -33.9%) compared to placebo (-24.50 ± 
36.46, -23.3%), P = 0.049, η² = 0.097, power = 0.516, whereas 
Physta® 50 mg (-26.08 ± 49.61, -24.9%) and compared to placebo 
group (-24.50 ± 36.46, -23.3%), is insignificant as P = 0.874. 
 
Page 12  
In the physical domain, the mean scores for the Physta® 100 mg 
group compared to the placebo from baseline to week 12 were 
statistically significant (-36.5%, P = 0.046, η² = 0.067, power = 
0.612).  
Likewise, the sexual domain demonstrated a significant change in 
mean score between the placebo and Physta® 100 mg groups from 
baseline to week 12 (-36.3%, P = 0.043, η² = 0.101, power = 0.544) 
 

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)? 

The discussion now includes a plausible 
explanation for the transient progesterone 
increase, noting potential influence of 
menstrual cycle variability among peri-
menopausal women. We suggest future 
studies include stratification by menopausal 
stage and hormonal cycle monitoring 

Page 18 
A statistically significant group effect was noted for progesterone 
at week 6 (P = 0.026), with a transient increase observed in the 
Physta® 100 mg group compared to placebo (P = 0.022). However, 
this effect was not sustained at week 12 (P = 0.076), and no 
significant changes were observed in the 50 mg group. The 
transient increase in progesterone in the 100 mg group may be 
biologically plausible, potentially reflecting the adaptogenic and 
hormone-modulating effects of Eurycoma longifolia [15,16]. The 
inclusion of peri-menopausal women (about 80% from the total 
population of the study), whose menstrual cycles are often 
irregular and hormonally unstable, raises the possibility of 



unmeasured confounding. Natural fluctuations in progesterone 
due to undetected ovulation or varying cycle phases could have 
influenced this transient rise. Future studies should incorporate 
menstrual cycle tracking or stratify analyses by menopausal status 
to minimize this confounding effect and clarify any hormonal 
mechanisms. While this study focused on total hormone 
concentrations, future research may incorporate free hormone 
indices and sex hormone-binding globulin (SHBG) to provide a 
more accurate measure of bioavailable hormone activity. 
 

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. 

A dedicated adverse event table has been 
added. Mild symptoms such as bloating 
were reported and resolved on its own. No 
serious adverse events occurred. 

Page 8 
Adverse events were monitored throughout the study by 
participant self-report and investigator inquiry at each visit. All 
events were recorded, including their severity and possible 
relation to the study supplement. 
 
Page 13-14  
Adverse Events 
Table 3 shows summary of adverse events reported during the 
study period. No serious adverse events occur during the study. At 
the week 6 follow-up, some participants had confessed about the 
temporary symptoms like bloating, headache, breast tenderness, 
flatulence, and abdominal discomfort, experienced by them 
initially when started taking study supplements. These issues were 
reported resolved on its own without any treatment after a couple 
of weeks of consumption. Notably, none of the adverse events 
were recorded as "related" to the investigational products. Hence, 
no participants needed medical treatment or hospitalization 
during the study period.  
Summary table of adverse events added as suggested.  
 

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®. 

The limitation related to the ethnic 
homogeneity of the sample is now 
acknowledged in the discussion.  

Page 18 
Moreover, the vast population of participants was Malay (96%). 
This contradicts the Malaysian ethnic composition that comprises 
67.4% Malays and Bumiputera, 24.6% Chinese, 7.3% Indians, and 
0.7% others [27]. Hence, the findings of this study do not directly 
represent Malaysia’s ethnic distribution and the cultural and 
ethnic factors may influence how menopausal symptoms are 



perceived, reported, and managed, potentially affecting the 
response to Physta®. Future studies should include more diverse 
ethnic groups to better understand these variations. 
 

7 Abstract and Introduction - 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. 

Mechanistic details regarding the bioactive 
compounds have been added in the abstract 
and introduction. Papers which discuss 
about the adaptogenic, anti-inflammatory, 
and hormonal effects of Eurycoma longifolia 
are cited along.  

Page 2 
Abstract 
Physta® is a commercial herbal ingredient containing Eurycoma 
longifolia standardized water extract, traditionally used for vitality. 
Its adaptogenic and anti-inflammatory properties promotes 
hormonal balance, physical function, and sexual health, supporting 
its potential benefits for menopausal health. 
 
Page 5-6 
Introduction 
Notably, the roots of EL constitute the most valuable bioactive 
compounds such as eurycomanone, 13α (21)- epoxyeurycomanone, 
eurycomanol, eurycomanol-2-O-β-ᴅdglucopyranoside, and 13,21-
dihydroeurycomanone which plays a huge role in treating of various 
ailments including sexual dysfunction, dysentery, aging, anxiety, 
osteoporosis, and glandular swelling, apart from serving as a 
general health supplement.  
 
Due to its extensive history of usage as a traditional therapeutic 
herb, its safety profile demonstrated through various animal and 
human studies as well as its adaptogenic or anti-inflammatory 
properties [16, 22-24], this three-arm, placebo-controlled, 12 weeks 
study aims to determine the efficacy of Physta®, a standardized 
water extract of Eurycoma longifolia, at a dosage of 50 mg and 100 
mg, on menopausal quality of life and mood states of menopausal 
women from the Klang Valley region, Selangor, Malaysia. 
 

8 Clearly state the study hypothesis in the 
abstract and introduction. 

The study hypothesis has been explicitly 
stated in introduction. 

Page 2-3 
Aims 
Physta® is hypothesized to significantly improve quality of life and 
mood states of menopausal women without adverse effects. 
 
Page 6 



We hypothesized that Physta® supplementation would 
significantly improve menopause-specific quality of life and mood 
states compared to placebo, without adverse effects on safety 
parameters. 
 

9 Tables: Ensure consistency in decimal 
places and units (e.g., some factors lack 
units). Clarify whether values are means ± 
SD or medians (IQR). 

All tables have been reviewed for consistent 
formatting, with decimal places, units, and 
statistical reporting of mean ± SD clarified. 

Checked all table values.  

10 Figures: Label axes clearly (e.g., "% change 
from baseline") and define error bars. The 
current figures lack sufficient detail for 
independent interpretation. 

All figures have been revised to include axis 
labels and comprehensive legends for 
clarity. We acknowledge the reviewer’s 
suggestion to include error bars. While we 
fully support transparency in data 
presentation, we opted not to include error 
bars in the figures to preserve visual clarity, 
as the variability across time points and 
groups would have resulted in overlapping 
ranges that may obscure key trends. Instead, 
we have clearly reported the mean ± SD 
values in the corresponding tables and 
described the variability in the text.  

Figures have been revised for clarity, proper axis labels, footnote 
legends.  

 

 

 

 

 

No. Reviewer 2 Comments Author Responses Changes Made 

1 Scope & Relevance: The manuscript fits 
the journal scope, but keywords like 
“Eurycoma longifolia” are not fully 
mirrored in the abstract or keywords. Add 
“Tongkat Ali.” 

"Tongkat Ali" has been added to the list of 
keywords.  

Page 3 
Keywords: Eurycoma longifolia, Tongkat Ali, Quality of life, 
Menopause, Physta®, Mood state 
 



2 Abstract Structure: The abstract lacks 
clarity on the primary outcome. Specify 
magnitude of improvement (e.g., 33.9% 
MENQOL reduction) and emphasize safety 
findings. 

The primary and secondary outcomes are 
stated clearly now under aims. The results of 
the abstract has been revised to clearly state 
the MENQOL & POMS score reduction and 
emphasize the safety measures.  

Page 2-3 
Aims 
The primary objective was to investigate the efficacy of Physta® 
supplementation compared to placebo in improving menopause-
specific quality of life (MENQOL) and mood states (POMS) among 
women with menopausal symptoms. The secondary objective was 
to evaluate its safety through biochemical parameters, 
anthropometry, vital signs, and reproductive hormone profiling. 
Physta® is hypothesized to significantly improve quality of life and 
mood states of menopausal women without adverse effects. 
Results 
Physta® 100 mg significantly reduced total MENQOL scores by 
33.9% from baseline to week 12 (P = 0.049), with notable 
improvements in the physical (-36.4%, P = 0.046) and sexual (-
36.3%, P = 0.043) domains. Total mood disturbance also declined 
more in the Physta® 100 mg group (-38.6%) compared to placebo 
(-30.1%), although not statistically significant. No significant 
changes observed in the vital signs, and biochemical parameters, 
indicating the safety and tolerability of Physta®. No significant 
alterations were found in the female reproductive hormone profile 
supporting its hormonal neutrality. 

3 Sample Size: Target was 150, but only 112 
completed. Justify 20% dropout rate and 
discuss attrition bias. 

The sample size calculation is revised and 
reported as earlier there were some errors 
in the numbers (not 150 but 135 as target 
sample size with 20% anticipated dropout 
rate). The actual dropout rate (~19%) is now 
discussed in the Discussion section. Primary 
reasons included personal commitments and 
loss to follow-up.  

Page 7 
The sample size for the study is calculated using G-power 
software. Utilizing the software's F-test with repeated measures, 
within-between interaction, the following parameters were 
inputted: effect size (f) = 0.25, alpha error probability = 0.05, 
power = 0.8, number of study groups = 3, and number of measures 
= 4. The total sample size calculated was 113 participants. To 
account for a prospective drop-out (20%), 135 participants were 
set as the target sample size earlier for the study. 138 participants 
were enrolled and randomized, and 112 completed the study. 
 
Page 11 
Throughout the 12 weeks, total 26 participants were dropouts and 
excluded from the study for either loss of follow-ups (n=17) or 
discontinued the study for personal reasons (n=9). 112 participants 
completing the 12-week study reflects a 19% dropout rate. This 
was within the anticipated 20% attrition accounted for during 



sample size calculation. The baseline characteristics were 
comparable across groups, and no significant differences were 
found between completers and non-completers, minimizing the 
likelihood of systematic bias affecting the outcomes. 

4 Randomization: Clarify if block 
randomization or stratification was used. 
CONSORT diagram incomplete. 

The manuscript now states that simple 
randomization without stratification or 
blocking was applied. We have carefully 
reviewed the CONSORT diagram and confirm 
that all key components—including 
enrollment, allocation, follow-up, and 
analysis—have been clearly presented in 
accordance with CONSORT guidelines. As 
the current diagram accurately reflects the 
study flow without missing elements, we 
have retained the existing version.  

Page 8 
Each of them was randomized into one of the three study groups 
using computer-generated randomization list prepared in advance 
by an independent researcher. No stratification based on 
menopausal status or other variables was used. 

5 Hormonal Analysis: Explain rationale for 
measuring progesterone/testosterone in 
menopausal women. Consider SHBG or 
free hormone indices. 

The rationale for including progesterone and 
testosterone is now elaborated in the 
discussion section. SHBG or free hormone 
indices were not measured but are 
recommended for future research. 

Page 17-18 
Furthermore, this study will be primarily exclusive in determining 
the effectiveness of Physta® on female reproductive hormone 
profile among menopausal women. A drastic shift in reproductive 
hormonal balance happens during the perimenopause phase. 
During this inevitable transitional phase, the estrogen levels 
decrease as the FSH and LH hormones increase, which eventually 
promote a decline in progesterone levels [29]. These hormonal 
changes cumulatively cause permanent cessation of menstruation 
or menopause. The female reproductive hormone profile assessed 
in this study included progesterone, testosterone, estradiol, 
follicle-stimulating hormone (FSH), and luteinizing hormone (LH). 
These hormones were selected to reflect the hormonal functional 
status of women during the menopausal transition. Collectively, 
these reproductive hormones were used to determine whether 
Eurycoma longifolia (Physta®) supplementation had any 
modulatory effects on reproductive hormones. Testosterone was 
measured along in this study to assess potential androgenic effects 
of Eurycoma longifolia in women. Testosterone plays key roles in 
female sexual function, mood, and vitality [30]. As it decreases 
during menopause in women, evaluating testosterone helps 
determine whether Physta® may support these functions through 
neuroendocrine modulation. 



 
Future studies should incorporate menstrual cycle tracking or 
stratify analyses by menopausal status to minimize this 
confounding effect and clarify any hormonal mechanisms. While 
this study focused on total hormone concentrations, future 
research may incorporate free hormone indices and sex hormone-
binding globulin (SHBG) to provide a more accurate measure of 
bioavailable hormone activity. 

6 Statistical Analysis: Mixed ANOVA results 
underreported. Provide F-values, and 
effect sizes (e.g., partial η²). 

The significant results explanation now 
includes effect size, and partial η² for 
significant findings to enhance 
interpretability. 

Page 11 
The total MENQOL mean scores reduction at week 12 from 
baseline is more evidently and significantly seen in Physta® 100 mg 
group (-40.64 ± 34.76, -33.9%) compared to placebo (-24.50 ± 
36.46, -23.3%), P = 0.049, η² = 0.097, power = 0.516, whereas 
Physta® 50 mg (-26.08 ± 49.61, -24.9%) and compared to placebo 
group (-24.50 ± 36.46, -23.3%), is insignificant as P = 0.874. 
 
Page 12  
In the physical domain, the mean scores for the Physta® 100 mg 
group compared to the placebo from baseline to week 12 were 
statistically significant (-36.5%, P = 0.046, η² = 0.067, power = 
0.612).  
Likewise, the sexual domain demonstrated a significant change in 
mean score between the placebo and Physta® 100 mg groups from 
baseline to week 12 (-36.3%, P = 0.043, η² = 0.101, power = 0.544) 
 

7 Placebo Effect: 23.3% MENQOL 
improvement in placebo group is notable. 
Compare with other studies and discuss 
implications. 

The discussion now includes a comparison 
with placebo responses in other menopausal 
RCTs and elaborates on the interpretation of 
Physta®’s effect beyond the placebo 
response. 

Page 18 – 19 
Besides, the placebo effect observed, which is common in RCT 
studies, may have masked the real impact of Physta® on mood and 
quality of life of menopausal women in this study. A recent meta-
analysis article on the factors associated with high placebo 
response in clinical studies of women with hot flashes identified 
three main individual factors associated with high placebo 
response which are the treatment period duration, number of 
treatment arms, and participants' BMI [32]. As our study is a three-
arm study with BMI of participants from normal (18 to 24.9 kg/m2) 
to overweight (25 to 29.9 kg/m2) with a study duration of only 12 
weeks, placebo effect is fairly possible. Nevertheless, the physical 
activity and level of exercise among participants could potentially 



contribute to the placebo effect observed in clinical studies. A 
review in Sports Medicine found that placebo interventions could 
enhance sports and exercise performance, suggesting that 
participants' beliefs and behaviours significantly impact outcomes 
[33]. Similarly, a balanced diet rich in essential nutrients, such as 
fruits, vegetables, lean proteins, and whole grains, may 
independently improve physical health and mental well-being [34]. 
Variations in total caloric intake, whether through reduced 
consumption or improved nutritional quality, can also positively 
influence metabolic health and quality of life, further enhancing 
the placebo effect [35]. 

8 Figures/Tables: Improve figure resolution 
and axis labeling. Simplify Table 3 and 
focus on key safety parameters. 

We would like kindly retain all the 
parameters in Table 3 to provide a 
comprehensive overview of participant 
safety. Other changes are included as 
suggested.  

Figures have been revised for clarity and proper axis labels.  
 
 

9 Mechanistic Explanation: Discuss 
bioactives like eurycomanone and 
neuroendocrine pathways. 

The Discussion has been expanded to 
include proposed mechanisms involving 
eurycomanone and its adaptogenic, 
neuroendocrine, and anti-inflammatory 
properties. 

Page 15 
As EL contains a wide range of bioactive phytochemicals, 
particularly in its roots, it consists of β-carboline and canthin-6-one 
alkaloids, quassinoids like eurycomanone, and other compounds 
such as eurycomalactone and tirucallane-type triterpenes [19, 27]. 
Among these, eurycomanone is the primary phytochemical in 
standardized extracts like Physta® and is known to influence 
testosterone regulation, reduce cortisol, and exert adaptogenic 
and anti-inflammatory effects [27]. These mechanisms may 
underlie the improvements observed in the sexual and physical 
domains of MENQOL, particularly in the Physta® 100 mg group.  

10 Compare with Literature: Discuss how 
results relate to Leisegang et al. (2022) and 
why 200 mg dose wasn’t tested. 

The choice of 50 mg and 100 mg was based 
on prior female-focused studies and safety 
considerations; 200 mg was not tested to 
avoid overexposure in this population; we 
started with minimum dosages to report 
evidence.  

Page 16 
This is in contrast with the clinical benefits attained with a higher 
dose (200 mg/day) used in a previous human trial conducted in 
United States to study the stress relief ability of EL among 
moderately stressed participants [27]. Intake of Physta® at 200 
mg/day for four weeks has showed significant improvements in 
tension, anger, and confusion with EL supplementation. It is 
noteworthy that the maximum dosage used in this study (100 mg) 
is half of the dosage used in the mentioned previous trial (200 mg). 
The current study dosage was set as an initial investigation to 
assess tolerability and efficacy at moderate doses. Besides, the 



population of the previous study involves moderately stressed 
participants, which contradicts the population of our study. 
Therefore, it’s postulated that the dosage optimization and 
characteristics of study participants could have been the reasons 
for the insignificant group and time interaction results of the mood 
states of menopausal women in current study. 

11 Language: Improve clarity and grammar. 
Suggested revision: “Positively, in the 
physical domain…” → “Significant 
improvements were observed…” 

Language throughout the manuscript has 
been edited for clarity and grammar, 
including the suggested revisions. Have sent 
for language checking as suggested.  

Page 12 
In the physical domain, the mean scores for the Physta® 100 mg 
group compared to the placebo from baseline to week 12 were 
statistically significant (-36.5%, P = 0.046), implying there is a 
significant improvement in the physical domain in the Physta® 100 
mg group. 
 

 

 

No. Editor’s Comments Author Responses Changes Made  

1 Scientific Quality: Manuscript topic is 
appropriate for the journal. Grade B and C. 

Thank you. We acknowledge the 
classification and have addressed the 
comments to improve the manuscript’s 
scientific and language quality.  

N/A 

2 Methods Section: More details needed. The Methods section has been expanded to 
include details on sample size justification, 
randomization method and intervention 
administration.  

Changes were made and highlighted in the method section: 
sample size calculation with anticipated dropout rate (Page 8), 
randomization and blinding (Page 10) and detailed procedures for 
intervention administration - dosage, frequency, compliance 
monitoring (Page 10, 11), adverse event monitoring (Page 11) and 
datal analysis (Page 13).  

3 Figures and Tables: Revise for 
clarity/readability. 

All figures have been reformatted using 
PowerPoint to improve resolution, labeling, 
and readability. Tables were simplified, with 
proper annotation using superscript 
alphabetical notation as per journal 
guidelines.  

All tables were revised using superscript alphabetical notations. 
The figure and table file will be submitted separately.  
 
 

4 Discussion: Needs more depth and 
mechanistic explanation. 

The discussion section has been revised to 
incorporate deeper insights. Besides all 
these additions shown beside this column, 
the comments of reviewers were taken into 

Page 14 
Moreover, the usage of two different dosages of Physta® in this 
study can add research evidence for the dosage-dependent 
efficacy of EL in improving menopausal symptoms and pave the 



consideration as well to revise and improvise 
the discussion section. 

way for alternative treatment opportunities. Nevertheless, this 
study will be primarily exclusive in determining the effectiveness 
of Physta® on female reproductive hormone profile among 
menopausal women.   
 
Page 15 
As EL contains a wide range of bioactive phytochemicals, 
particularly in its roots, it consists of β-carboline and canthin-6-one 
alkaloids, quassinoids like eurycomanone, and other compounds 
such as eurycomalactone and tirucallane-type triterpenes [19, 27]. 
Among these, eurycomanone and peptide are the primary 
phytochemical in standardized extracts like Physta® known to 
influence testosterone regulation, reduce cortisol, and exert 
adaptogenic and anti-inflammatory effects [27]. These 
mechanisms may underlie the improvements observed in the 
sexual and physical domains of MENQOL, particularly in the 
Physta® 100 mg group.  
 
Page 16-17 
The self-reported medical history of participants at baseline shows 
that the majority of them were predominantly healthy women 
without any non-communicable diseases like cardiovascular 
diseases, thyroid disorders, hypertension, diabetes mellitus, 
autoimmune conditions, and cancer. Stringent exclusion criteria 
were employed to ensure that the study only included women 
with stable medical conditions. This justifies the baseline 
biochemical characteristics that show almost all blood parameters 
fall within identical ranges across all the study groups, with no 
statistically significant differences. 
 
Page 17 
A drastic shift in reproductive hormonal balance happens during 
the perimenopause phase. During this inevitable transitional 
phase, the estrogen levels decrease as the FSH and LH hormones 
increase, which eventually promote a decline in progesterone 
levels [27]. These hormonal changes cumulatively cause 
permanent cessation of menstruation or menopause.  
 



Page 20 
While short-term improvements were evident, extended studies 
are necessary to assess the sustained benefits and any potential 
long-term side effects. To achieve a comprehensive understanding 
on the benefits of Physta®, the underlying biochemical pathways 
and mechanisms responsible in the functionality of Physta® should 
be studied in depth in future. 
 

5 Language Improvement: Grade B and C; 
submit language certificate. 

The manuscript has undergone professional 
English editing, and a language certificate 
has been uploaded to the system. 
Preliminary format editing is done by 
Filipodia.  

Preliminary format editing is done by Filipodia.  

6 Manuscript Type: Changed to 
"Randomized Controlled Trial". 

Acknowledged. We have retained the 
updated classification throughout the 
resubmitted manuscript.  

N/A 

7 Country of Origin: Malaysia. Confirmed.   N/A 

8 Author Names & Institutions Format: 
Standardize as per example. 

Author names and affiliations have been 
reformatted according to the specified style.  

Changed as per format recommended.  

9 Author Contributions: Follow surname-
first format. 

The “Author Contributions” section has been 
revised to reflect the required surname-first 
formatting (e.g., Lee V, Kumar N...).  

Page 2 
Conceptualization: Muniandy S, Yahya HM, Shahar S, Kamisan Atan 
I, Abdullah Mahdy Z, and Rajab NF; Methodology: Muniandy S, 
Yahya HM, Shahar S, Abdullah Mahdy Z, and Kamisan Atan I; 
Formal analysis: Muniandy S, Yahya HM, Shahar S, Rajab NF, and 
Mohd Rasdi HF; Investigation: Muniandy S and Yahya HM; Writing 
- Muniandy S; Writing - review & editing: Muniandy S, Yahya HM, 
and Shahar S; Funding Acquisition: George A and Chinnappan SM; 
Supervision: Yahya HM, Shahar S, Kamisan Atan I, Abdullah Mahdy 
Z, and Rajab NF.  
 

10 Keywords: Avoid abbreviations like “UC”. Keywords have been revised to exclude 
abbreviation like RCT. “Tongkat Ali” and 
“Physta” is now included.  

Page 3 
Keywords: Eurycoma longifolia, Tongkat Ali, Quality of life, 
Menopause, Physta®, Mood state 
 

11 Audio Core Tip: Record short audio 
describing study findings. 

A brief script for the Audio Core Tip has 
been prepared and recorded.   

The audio file will be submitted via the system. 
 



12 References Order: Verify citation 
sequence. 

All in-text citations have been cross-checked 
to ensure sequential order.  

Done for all references.  

13 References Format: Add PMID, DOI, full 
author list. 

All references have been updated to include 
PMID, DOI, or source URLs.  

Done changes as recommended.  

14 Figures Format: Uniform figure layout; 
define abbreviations; submit originals. 

All figure legends now include defined 
abbreviations on first use. Figures have been 
prepared in PowerPoint and uploaded as 
editable files. 

Done changes as recommended.  

15 Tables Format: No abbreviations in titles. All table titles have been edited to remove 
abbreviations. Abbreviations are now 
defined in footnotes where necessary. 

Revised all table titles and footnote legends.  

16 Statistical Notation in Tables: Use 
superscripted letters for significance; no 
asterisks. 

All tables have been revised to follow the 
required format (e.g., aP < 0.05, bP < 0.01). 
Asterisks have been removed. 

Revised all table titles and footnote legends. 

17 Grant Documentation: Upload grant 
approval copy. 

The funding approval document from 
Biotropics Malaysia Berhad (grant number: 
NN-2021-016) has been uploaded as 
supplementary file.   

N/A 

18 Abstract Format – AIM: Use "To 
investigate..." format. 

The Abstract’s AIM section has been revised 
with “to investigate the efficacy of...”. 

Page 2 
The primary objective was to investigate the efficacy of Physta® 
supplementation compared to placebo in improving menopause-
specific quality of life (MENQOL) and mood states (POMS) among 
women with menopausal symptoms. The secondary objective was 
to evaluate its safety through biochemical parameters, 
anthropometry, vital signs, and reproductive hormone profiling. 
Physta® is hypothesized to significantly improve quality of life and 
mood states of menopausal women without adverse effects. 

19 Recommendation: Conditional acceptance. We thank the WJCC Editorial Office for the 
conditional acceptance. All requested 
revisions have been completed and 
documented accordingly. 

N/A 

 
 
Round 2  

Reviewer Comment Author Response Changes Made 



1. Low power of key 
finding 

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. 

We agree with the reviewer’s 
comment. The Discussion section has 
been revised to explicitly 
acknowledge the low power (0.516) 
of the MENQOL reduction finding and 
its impact on result stability.  

Page 15, Discussion section   
Although the reduction in total 
MENQOL scores with 100 mg 
Physta® reached statistical 
significance, the power analysis 
(0.516) indicates low statistical 
power. This reduces confidence in 
the stability of this finding and 
highlights the need for replication 
with larger sample sizes to confirm 
the observed effect. Hence, it 
underscores the importance of larger 
sample sizes, longer follow-up 
durations, and inclusion of objective 
biomarkers in future trials to further 
differentiate specific treatment 
efficacy. 

2. Transient 
progesterone increase 

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.” 

We thank the reviewer for this 
valuable suggestion. The Discussion 
already describes the transient 
progesterone increase and 
acknowledges biological plausibility 
and confounding due to 
perimenopausal cycles. We have also 
included the reviewer’s 
recommendation by adding that 
future studies should track menstrual 
cycles and measure free hormone 
indices and SHBG to better 
characterize hormonal modulation. 

Page 18, Discussion section 
A statistically significant group effect 
was noted for progesterone at week 
6 (P = 0.026), with a transient 
increase observed in the Physta® 100 
mg group compared to placebo (P = 
0.022). However, this effect was not 
sustained at week 12 (P = 0.076), 
and no significant changes were 
observed in the 50 mg group. The 
transient increase in progesterone in 
the 100 mg group may be 
biologically plausible, potentially 
reflecting the adaptogenic and 
hormone-modulating effects of 
Eurycoma longifolia[15,16]. The 
inclusion of peri-menopausal 
women, whose menstrual cycles are 
often irregular and hormonally 
unstable, raises the possibility of 
unmeasured confounding factors. 



Natural fluctuations in progesterone 
due to undetected ovulation or 
varying cycle phases could have 
influenced this transient rise 
particularly with 77% of the women 
were still in perimenopausal status 
and irregularly menstruating. Future 
studies should incorporate menstrual 
cycle tracking or stratify analyses by 
menopausal status to minimize this 
confounding effect and clarify any 
hormonal mechanisms. While this 
study focused on total hormone 
concentrations, future research may 
incorporate free hormone indices 
and sex hormone-binding globulin 
(SHBG) to provide a more accurate 
measure of bioavailable hormone 
modulation and activity. 

3. Dose justification (50 
mg and 100 mg vs 200 
mg) 

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.” 

We appreciate this comment. The 
Discussion has been revised to clarify 
that 50 mg and 100 mg were selected 
for initial safety and efficacy 
assessments in menopausal women, 
and that 200 mg was not tested to 
minimize safety concerns.  

Page 17, Discussion section 
We intentionally limited this trial to 
50 mg and 100 mg doses as initial 
safety and efficacy assessments in a 
menopausal cohort. Higher doses 
were not included to minimize 
potential safety concerns in a new 
population. Future trials should 
investigate 200 mg to determine 
whether higher doses produce larger 
effect sizes without compromising 
safety. 

 


