
We would like to thank all three reviewers for their meaningful comments. We 

have tried to respond to all issues raised and to amend our manuscript in a way 

that incorporates some of reviewers pointful comments. Our answers are in 

italics 

Reviewer #1: 

Dear Authors, Below are major points that should be addressed before this 

manuscript can be considered for publication:  

 

Α. Title & Abstract  

1. Clarify “real-world, observational” design and two-center scope.  

Answer: It is a real life study as it is based on every day clinical practice 

cases referred for ERCP and not as part of a predefined study. 

Observational is now erased from the title. There is no specific scope for 

the two centres. This is simply the cumulative experience of a single 

expert endoscopist who worked during the study period in two different 

centres. 

 

2. In Abstract, state 20-year period, no NSAID/pancreatic-stent 

prophylaxis, and include 95% CIs for all key ORs.  

Answer: 20 year period is stated in the method section of the abstract. The 

abstract counts already 250 words and according to the authors data as 

NSAID/pancreatic stent prophylaxis as also 95% CI cannot be included if 

wanting to keep all essential information without exceeding the limit of 250 

words. Though in the method it was further stressed that no NSAID were 

given 

 

Β. Introduction   

1. Justify 80 years as the cutoff with life-expectancy data for 

Greece/Europe. 



Answer: As stated in the introduction part, according to a very recent study in 

Lancet (ref:6), 80 years old is the life expectancy in Greece and that is why this 

cut-off was used  

 

2. Narrow literature review to highlight gaps in large first-ERCP cohorts 

≥ 80 years. 

 

Answer: Specific data about previous studies including patients ≥ 80 years are 

given in the discussion part analytically. The literature review covers for elderly 

patients covers only one paragraph of the introduction part and according to the 

authors cannot be narrowed any more 

 

 

C. Methods  

1. Clarify prospective data capture vs retrospective analysis.  

Answer: In the data collection paragraph of the methods section it was stated 

that ’’ All information was recorded prospectively in a predefined form, 

standardized for all patients throughout the 20-year study period. 

Epidemiological, clinical, laboratory, radiological, therapeutic data, as well as 

post-ERCP follow-up information, were collected from a maintained database 

in 2024 and analyzed’’. The word  ‘’retrospectively’’ was included at the end of 

the sentence for better clarity as requested. 

 

2.  Detail sedation protocol (midazolam, propofol, GA),  monitoring and 

complications.  

Answer: 

Our sedation and monitoring protocol is now described. Complications are 

already described, though an explanation about hyperamylasaimia was inserted. 

Moreover in the limitation part is included a comment about complications 

severity  

 



3. Provide ASA/Charlson or frailty indices—without them, “frailty” 

claims lack support.  

 

Answer: Data about ASA score are now included in our result parts and a 

comment was inserted in the discussion part. Data about Charlson frailty index 

already existed in our study limitation part, as it was not assessable  

 

4. Define and standardize ERCP-accessory reuse (cycles, sterilization) 

and note any device-related events.  

Answer: As stated in our revised manuscript in the study limitation part ‘’ 

Additionally, even if no directly-related to device adverse events were recorded 

in our cohort, according to our knowledge, during the observation period, no 

specific data about such adverse events were recorded in our predefined 

documentation form and therefore no analysis or specific comment can be done 

about such specific adverse events.’’ For those reason no discussion about 

accessory reuse (cycle, sterilization) was deemed necessary according to the 

authors 

 

5. Explain antiplatelet/anticoagulant pause-and-resume timing around 

ERCP.  

Answer: A paragraph in the method section is now inserted. 

 

 

D Statistical Analysis  

1.  Report normality testing, outlier handling.  

Answer: As all our analysed variables are dichotomized except age when 

analysed as a quantitive variable normality testing in our case applies only 

for age. Additionally since our sample size is >300 we assessed ages’ 

normality based on Skewness and Kyrtosis which were -0.892 and 0.282, 

both values that allow us to perform t-test in order to compare age. Both 

values are now provided in table 1 below mean age of our total cohort and a 

comment was added in the statistical analysis part of method section. 



Additionally as there is no such concept of an outlier in the categorical data, 

outlier were not reported. 

 

2.  Describe logistic-model checks (goodness-of-fit, collinearity).  

Answer: goodness of it was assessed by Hosmer and Lemeshow test as stated 

now in the statistical analysis part and tests results are given in the result 

section for each logistic regression model used. Concerning collinearity, 

collinearity diagnostics were used through standard linear regression. For 

both multivariate analysis in our article (for PEP or clinical bleeding) no 

significant collinearity was found. Below you can see collinearity 

diagnostics for both of them. According to the analysis no condition index 

is >30 and therefore no significant collinearity exist. Still since this is a 

sophisticated statistical analysis, even if provided here in order to answer 

reviewers comment, we decided not to include such an analysis in our 

document 

 

Multivariate analysis for clinical bleeding 

 

Collinearity Diagnosticsa 

Mode

l 

Dimensio

n 

Eigenvalu

e 

Condition 

Index 

Variance Proportions 

(Constant

) 

Antiplat

elets 

Anticoa

guants 

ASA 

score ≥3 

1 1 1,966 1,000 ,11 ,08 ,07 ,11 

2 ,910 1,469 ,00 ,40 ,57 ,00 

3 ,702 1,673 ,29 ,49 ,32 ,05 

4 ,422 2,158 ,60 ,04 ,04 ,84 

a. Dependent Variable: clinical bleeding 

 

 

Multivariate analysis for PEP



 

 

Collinearity Diagnosticsa 

Model Dimension 

Eigenvalu

e 

Condition 

Index 

Variance Proportions 

(Constant

) Sex Bile duct 

Attempt

s 

panccathetor

not N-knife 

1 1 3,887 1,000 ,00 ,01 ,01 ,00 ,02 ,02 

2 ,920 2,055 ,00 ,00 ,93 ,00 ,00 ,02 

3 ,590 2,568 ,00 ,00 ,06 ,00 ,59 ,31 

4 ,496 2,799 ,01 ,03 ,00 ,00 ,35 ,37 

5 ,078 7,051 ,02 ,63 ,00 ,35 ,02 ,16 

6 ,029 11,541 ,96 ,33 ,00 ,64 ,01 ,12 

a. Dependent Variable: pancreatitis 

 

 



 

 

3.  Consolidate adjusted ORs for PEP, bleeding, mortality into a single 

table with CIs.  

Answer: We decided to keep the form of PEP, and bleeding data presentation 

as they are and not to create one table as suggested for different reasons First 

of all this would produce a very large and difficult to interpret table. 

Additionally events for mortality are extremely low and any additional 

analysis would produce possible misleading results and that is why we 

selected not to perform any extra analysis. Finally CIs for bleeding are given 

in the text and for pancreatitis in table 3 already.  

 

4. Results – Consistency & Detail o Harmonize denominators 

throughout (e.g. 3147 vs 3040 vs 2921).  

Answer: Denominators cannot be, unfortunately, harmonizes as they 

address different things. When another denominator is used it is explained 

why (missing data or in cases when the ampulla was not reached – no 

attempt to cannulate was executed due to distorted anatomy). Therefore it 

is authors choice to keep it as it is in the original manuscript as any change 

will lead to false results. 

 

5.  Flesh out cystic-duct cannulation frequency and link to post-ERCP 

cholecystitis.  

 

Answer: as stated in the revised manuscript in the study limitation part, no 

such data were available so as to be analyzed. Unfortunately our data were 

recorded through the years prospectively, in the same predefined form as 

already stated and such data were not documented and this is already 

addressed in the study limitation part 

 

 

 



6.  Break down CBD strictures into benign/malignant/indeterminate 

and compare stenting outcomes.  

 Answer: as stated in the revised manuscript in the study limitation part, 

no such data were available so as to be analyzed. Unfortunately our data 

were recorded through the years prospectively, in the same predefined form 

as already stated and such data were not documented A comment about 

CBD stricture nature was added in the study limitation part 

 

 

7.  Grade baseline cholangitis (Tokyo I–III), report timing of ERCP after 

admission (≤ 24 h vs > 24 h). 

 

Answer: as stated in the revised manuscript in the study limitation part, no 

such data were available so as to be analyzed. Unfortunately our data were 

recorded through the years prospectively, in the same predefined form as 

already stated and such data were not documented and this is already 

addressed in the study limitation part 

 

 

8. Outcome Definitions & Severity Grading o Adopt standard 

definitions for hyperamylasemia and grade PEP, bleeding, 

perforation using Cotton/ESGE scales. 

Answer: as stated in the revised manuscript in the study limitation part, no 

such data were available so as to be analyzed. Unfortunately our data were 

recorded through the years prospectively, in the same predefined form as 

already stated and such data were not documented and this is already 

addressed in the study limitation part 

 

9. Report the number of Grade I/II/III cholangitis cases and their 

outcomes.  

Answer: as stated in the revised manuscript in the study limitation part, no 

such data were available so as to be analyzed. Unfortunately our data were 



recorded through the years prospectively, in the same predefined form as 

already stated and such data were not documented and this is already 

addressed in the study limitation part 

 

10. Mortality o Provide detailed breakdown of all 14 deaths (cause, 

timing, comorbidities). Add a pie chart summarizing mortality 

causes.  

Answer: Mortality section in the result part is now revised according to 

reviewers propositions and figure is now included as figure 3. 

 

E. Discussion  

1.  Discuss biology or confounding behind age’s (non-protective 

effect on PEP.  

Answer: since we found no differnences on PEP rates among our age 

groups such a discussion would be based on hypothetical grounds and 

that is outside the scope of our manuscript. 

2.  Support “more difficult management in elders” with length 

of stay, ICU-admission, or complication-severity data 

Answer: A comment about ASA score differences among patients 

with severe complications or not was added in our revised 

manuscript (discussion part, paragraph 3) 

3. Expand on Periampullary Diverticulum evolving impact on 

cannulation—pre- vs post-2015 techniques. 

Answer: Unfortunately as stated in the abovementioned by the 

reviewer section of the discussion as also in the study limitation 

section, several factors were not addressed in length in our 

manuscript as PD size which was not documented in our original 

documentation forms and therefore a more detailed discussion could 

not be supported. Additionally even a slight numerical difference 

was noted among cases with PAD executed before 2015 when 

compared with cases executed after 2015 no significant differences 

were observed in our statistical analysis and therefore further 



discussion in this paper was and is deemed unnecessary according 

to the writers’ as it is outside of the scope of this particular paper to 

address the issue of temporal changes and will further lengthened 

our manuscript which is already large enough. Moreover a 

subsequent paper of our team is under preparation focusing on this 

specific issue especially focusing on the increased use of needle knife 

and its implication in terms of ERCP efficacy and safety. Therefore, 

we selected not to address this issue in this specific article as this is 

outside its scope.  

 

F. Limitations  

 Note single-operator/supervision bias, secular changes in 

technique, lack of NSAID/prophylactic-stent data, and 

missing frailty indices.  

Answer: In line 1 of the study limitation part is already written that 

single-operator/supervision nature of our study may influence the 

generalization of our results though as suggested in the end of the 

phrase it was added that this ‘’could have led to selection bias’’. 

Additionally a comment about ‘’ NSAID/prophylactic-stent was 

added: ‘’What is more as according since the use of NSAIDS or 

prophylactic stents for PEP prophylaxis is not in our clinical 

practice, their effect could not be evaluated ’’.Finally it already stated 

that: ‘’ tools used in other studies to assess patients’ frailty—such as 

the Elixhauser comorbidity index or Charlson comorbidity index—

were not employed in our analysis.’’ 

 

G. Clinical Impact & Conclusion • 

1, Clarify incremental value (“largest first-ERCP ≥ 80 y cohort 

over 20 years”). 

Answer: a sort phrase was added in the start of the section: arising 

from the largest dataset of patients over 80 years old published in 

the field the last 20 years, 



 2. Suggest how frailty tools might be integrated into future ERCP 

risk stratification.  

Answer: based on up to now published data this cannot be done. 

Though a phrase was added in the end of the conclusion part, 

highlighting the need of studies in the field that could provide 

evidence towards this direction: ‘’ To do so, larger studies 

examining the value of specific frailty test as such as the 

Elixhauser comorbidity index or Charlson comorbidity index and 

the impact of specific prophylactic measures among frail patients 

are needed, in order to provide guidance to guidelines authors 

and clinicians. ‘’ 

 

H. Figures & Tables • 

1. Add a patient-flow diagram (CONSORT-style) showing 

inclusion/exclusion, age groups, and outcome counts.  

Answer: A flowchart was added – figure 1. 

2. Ensure all tables list CIs, define abbreviations, and use 

consistent “n (%)” denominators.  

Answer: All CIs when applicable are added and all abbreviation are 

now explained. An answer regarding denominators has already been 

provided  

3. Provide full captions for Figures 1–2 (axes, definitions, 

denominators).  

Answer: axes and title have been added. Denominators are provided 

in the text. Adding denominators in figures 2 and 3 will make them 

to extremely difficult to read and therefore we selected not to add 

them  

4.  Include the pie chart of mortality in the Figures section.  

Answer: included  

 

 



Reviewer #2: 

- Nicely written manuscript and a large cohort of patients in this age group. 

The analysis seems to be through. There are some confusing paragraphs which 

i have highlighted below to look at and alter.  

 

1. Can you please clarify earlier rather than in the discussion if the patients 

has rectal indomethicin?  

Answer: As it is now stated in the methods and study limitation section 

NSAIDs for PEP prophylaxis were not used.  

 

2.  This paragraph is quite confusing, can you please clarify or rewrite? 

"Among patients with at least one attempt to cannulate CBD, ERCP 

indication did not affect in general cannulation rates, though a difference 

was observed when comparing patients with pancreatitis, among whom 

the lowest rate was observed with patients with bile leak, among whom 

the highest success rate was seen (p=0.038). "  

Answer: rephrased as:  Among patients who attempted to cannulate the CBD, 

the indication for ERCP generally did not influence cannulation success rates. 

However, a difference was observed when comparing specific patient groups: 

those with pancreatitis had lower success rates, while patients with bile leaks 

experienced the highest success rates. This difference was statistically 

significant (p=0.038). 

 

3. "In the multivariate logistic regression analysis concerning factors 

affecting successful cannulation, age (OR: 1.011, 95% C.I.: 0.997 – 1.025, 

p=0.111) and papilla abnormalities (OR: 0.945, 95% C.I.: 0.008 – 1.431, 

p=0.868) were not correlated with no success to cannulate the CBD," It 

should say were not correlated with failure to cannulate the CBD! –  

Answer: rephrased as requested 

 



4. You have mentioned about stent placement in patients with stricture in 

the cholangiography suggesting mainly malignancy, were they plastic 

stents or metallic stents? and which type. – 

Answer: in the result part concerning stent placement information requested 

were added ’’ A metallic stent was placed in 152 (24.3%) (114 uncovered and 

38 partially covered)  and plastic stents in 474 (75.7%) (straight plastic stents 

in 378 and pig tail in 89 patients while in 7 both a straight and a pig-tail stent 

were inserted).’’ 

 

5. Though in the multivariate analysis age group and 5 or more attempts 

in order to cannulate CBD were not significantly correlated to 

intraprocedural bleeding (p=0.132 and p=0.263 respectively) in contrast 

to antiplatelets (OR: 1.323, 95% C.I.: 1.117 – 1.485, p=0.005) or 

anticoagulants (OR: 1.275, 95% C.I.: 0.997 – 1.463, p=0.049), PAD (OR: 

1.354, 95% C.I.: 1.119 – 1.638, p=0.002) and NK use (OR: 1.610, 95% C.I.: 

1.338 – 1.937, p<0.001). This paragraph also needs rephrasing to simplify 

it. –  

Answer: rephrased 

 

6. You have mentioned about needle knife, can you please clarify if it was 

standard needle knife or fistulotomy.  

Answer: It was standard and that is why the term fistulotomy is not used in the 

document 

 

7. The complications have been characterised as mild, moderate and severe. 

Can you explain this further and give any reference please. 

Answer: As stated in the method section, complication characterization 

regarding also their severity was based on Cottons original work (ref 5 of the 

original manuscript) 

 

Reviewer #3: 



1. The study defines "elderly" as ≥80 years but lacks justification for this 

cutoff. Given Europe’s life expectancy (~80 years), using chronological 

age alone may overlook biological heterogeneity. Why not incorporate 

frailty assessments (e.g., Elixhauser index) to distinguish "healthy aging" 

from frailty?  

Answer: Unfortunately, as already stated in our study limitation part, such 

scores were not evaluated as data were not available. In our revised manuscript 

though data about ASA score are now presented as ASA score was documented 

in the form used through the whole study period. 

 

2. With data from only two centers and procedures led by a single senior 

endoscopist, does the study adequately address selection bias? 

Answer: Unfortunately as already stated in our study limitation part this 

indeed could have led to selection biased and this is one of study’s limitations’ . 

Even if already pointed out in the original text we added the phrase ‘’ and led to 

selection bias’’ in order to further highlight it. 

 

3. Excluding patients with prior sphincterotomy may limit applicability to 

real-world populations with varied medical histories.  

Answer: We selected to analyse only patients without a prior sphincterotomy 

so as to have a more solid and harmonized population as it would led to 

inconsistent results when trying to compare bleeding rated or PEP rates in 

general including patient with or without sphincterotomy. 

 

4. The higher use of antiplatelet/anticoagulant therapy in elderly patients 

(11.2% vs. 6.3%) is noted, but the study fails to specify drug types (e.g., 

NOACs vs. warfarin) or perioperative management protocols. How 

might these factors confound bleeding risk assessments?  

Answer: A paragraph was added in the method section, clarifying the issue 

 



5. The study defines "clinical bleeding" vaguely, without severity grading 

(e.g., transfusion requirement). With only 2.7% of intraprocedural 

bleeding cases experiencing post-ERCP recurrence, what was the 

success rate of endoscopic hemostasis techniques (e.g., adrenaline 

injection)?  

Answer: Analytical grading of clinical bleeding could not be further executed 

unfortunately due to the fact that all data were recorded at the time of the 

procedure and no further data were available during the analysis of the data, 

which is one of the limitation of our study. As stated in the method section all 

clinical bleeding events needing intervention or prolonged hospitalization were 

considered as severe. Information of hemostasis techniques used in the 

subsequent endoscopy in patients with clinical bleeding was not assessable in 

all patients subjected to a subsequent endoscopy and therefore not presented in 

our manuscript. Additionally this was outside the scope of our manuscript.  

 

6. While multivariate analysis identifies younger age as a risk factor for 

PEP, the lower PEP rate in elderly patients (1.4% vs. 2.4%) contrasts with 

some studies but aligns with others. How do procedural techniques (e.g., 

lack of routine NSAID/pancreatic stent use) or case mix explain this 

variability? 

Answer: Since in our cohort no NSAID were given or pancreatic stenting was 

performed and therefore no direct comparisons were done we selected not to 

commentate on that issue as this would be just an hypothesis and we did not 

want to speculate about it. Hypothesis such as increased pancreatic atrophy, 

increased pancreatic fibrosis, or reduced levels of pancreatic enzyme secretion 

as age advances may explain reduced PEP rates in the elderly patients but this 

was not proven in our age group comparisons [11]. Since this is an 

observational study and no data about pathophysiological alterations among 

elderly vs non-elderly patients are included in our study no evidence based 

explanation can be provided about the discrepancy of PEP rates in different 

studies. This later comment is added now in the revised manuscript at 



discussion part at the end of the paragraph addressing the issue of PEP rates 

among elderly patients. 

 

7. The trend toward higher severe complications in elderly patients (1% vs. 

0.4%, p=0.064) remains unaddressed. Could frailty—not chronological 

age—better predict poor outcomes? Subgroup analysis using tools like 

the FRAIL scale is warranted.  

Answer: in the revised manuscript analysis about ASA score is included which 

as stated can explain such differences. 

 

8. Although age is not an independent predictor of CBD cannulation 

failure or complications, elderly patients have more comorbidities (e.g., 

periampullary diverticula, anticoagulant use). Were these variables 

sufficiently adjusted for in multivariate models? For example, 

periampullary diverticula (OR=1.678) may mask age-related effects. 

Answer: All possible factors, available in our dataset, affecting CBD 

cannulation were assessed in our analysis and variables with a possible 

correlation (as stated in the statistical analysis section of the manuscript) were 

included in the multivariate analysis. Collinearity testing was performed and 

no significant collinearity was observed among the tested variables as stated in 

the answer to reviewer 1. 

 

9. The study lacks data on pancreatic duct cannulation frequency, prior 

pancreatitis history, or diverticulum size. For instance, the non-

significant trend in PEP risk with ≥2 pancreatic duct cannulations 

(p=0.062) could be underpowered due to missing data.  

Answer: Unfortunately, this is one of our study limitations as it is highlighted 

in the study limitation part.  

 



10. Why not further stratify elderly patients (e.g., 80–85 vs. ≥85 years) to 

assess age-related risk gradients? Outcomes in nonagenarians may 

differ significantly from younger elderly groups.  

Answer: This would further reduce our sample and possibly interfere with our 

results. Additionally, this would increase enormously our study results and 

moreover discussion part. Therefore, we selected not to proceed with such an 

analysis. 

 

11. The conclusion that "age is just a number" may overlook elderly patients’ 

comorbidities (e.g., cardiovascular disease) affecting post-ERCP 

management. Did fluid resuscitation protocols (e.g., normal saline vs. 

Ringer’s lactate) vary by age due to cardiac considerations?  

Answer: As stated in our revised manuscript in the conclusion part ‘’ as 

highlighted by the increased rate of severe complications among patients with 

high ASA scores included in our cohort’’ comorbidities do affect ERCP 

complications and most possibly their management. Unfortunately, specific 

comorbidities could not be assessed as they were not originally documented in 

our documentation forms. As stated in our method section ‘’ initially 1 liter of 

normal saline, or Ringer’s lactate in the last 10 years, depending on cardiac 

function and clinician judgment’’. Unfortunately, specifics were not recorded 

in the original documentation form neither could be retrieved. 

 

12.  With a 20-year study period (2001–2021), have advancements in ERCP 

techniques (e.g., SpyGlass, self-expandable stents) improved outcomes 

for elderly patients over time? A time-trend analysis could clarify this.  

Answer: This type of analysis is outside the scope of our manuscript and was 

not executed and therefore even if it is rational to hypothesize that advancements 

in ERCP techniques could have produced temporal changes this would address 

both to elderly and non-elderly patients.  

 

13.  The study supports current guidelines but does not address special 

populations (e.g., end-stage liver disease, oncology patients). Are ERCP 



risks/benefits comparable in elderly cancer patients versus those with 

benign biliary disease?  

Answer: To answer such a question, data about patients final diagnosis should 

have been collected and analyzed (cytology data or data from EUS if available 

or spy-bite). Such data were not available and therefore not analyzed. 

 

Thank you for your thoughtful and thorough replies to the reviewer 

comments, and for your careful revisions to the manuscript. The 

clarifications provided on study design, statistical methods, and data 

limitations greatly enhance transparency and scientific rigor. Your 

responsiveness to feedback—especially the additions of the patient-flow 

diagram, updated sedation protocols, and ASA score data—reflects 

commendable diligence and commitment to the quality of your work. 

Much appreciated. 

Reply: The role of unmeasured variables (e.g., periampullary diverticula 

size) as potential confounders is already stated in our discussion section 

(i.e Unfortunately, in our study, diverticula size was not documented in the 

standardized data collection, limiting our ability to assess this factor) as also 

in detail in our study limitation part (i.e Certain factors were not initially 

recorded in our documentation forms and could not be analyzed—for example, 

prior history of pancreatitis, the size of periampullary diverticula, cannulation 

of the cystic duct, or the nature of strictures (malignant vs benign or 

intermediate). Further, detailed assessment of complication grading—beyond 

hospitalization duration or the need for intervention (endoscopic, percutaneous, 

or surgical)—was not possible due to these constraints. 

Moreover, since prophylactic use of NSAIDs or pancreatic stents for PEP 

prevention is not part of our current practice, we could not evaluate their impact. 

Likewise, tools used in other studies to assess patient frailty—such as the 

Elixhauser or Charlson comorbidity indices—were not employed in our 

analysis. These limitations should be considered when interpreting our findings. 



Finally, no adverse device-related events were explicitly recorded in our dataset; 

to our knowledge, though during the observation period, such events were not 

documented separately within our predefined forms. Therefore, we cannot 

provide specific insights regarding device-related complications.). With 

respect to the reviewers’ comment, that certain unmeasured factors may 

have limited the value of our results, we do not wish to commentate 

more on their effect. This is way we selected state all unmeasured factors 

in the study limitation part in a detailed way. What is more if trying to 

integrate more their role in our discussion part, either our discussion 

part will become extremely large or we will have to remove some of the 

data presented in it and we do not wish to proceed likewise. 

 

 

The authors have effectively addressed the majority of the previously 

raised concerns, strengthening the manuscript’s overall quality. The 

revisions likely clarify ambiguities in data presentation—such as the 

inconsistencies in Table 2 regarding successful cannulation rates—and 

provide additional context for key observations, including the trend 

toward more severe complications in elderly patients. Remaining minor 

corrections should focus on refining the discussion to better integrate the 

role of unmeasured variables (e.g., periampullary diverticula size) as 

potential confounders, even if data limitations prevent in-depth analysis. 

Additionally, ensuring the link between "younger age as an independent 

predictor of PEP" and the observed numerical trends (2.4% in non-

elderly vs. 1.4% in elderly) is explicitly articulated will enhance reader 

clarity. With these final adjustments, the manuscript will stand as a 

robust, clinically relevant contribution to understanding ERCP 

outcomes in elderly populations, supporting its acceptance. 

Reply: Its is now stated in our discussion section (page 18-19, 

highlighted in yellow) that: It is important to note that, in our multivariate 

analysis, younger age was an independent predictor of PEP. Therefore, the 



slight numerical increase in PEP observed among elderly patients (2.4% vs. 

1.4%; P = 0.129) was not considered significant. Supporting this, when 

dividing our cohort using an age cutoff of 65 years, the rate of PEP was 

significantly lower in patients over 65 (1.6% vs. 3.1%; P = 0.003). Notably, the 

original study proposing a reduced PEP rate in elderly patients also used the 

same age cutoff of 65 years [26]. 

 


