Point-by-point Response to Reviewer 1

Comment 1:

The author should explain the uniqueness of this case compared with the previously reported
cases of esophageal tuberculosis. For example, is it rare for the fistula in this case to be
located in the proximal esophagus (18cm from the incisors)? Does the absence of pulmonary
involvement in the patient increase the diagnostic difficulty of this case? Is the Paradoxical
Reaction that occurs during the treatment process typical? By comparing and analyzing the
differences between this case and previous case reports, readers can understand the value of
this report for clinical work and related research fields.

—

Comment 2:

The patient's symptoms and CT findings lack specificity and need to be differentiated from
various diseases such as lymphoma and malignant tumors. Please clarify the clinical
reasoning process from imaging abnormalities to suspected tuberculosis, including the
differential diagnosis considered and the factors ultimately leading to tuberculosis (such as



ethnic background, symptom characteristics, imaging features). At present, the manuscript
lacks this transition, and it is suggested to supplement it to restore the clinical diagnostic
approach.

This now clearly reconstructs the stepwise clinical diagnostic approach.

Comment 3:

This report repeatedly mentions "pancreatic enlargement" and "suspected pancreatic
tuberculosis", but pancreatic involvement seems to be based on imaging speculation rather
than pathological confirmation. If there is no pathological basis, please adjust the expression
to "Imaging suggests possible involvement of the pancreas" and supplement the diagnostic
difficulties of pancreatic tuberculosis in the discussion section.




=

Comment 4:
Please provide details of EUS-FNA operation and microbiological testing, and explain the
considerations for choosing FNA over core biopsy.

Comment S:

Please provide a detailed morphological description of the esophageal fistula located 18cm
away from the incisors, such as the exact size (length and width?) of the fistula,
morphological features (whether it is a diverticular like structure at the blind end or a fistula




that is connected to surrounding structures?), whether it is connected to adjacent structures
(such as mediastinal lymph nodes and trachea), whether there is mediastinal abscess, and
discuss the characteristics of the esophagus located 18cm away from the incisors from an
anatomical perspective. Please provide endoscopic and radiological images as much as
possible, and indicate fistulas and related lesions with arrows, along with detailed
explanations. The author should try to provide a comparison of images before and after
treatment to visually demonstrate the treatment effect.

_

Comment 6:

Please explain in conjunction with relevant guidelines (such as WHO guidelines, Index TB
guidelines), expert consensus, or high-quality literature reports why the patient in this case
received 12 months of anti tuberculosis treatment. Please elaborate in the discussion section
whether further extension of treatment duration is necessary to avoid readers mistakenly
believing that "all esophageal tuberculosis requires an extended course of treatment".
Meanwhile, please indicate whether the patient has experienced any adverse drug reactions



(such as liver dysfunction) during the treatment process that led to treatment interruption or
adjustment.

_

Comment 7:

The 2-month treatment period is a critical clinical decision-making time point... Could the
author provide a detailed explanation of how this phenomenon was distinguished from
treatment failure or drug resistance at the time, and whether the patient's treatment
compliance was evaluated? Are there any risk factors for drug resistance? Has
microbiological re examination (such as culture, GeneXpert) been conducted to rule out
active infection? What is the evidence supporting Paradoxical Reaction, and is the occurrence
time of Paradoxical Reaction consistent with literature reports? Does the clinical presentation
match? Have you considered adjuvant anti-inflammatory therapy (such as NSAIDs,
corticosteroids)? If considered but not used, please explain the reason...

h



Comment 8:

Please ask the author to provide specific time points for symptom relief after treatment...
Meanwhile, please provide objective measurement data comparison of imaging before and
after treatment... It is suggested that the author present relevant data or graphs according to a
timeline...



Comment 9:
Please confirm that the patient has signed an informed consent form, agreeing to the
publication of their clinical details and images, and request the institution where the author

works to explain that this case report complies with the Helsinki Declaration and relevant
ethical requirements.

Comment 10:

Please carefully proofread the manuscript for language errors and ensure it meets the journal's
formatting requirements.



Comment 11:

Please add the patient's tuberculosis related epidemiological history in the case description
(such as the history of living in epidemic areas, tuberculosis history, immunosuppressive drug
history, residential history in pastoral areas, contact history of tuberculosis patients), and
explain how these information can assist clinical diagnosis decision-making in the discussion.

_

All requested points have been addressed in the revised manuscript.



Point-by-point Response to Reviewer 2

Major Comment 1:

The case highlights an unusual triad of oesophageal fistula, abdominal lymphadenopathy and
suspected pancreatic TB. The authors should clarify how this case adds to the existing
literature. Oesophageal TB is one of the rarest forms of extrapulmonary TB (~0.2 %), and
most cases result from secondary involvement from adjacent mediastinal lymph nodes.
Emphasising the rarity and comparing this case to previous reports—including those with
oesophago-pulmonary fistulas, mediastinal involvement or pancreatic TB—will underline the
report’s relevance.

—

Major Comment 2:

The manuscript briefly notes pancreatic carcinoma as a differential. A systematic discussion
of other possibilities, Crohn’s disease, autoimmune pancreatitis, lymphoma, fungal infections
and malignancy, would improve educational value. Explain how each was excluded
(radiologically, serologically or histologically).

—




Major Comment 3:

Provide procedural specifics: needle gauge, number of passes, presence of rapid on-site
evaluation and sample adequacy. Explain why fine-needle aspiration, rather than core biopsy,
was chosen. Present cytopathologic findings and state whether cultures or nucleic acid
amplification tests were performed. Cite literature indicating that EUS-FNA has high
diagnostic accuracy for abdominal lymphadenopathy.

_




Major Comment 4:

The diagnosis relied on granulomatous inflammation with negative Ziehl-Neelsen staining.
Although AFB smears are often negative, discuss whether TB PCR or culture on EUS
specimens was considered. Including interferon-gamma release assays or tuberculin skin
testing would also help.

Major Comment 5S:

The report states that a “very short proximal oesophageal fistula” was 18 cm from the
incisors. Provide precise measurements (length and width) and describe its morphology
(blind-ended diverticulum vs. true fistulous tract). Include high-quality, anonymised
endoscopic and radiologic images illustrating the fistula and pancreatic lesion, with
appropriate legends.




Major Comment 6:

List drug dosages and durations. Many guidelines recommend 6- or 9-month regimens for
extrapulmonary TB; explain why therapy was extended to 12 months due to the fistula and
bulky pancreas. Provide evidence or guideline references to support this decision. Note
whether therapy was modified in response to liver function tests or adverse effects.

_




Major Comment 7:

The patient developed increased abdominal pain and lymph node enlargement during
treatment... Discuss how the team distinguished this from treatment failure or drug resistance.
Mention whether adjunctive corticosteroids were considered; some authors use steroids for
symptomatic paradoxical reactions.

Major Comment 8:
Add more detail on timing of symptom resolution and weight gain after therapy. Provide
objective post-treatment imaging measurements of the pancreatic lesion and lymph nodes. A

timeline summarising diagnosis, therapy, paradoxical reaction and follow-up would be
useful.

==



Major Comment 9:

The discussion would benefit from a concise review of oesophageal and pancreatic TB.
Summarise key points such as typical symptoms, diagnostic yield of endoscopy, role of
cross-sectional imaging and success rates of anti-TB therapy. Highlight that EUS-guided
sampling is now considered a first-line tool for intra-abdominal lymphadenopathy.

Major Comment 10:
Confirm that the patient gave informed consent for publication of clinical details and images

and that the report complies with the Declaration of Helsinki and local regulations. This is
critical for case reports.

_

Major Comment 11:
The manuscript contains several typographical and grammatical errors... A thorough
proofreading by a native English speaker or professional medical editor is necessary.




Standardise SI units, abbreviations and hyphenation. Ensure figure references follow order of
appearance and all abbreviations are defined at first use.

Minor Comments

. Add the case report by Solano Blas et al. (Rev Esp Enferm Dig 2025;117:284-285)...

e

2. The reference list is in AMA style but contains typos and inconsistent numbering...

Consider adding recent reviews on extrapulmonary TB, oesophageal TB and EUS-

FNA ierformance.

4. A concise table summarising the patient’s laboratory and imaging results would
enhance clarity.

5. Ensure figures are high-resolution, anonymised and labelled. Include scale bars or
measurements.




6. Define all abbreviations at first use (e.g., EUS, FNA, MDT, AFB, PR)...

|

7. Use consistent terminology (“oesophageal” vs. “esophageal”).

8. Provide metric conversions and standardise measurement units.

ort terms such as “bulky pancreas” with measurements or indices.

natomical clarification: “18 cm from the incisors” places the fistula in the
cervical/upper thoracic oesophagus; specify whether it communicates with a
mediastinal lymph node or adjacent structure, and mention any evidence of
mediastinal abscess.

s

11. The introduction repeats some information... Remove duplication and ensure each
reference supports the statement it accompanies.

D

We trust that these extensive revisions address all of Reviewer 2’s concerns and
significantly improve the clarity, educational value and scientific rigor of the
manuscript.

Round 2

1. You have provided a video file and have already marked the fistula location with
arrows in the dynamic image. However, currently only providing dynamic video format
cannot fully meet the regulatory requirements of academic publication. What you are
submitting is dynamic video instead of static images. Journal publications usually



require the use of static images as text illustrations to clearly display key findings in both
print and PDF versions. The video can serve as supplementary material, but cannot
replace the core static images, and the video file is not conducive to readers quickly and
intuitively comparing changes before and after treatment.

Reply:
Thank you for your comment. We have removed the video from the manuscript and the
submitted materials.

2. The revised manuscript provides multiple precise quantitative data. To ensure the
rigor and verifiability of academic records, please provide the corresponding original
materials for verification. For example, for imaging measurement data (lymph nodes
reduced from 22x16mm to 7mm, pancreatic head anterior posterior diameter reduced
from 32mm to 24mm), please provide the original image files corresponding to
baseline, conflicting reaction time (2 months), and treatment end time (12 months)
(such as DICOM format or high-resolution JPEG/PNG exported images), and clearly
label the measurement location and specific values on the images; For weight change
data (gradually increasing from baseline 64kg to 74kg over 12 months), please provide a
copy of the relevant page of the weight measurement record in the medical record
(which can be anonymized); For laboratory examination data (such as ALT peak of 48
U/L, IGRA positivity, etc.), please provide copies of key laboratory reports, especially the
original reports supporting IGRA positivity; For pathological data (caseous necrotizing
granuloma, Langhans giant cells), please provide a copy of the pathological report and
correspond it to the provided pathological images (Figure 2); For data at various time
points (such as symptom onset, diagnosis, treatment, conflicting reactions, follow-up,
etc.), please provide copies of core documents that best demonstrate these key time
points, such as initial visit records, key examination application/report forms, treatment
prescription records, discharge summaries, or follow-up records. Please ensure that all
patient privacy information has been properly anonymized when submitting.

Reply:
Thank you for your feedback. We have amended the details and provided the required
CT pictures. Also the other details about the weight etc are available now for review.

3. Currently, the length of the manuscript far exceeds that of conventional case reports.
I understand this is due to the complexity of the cases and the in-depth response to the
review comments. However, in order to make the final published version more concise
and focused, | suggest refining the language.

Reply:

Thank you for your comment. We understand your point; however, the editorial team did
not have an issue with this. We have also sought an English editing agency to enhance
the manuscript.



