Dear Editors and Reviewers of World Journal of Gastrointestinal Surgery:

Thank you for your letter and for the reviewers’ comments concerning our
manuscript entitled “Predictive value of frailty assessment tools in patients
undergoing surgery for gastrointestinal cancer: An observational cohort study”
(ID: 86320). All of the comments are all valuable and incredibly helpful in the
revision and improvement of our paper. The feedback is also important in
guiding the significance of our research. We have studied the comments
carefully and have made corrections to our paper, which we hope will be met
with approval. Revised portions are marked in yellow in the paper. The main

corrections and our responses to the reviewer’s comments are as follows:

Reviewer #1:

1. Response to comment: English should be polished.

Response: Thanks for your suggestion. We have invited a native English
speaker from the biomedical editing company to polish our article. We hope

the revised manuscript will be acceptable.

2. Response to comment: What is your perspective based on the results in this study
in the future?

Response: Thank you for asking this question. Based on our study, more long-
term outcome measures (including relapse-free survival time and overall
survival) should be of interest. In addition, there is an urgent need for a pre-
rehabilitation program which is suitable for China’s national conditions to
improve preoperative frailty in patients undergoing gastrointestinal cancer

surgery. We have added this to the manuscript (Line, page).

3. Response to comment: How do you manage the patients with abnormalities of
CGA in performing surgery for gastrointestinal cancer?
Response: Thank you for pointing this out. We hope to form a multidisciplinary

team consisting of nutritionists, psychologists, rehabilitation therapists,



gastrointestinal surgeons and nurses to help patients develop personalized pre-
rehabilitation measures that can be implemented at home, in the hospital or a
combination of both. We should improve the frail state of patients before
operation with as little expenditure as possible in order to reduce
hospitalization expenses for patients. A pre-rehabilitation program suitable for
China's national conditions is urgently needed. We have added the above based
on your recommendation (line, page).

4. Response to comment: The cutoff value of B.I. <100 is too high.

Response: Thank you for pointing this out. Generally, this may be a high cutoff.
However, it has been shown in most studies that B.I. in the CGA assessment is
mostly set at a cutoff of <100, which may be related to the peculiarity of the
CGA [1-3]. We set a cutoff based on previous studies that may be more
favorable for comparison with other studies. However, it should be noted that
the question of whether the cutoff values for each scale in the CGA are

reasonable is considered to need further exploration in subsequent studies.

5. Response to comment: How about the relationship between the scores of three tools
and prognostic factors such as recurrent-free survival time or overall survival?

Response: Thank you for your suggestion. Recurrence-free survival time and
overall survival are important outcome measures for cancer patients and
should be of concern. However, these outcome measures cannot be collected in
the short term. We regret this, but hope to explore their correlation in future

research. We have added the above based on your recommendation (Line,

page).

6. Response to comment: Line number should be restarted from one in every page.

Response: Thank you for pointing this out. We have recoded the line number.

7. Response to comment: In the results section, I recommend that baseline patients
characteristics are shown and described firstly.

Response: Thank you for your suggestion. We have placed baseline patient



characteristics at the beginning of the results (Line, page).

Special thanks to you for your good comments.

End of Reply to Reviewer#1

Reviewer #2:

1. Response to comment: The bias was to consider only postoperative complications
that developed during hospitalization: the effect of frailty can be evident within 30 days
from surgery and the considered cut-off is in effect a huge study limitation and the
possible explanation of the following result: None of the frailty assessment tools were
associated with postoperative complications.

Response: Thank you for pointing this out. When designing the study, we chose
the Clavien-Dindo classification, which is more commonly used in patients
with gastrointestinal cancer as evaluation criteria [4, 5]. It focuses on methods
of grading by complication treatment measures and is often used for the
evaluation of in-hospital complications [5, 6]. Importantly, the data obtained
through the hospital information system can ensure its authenticity and
accuracy. One previous study showed that 6% of patients have no
complications at discharge but developed complications after discharge, with
the most common complication grade being Clavien-Dindo II [7]. This is
consistent with your opinion. Unfortunately, we did not collect the incidence
of complications after discharge. Based on comments from another reviewer,
we changed severe complications (Clavien-Dindo =III) to the outcome measure.
The majority of severe complications occur in hospitals and have a greater
impact on the recovery of patients, which then requires a high amount of
attention. We have revised the manuscript accordingly based on the above

discussion and hope to meet your requirements.

2. Response to comment: The employed tools investigate functional and cognitive
aspects, and consider malnutrition only by assessing weight loss.

Response: Thank you for pointing this out. Our study assessed malnutrition



status by a Patient-Generated Subjective Global Assessment (PG-SGA). As a
part of CGA, this is a specific assessment tool used to for the nutritional status
of cancer patients. Weight loss is part of Fried phenotype (FP), and its authors
may want to use this indicator to determine whether patients are at risk of
malnutrition. We apologize for not being clear in the manuscript and have now

made the corresponding modifications.

3. Response to comment: I do not agree that it is necessary to explore patients’ frailty
across all ages, as in younger ages the nutritional issues are the main concern.

Response: Thank you for pointing this out. We agree that malnutrition may be
a major problem in young patients rather than frailty. However, malnutrition
and frailty may be interacting [8]. Frailty is defined as a state that is highly
susceptible to stressors, leading to adverse health outcomes. Although it is
generally considered an age-related syndrome, we believe that the assessment
of frailty should probably not be limited by age. This view has also been
reported in previous studies and guidelines [3, 9, 10]. Ethun et al. [11] pointed
out that frailty often overlaps with incapacity and chronic diseases, and
patients are at greater risk of disability and frailty when chronic diseases
include cancer. This means that cancer itself may be more likely to increase the
prevalence of frailty. Therefore, it may occur more frequently in younger
patients. In addition, gastrointestinal cancers have accounted for 45% of cancer-
related deaths in China [12], and the incidence of cancer is getting younger and
younger. Frailty assessments may extend from elderly patients to patients of all
ages, which helps to find more young frail patients. They may return to work
after surgery, and reducing the occurrence of adverse outcomes due to frailty
has very important practical significance at both the social level and the
patient's personal level. Exploring the predictive value of age wide frailty for
adverse outcomes may have more general implications. But in the previous
manuscript, we described frailty assessment for all ages as an advantage, which
was inappropriate. We have now deleted this section and hope to meet your

requirements.



4. Response to comment: 83 (36.2%) patients had gastric cancer, 81 (35.4%) had
colon cancer, and 65 (28.4% ) had rectal cancer: these three clinical situations are linked
to a slightly different metabolic upset in terms of malnutrition and sarcopenia, so a bias
in this analysis can be speculated.

Response: Thank you for pointing this out. We performed univariate analysis
of these three clinical conditions as confounding factors that could influence
the occurrence of frailty in patients, and the results showed that cancer type
may have an effect in frailty assessed by the CGA, but no statistical difference
was shown in the Fried phenotype and FRAIL scale. It is meaningful to analyze
for different diseases. However, due to our limited resources, we cannot collect
more samples in the short term, which makes it impossible for us to analyze
them separately. This is a limitation of our study. We have added this point of

view to the discussion.

5. Response to comment: I agree that such patients are more vulnerable to frailty due
to cancer cachexia, cancer-related fatigue and gastrointestinal symptoms: however to
state that these latter contribute to the high prevalence of frailty in this population is
too generic, as malnutrition, sarcopenia and cachexia are not synonyms, and the
concept of frailty has a wider acception.

Response: Thank you for pointing this out. Our description of this paragraph
may not be appropriate and has now been revised to “Due to the inherent and
therapeutic factors of gastrointestinal cancer, these patients are more
susceptible to stress on their physiological and psychological reserve abilities,

leading to adverse outcomes”, see (line, page).

6. Response to comment: I think that to consider emergency surgery or palliation is
a powerful confounding factor in evaluating frailty assessment and must not be
considered.

Response: Thank you for pointing this out. We consider that emergency and

palliative surgery patients are critically ill, and patients and their families may



not allow us to complete the collection of data. Moreover, our survey was
relatively long, which may delay the treatment of such patients and cause
physical and mental damage, so we did not consider them as part of the
research population. This is a limitation of our study and I hope our response

is satisfactory to you.

Special thanks to you for your good comments.

End of Reply to Reviewer#2

Reviewer #3:

1. Response to comment: Was your sample underpowered? Did you calculate the
sample size before inclusion?

Response: Thank you for pointing this out. We apologize for not adding sample
size to the manuscript. We calculated the sample size for postoperative severe
complications based on a previous study [13], and the complication rate was
43% in frail patients and 17% in non-frail patients. We set an a-value of 0.05
and a power of 80% to calculate that 96 patients should be included in the study.

We have added the above to the manuscript.

2. Response to comment: How do you explain such a difference in frailty prevalence
(CGA, Fried phenotype, and FRAIL scale: 65.9%, 47.6 %, and 34.9%, respectively)?

Response: Thank you for pointing this out. Because these assessment tools
differ in terms of items and dimensions, there are clear differences in the results
of the frailty assessment. As such, our study hopes to investigate their
predictive value for adverse outcomes and to identify which tool is most

relevant. We have added the above to the manuscript.

3. Response to comment: You also excluded "patients who were unable to cooperate
with and complete data collection". Does this mean that patients who were not able to
complete the FRAIL scale were all excluded? This might be an important bias, as a

patient who cannot communicate can be the most frail.



Response: Thank you for pointing this out. We excluded situations in which the
survey was actively interrupted by the patient for various reasons. Some of
these populations may be frail, but we may not be able to continue the
investigation based on the principle of respecting the patient 's wishes. This is

a limitation of our study as such populations should also be of concern.

4. Response to comment: If you considered major complications only (Clavien Dindo
higher or equal to 3), do you think it would show a more significant difference between
groups?

Response: Thank you for pointing this out. Taking into account a previous
reviewer and your suggestions, we replaced the severe complication (Clavien
Dindo >3) with the overall complication for statistical analysis, which is mainly
reflected in Table 3. Although our results showed that none of the three frailty
assessment tools predicted the incidence of severe complications, this did make

sense for our study protocol. We are very grateful for that.

5. Response to comment: Also, you might want to include "Sandini M, Pinotti E,
Persico I, Picone D, Bellelli G, Gianotti L. Systematic review and meta-analysis of
frailty as a predictor of morbidity and mortality after major abdominal surgery. BJS
Open. 2017 Nov 9;1(5):128-137. doi: 10.1002/bjs5.22. PMID: 29951615, PMCID:
PMC5989941." in your references.

Response: Thank you for the reference, which are now included in the revised

manuscript, see Ref 11.

6. Response to comment: The ARRIVE guidelines are for Animal Research:
Reporting of In Vivo Experiments, you should change this on your manuscript
accordingly.

Response: Thank you for pointing this out. We are very sorry for our incorrect

writing, which are now changed in the revised manuscript.

Special thanks to you for your good comments.



End of Reply to Reviewer#3

Reviewer #4:

1. Response to comment: Karnofsky score is also viewed as a frailty assessment tool
in a general sense, authors should also explore its value

Response: Thank you for your suggestion. In past studies, the Karnofsky score
has been used to assess frailty. But now more people see it as a tool to assess
the functional status of cancer patients. The guidelines developed by the 2019
International Conference on Frailty and Sarcopenia did not include Karnofsky
score in the assessment tool for frailty [14]. But undeniably, the Karnofsky score
is very important. We have included it as a confounding factor that may

influence the incidence of outcome measures and performed statistical analysis.

2. Response to comment: When adopting a frailty scale designed on a different
population, than in the present study, authors should come-up with their own cut-off
of frailty, valid on their population of interest. So, why not exploring the predictive
value of 75th or 80 percentile of any frailty scale they have chosen.

Response: Thank you for your suggestion. The scales we chose were all widely
used, well-established scales. They go through a rigorous standardization
process with fixed dimensions and statistical methods. If we develop our own
scoring methods, the results obtained may not be comparable to other people's
studies. In previous studies, they have also used the original authors' scoring
method [1, 15]. However, this is indeed a worthwhile direction for research,
suggesting that we can develop a frailty assessment tool suitable for the

population we focus on and set appropriate cutoff values.

Special thanks to you for your good comments.

End of Reply to Reviewer#4

Reviewer #5:
1. Response to comment: But the text should explain why it is important to predict

adverse postoperative outcomes.



Response: Thank you for your suggestion. Identifying the factors that affect the
adverse outcomes of patients can help us recognize the importance of
evaluation and provide a theoretical basis for formulating corresponding

intervention measures. We have added the above to the manuscript.

2. Response to comment: Why assessing frailty is relevant to this prediction.

Response: Thank you for your suggestion. It should be noted that frail patients
may increase the incidence of severe complications due to their decreased
ability to cope with stress, and frailty has the potential to compromise patient
recovery following surgery, thereby increasing the cost of associated treatment,
care and medications. To date, there are few reports on these two outcome
measures. So, they need to be highly valued. We have added the above to the

introduction.

3. Response to comment: Expanding on the practical implications of the study's
findings for clinical practice and patient care would make the conclusion more
impactful.

Response: Thank you for your suggestion. It is hoped that our study will arouse
the attention of health care providers and the CGA should be included as part
of routine preoperative risk assessment in patients undergoing surgery for
gastrointestinal cancer. In addition, we hope to form a multidisciplinary team
including nutritionists, psychologists, rehabilitation therapists, gastrointestinal
surgeons, and nurses to help patients develop personalized pre-rehabilitation
measures, which can be implemented at home, in the hospital, or a combination
of both. We should improve the frail state of patients before their operations
with as little expenditure as possible in order to reduce the hospitalization
expenses of patients. A pre-rehabilitation program suitable for China's national

conditions is urgently needed now. We have added this part to the manuscript.

Special thanks to you for your good comments.

End of Reply to Reviewer#5



Responds to the Company editor-in-chief comments:

1. Response to comment: I recommend the manuscript to be published in the World
Journal of Gastrointestinal Surgery. Before final acceptance, when revising the
manuscript, the author must supplement and improve the highlights of the latest
cutting-edge research results, thereby further improving the content of the manuscript.
To this end, authors are advised to apply a new tool, the Reference Citation Analysis
(RCA). RCA is an artificial intelligence technology-based open multidisciplinary
citation analysis database. In it, upon obtaining search results from the keywords
entered by the author, "Impact Index Per Article" under "Ranked by" should be
selected to find the latest highlight articles, which can then be used to further improve
an article under preparation/peer-review/revision. Please visit our RCA database for
more information at: https,//www.referencecitationanalysis.comy/.

We tried our best to improve the manuscript and made some changes in the manuscript.
And here we did not list the changes but marked in yellow in revised paper.
Response: Thank you for your suggestion. We have added some influential
papers to the manuscript. This is indeed a great database, and we are very

grateful for it.

We appreciate for Editors/Reviewers’ warm work earnestly, and hope that the

correction will meet with approval.

Once again, thank you very much for your comments and suggestions. Looking

forward to hearing from you regarding our submission!

Sincerely,

Hailin Zhang
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