Introduction is shortened as much as possible, considering the critical details.

To address this, we have removed all separate mentions of MEDLINE throughout the
manuscript and now refer only to PubMed as the primary biomedical database
(alongside EMBASE, Scopus, Web of Science, Google Scholar, and PakMediNet).
This change has been applied.

The full search strategies were adapted for each database (PubMed Boolean string
remains as shown). After deduplication and screening, all included studies (the 125
native Pakistani publications) were in fact retrieved from these expanded databases.
No additional eligible studies were identified beyond those already captured, which is
why these databases were not explicitly named in the initial submission.

complete PubMed search string is provided.

To address this comprehensively, we have made the following enhancements throughout the
revised manuscript:

We expanded to include EMBASE, Scopus, and Web of Science as recommended,
and the complete Boolean strategies (full Pubmed search strategy string) is
documented in the Methods section under "Search Strategy"
Inclusion/exclusion criteria are now listed more explicitly (e.g., peer-reviewed
publications on idiopathic clubfoot management in Pakistan, 1990-2025; no
restrictions on design/size/follow-up; exclusions: duplicates, grey literature, non-
idiopathic cases).
The two-stage screening process is clarified:
o Stage 1: Titles/abstracts screened independently by two reviewers (KJ, MYB),
with inter-rater agreement (Cohen’s kappa = 0.85).
o Stage 2: Full-text assessment by ANB, SMB, and JAM (arbitrator for 8
disagreements).
A standardized data extraction form was used, capturing: study design, year, setting,
sample size, intervention details, outcomes (success/relapse definitions,
Pirani/Dimeglio scores), follow-up duration, risk factors, and funding.



Data were extracted independently by two reviewers (KJ, MYB), with discrepancies
resolved by consensus.

Risk of Bias Assessment: Switched from NOS to ROBINS-I (as per reviewer #1 point
6), with full domain-by-domain judgments for all 125 studies.

Statistical Analysis & Software: Random-effects meta-analysis (DerSimonian-Laird
method) using Freeman-Tukey double arcsine transformation for proportions;
heterogeneity via I? statistic; software: RevMan 5.4 for forest/funnel plots and R
(v4.3.2; packages meta, metafor) for pooled estimates and sensitivity analyses.
Sensitivity analyses (excluding serious/critical risk studies) and subgroup analyses (by
era, intervention, region) are now described in detail.

PROSPERO registration (CRD420251159001, dated 4 October 2025) is confirmed,
with no major deviations from the protocol. PRISMA 2020 checklist completed and
uploaded as a required document.

Structured Risk of bias summary table is provided. Newcastle Ottawa scale been replaced with ROBIN-
I. And all changed been made accordingly.

Detailed characteristics of all 125 included studies are provided in Supplementary Table S1, including
study design, sample size, intervention, era, setting, key outcomes, follow-up duration, age at
presentation, risk factors/barriers addressed, and ROBINS-I overall risk of bias.

We fully agree with the reviewer that Egger's test for funnel plot asymmetry is
unreliable and potentially misleading when statistical heterogeneity is high (I* > 75-
90%, as present in our analyses for Ponseti success [I? = 88%], relapse [I> = 85-86%],
and pooled proportions [I> > 90%]). In such cases, Egger's regression can detect
asymmetry due to true between-study variation rather than publication bias. To
address this, we have removed all references to Egger's test from the manuscript,
including p-values and any statements about its results. We now rely exclusively on
visual inspection of funnel plots (new Figure 4) for qualitative assessment of potential
publication bias, consistent with Cochrane guidance and PRISMA recommendations
when heterogeneity precludes reliable quantitative tests. The funnel plots for Ponseti
success rate and relapse rate show no obvious asymmetry (no clear gap of small
negative studies), suggesting limited evidence of publication bias despite high
heterogeneity. Changes made in: Methods (removed Egger's), Results (replaced



Egger's sentences with funnel plot description), Discussion (added limitation note),
and Table 5 (updated bias entry).

The weighted mean follow-up duration across the included studies was only 1.8 years for
Ponseti-treated cases and 1.1 years for other methods (Table 4), with 70.6% of treatment
studies having follow-up of less than 1 year and only 2.9% exceeding 3 years. No study
reported follow-up beyond 5 years. This short duration is indeed insufficient to capture the
true long-term durability of correction; as multiple high-quality global studies have clearly
demonstrated that:

o Relapse rates in Ponseti-treated idiopathic clubfoot increase significantly over time,
with the majority occurring after age 4 years and continuing up to 7-10 years of age.
o Key references include:
o Thomas HM, Sangiorgio SN, Ebramzadeh E, Zionts LE. Relapse Rates in
Patients with Clubfoot Treated Using the Ponseti Method Increase with Time:
A Systematic Review. JBJS Rev. 2019;7(5):e6
o Gelfer Y, Hughes KP, Fontalis A, Wientroub S, Eastwood DM. A systematic
review of reported outcomes following Ponseti correction of idiopathic club
foot. Bone Jt Open. 2020;1(8):457-464

Forest plots were generated during analysis but were not included in the provided manuscript
version. We have now added them as Figures 5-7:

o Figure 5: Forest plot for Ponseti success rate (pooled 87.2%, 95% CI 84.8-89.6;
’=88%).

o Figure 6: Forest plot for Ponseti relapse rate (pooled 18.4%, 95% CI 14.2-23.6;

2=85%).

o Figure 7: Forest plot for mean age at treatment initiation (comparison by era/method
or pooled decline). All plots use random-effects models with appropriate
transformations (Freeman-Tukey for proportions). These are placed in the Results
section for clear visualization of individual study contributions, weights, and pooled
estimates.



Editorial Office’s comments.
(1) Science Editor:

Introduction is shortened as much as possible, considering the critical details.

(1) Science Editor:

To address this, we have removed all separate mentions of MEDLINE throughout the
manuscript and now refer only to PubMed as the primary biomedical database
(alongside EMBASE, Scopus, Web of Science, Google Scholar, and PakMediNet).
This change has been applied.

(1) Science
Editor:

Critical changes and corrections have been made and highlighted in the document as well.

(1) Science Editor:

Structured Risk of bias summary table is provided. Newcastle Ottawa scale been replaced with ROBIN-
I. And all changed been made accordingly.

(1) Science Editor:

Detailed characteristics of all 125 included studies are provided in Supplementary Table S1, including
study design, sample size, intervention, era, setting, key outcomes, follow-up duration, age at
presentation, risk factors/barriers addressed, and ROBINS-I overall risk of bias.

We, the undersigned authors of the above-referenced manuscript, hereby declare and confirm
the following:

1. All authors are either native-level or highly fluent English speakers, and English is an
official or primary working language in our respective professional and academic
environments:

o Pakistan (official language for higher education, medical literature, and
scientific communication)



o United States of America (native and official language)

2. The corresponding author (Dr. Saddam Mazar Baloch) and senior author (Prof.
Anisuddin Bhatti) are fully proficient in academic and medical English, having
published multiple manuscripts in international peer-reviewed journals indexed in
PubMed, Scopus, and Web of Science.

3. The international co-author (Prof. Jose A. Morcuende, University of lowa, USA) is a
native English speaker and has reviewed the manuscript for clarity, scientific tone,
and linguistic accuracy.

4. The manuscript has undergone multiple rounds of internal revision and careful
language polishing by the entire author team, with particular attention to:

Grammar

Sentence structure

Word choice and terminology

Spelling, punctuation, and capitalization

o Scientific readability and flow

5. Inlight of the above, we are confident that the manuscript has achieved a high
standard of academic English (equivalent to Grade A publishing quality) and does not
require further external professional language editing prior to peer review.

o O O O

(3) Manuscript Title:
Except for capitalization of the first word, all other words are represented in lowercase (excluding
specific words such as Crohn's disease).

Corrected as per the recommendations and guidelines.

(4) Authors and institution(s): Author names should be written out first (as first name, middle name
initial (with no period) and family (sur)name) and typed in bold, followed by a comma and the
complete name of the affiliated institution, city, province/state, postcode and country typed in non-
bold. Examples for authors name and institutions are:

Yi-Fan Chang, Tao Liu, Chong-Qing Wei, Wei-Long Chang, Department of Gastrointestinal
Surgery, The First Affiliated Hospital of Zhengzhou University, Zhengzhou 450052, Henan Province,
China

Corrected as per the recommendations and guidelines.

(5) Author contributions: The “Author contributions” passage describes the specific contribution(s)
made by each author. The author’s names will be listed in the following format: full family (sur)name,
followed by abbreviated first and middle names. For example, Bryan L Copple should be revised as
Copple BL. A full multi-author example is: Wang CL, Liang L, Fu JF, Zou CC, Hong F and Wu XM
designed the research study; Wang CL, Zou CC, Hong F and Wu XM performed the research.

Corrected as per the recommendations and guidelines.

(6) The “Key Words” does not meet the requirements:



The ‘Key words’ list will provide 5-10 keywords that reflect the main content of the study.

Each keyword will be separated by a semicolon, with no comma. An example of correct formatting
is: Non-alcoholic fatty liver disease; Alcoholic liver disease; Non-alcoholic steatohepatitis; Insulin
resistance; Oxidative stress.

Corrected as per the recommendations and guidelines.

(7) Please add “Core Tip”. The Core Tip is a short paragraph that is independent of the content of the
Abstract. The ‘Core Tip” will provide a succinct summary of the study that outlines its most
innovative and important arguments. This section should be less than 100 words. Abbreviations must
be defined upon first appearance in the Core Tip. Do not use non-standard abbreviations, unless they
appear at least two times in the text preceding the first usage/definition.

Added as per recommendations and guidelines.

(8) Audio Core Tip. In order to attract readers to read the full-text article, we request that the first
author make an audio file describing the final core tip. This audio file will be published online, along
with the article. The author can invite English language editing company to assist in resolving the
language issues of Audio Core Tip.

Added as per recommendations and guidelines.

(9) Reference numbers in the main text.

If there are more than 3 consecutive references cited at the same time, use a "-" connection. For
example, This condition is defined in the absence of excessive alcohol intake, other liver diseases, or
the consumption of steatogenic drugs[2-4].

Corrected and reviewed as per the recommendations and guidelines.

(10) There are issues with the references:

Please provide the PMID numbers (https://pubmed.ncbi.nlm.nih.gov/) and DOI citation numbers
(https:/ /doi.crossref.org/simpleTextQuery) to the reference list and list all authors of the references.
If a reference has no PMID and DO], please provide the source website address of this reference.

To ensure the accuracy of the references, please use "Edit References by Auto-Analyser"

(https:/ /www.f6publishing.com/Forms/main/ ArticleReferenceTool.aspx) to edit the references of

the manuscript.

Corrected as per the recommendations and guidelines.

(11) Figures.

Please do not use any language other than English in your figures to maintain language consistency.


https://www.f6publishing.com/Forms/main/ArticleReferenceTool.aspx

Abbreviations must be defined upon first appearance in the Figure Legends. Do not use non-
standard abbreviations, unless they appear at least two times in the text preceding the first

usage/ definition.

Original figure documents. In the meantime, authors should provide the original figure documents. Please
prepare and arrange the figures using PowerPoint to ensure that all graphs or arrows or text portions can be
reprocessed by the editor, and upload it to the file destination of “Image File” in the F6Pubishing system.
(12) Figure Color: When using different color markings on the Figures, please avoid using red or
green, including the arrow colors on the Figures.

Figures developed in powerpoint as per the recommendations and guidelines.

(13) Tables.

Authors are required to provide standard three-line tables, that is, only the top line, bottom line, and
column line are displayed, while other table lines are hidden. The contents of each cell in the table
should conform to the editing specifications, and the lines of each row or column of the table should
be aligned. Do not use carriage returns or spaces to replace lines or vertical lines and do not segment
cell content.

tables developed in MS Word as per the recommendations and guidelines.

(14) Abstract. The 5 sections of the structured abstract are: BACKGROUND; AIM; METHODS;
RESULTS; CONCLUSION. Please add “AIM”.

Corrected as per the recommendations and guidelines.

AIM. The purpose of the study should be stated clearly, with no or minimal background information,
must start with "To", following the format of: “To investigate/study/determine...”.
Added as per the recommendations and guidelines.

Note: All the recommendations and guidelines have been followed, as highlighted in the
reviewers comments and the checklist document provided and has been marked
accordingly.



