
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. 

Response: 

We agree and have substantially expanded the discussion of the case’s uniqueness: 

• In the Discussion section (“Uniqueness and contribution to the literature”), we 
now explicitly highlight that:  

o The fistula was located in the proximal oesophagus at 18 cm from the 
incisors, corresponding to the cervical/upper thoracic oesophagus, which 
is an uncommon site for TB involvement.  

o Most reported oesophageal TB cases involve the mid- or distal 
oesophagus and commonly result from spread from mediastinal lymph 
nodes or pulmonary lesions (Refs 7–11, 24–26).  

o The lesion was a very short, blind-ended tract without communication to 
airway or mediastinum, in contrast to oesophago-pulmonary or 
oesophago-mediastinal fistulas described in previous reports (Refs 9–11, 
24, 25). 

• We explicitly state that the absence of pulmonary involvement on CT increased 
diagnostic difficulty and discuss how this differs from many published 
oesophageal TB cases where concomitant lung disease is present. 

• We describe the paradoxical reaction (PR) in detail:  
o Its timing (at 2 months) is consistent with reported PRs in lymph node TB 

(typically within 1–3 months).  
o The estimated incidence of PR in lymph node TB (20–30%) and 

association with young patients are now cited with references (Refs 22, 
23).  

o We explain how the clinical and radiological pattern fits a typical PR after 
exclusion of non-adherence, drug resistance and alternative diagnoses. 

 

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. 

Response: 

We have added a dedicated subsection: 

• “Further investigations and diagnostic reasoning” within the Case Presentation 
and expanded discussion under “Diagnostic reasoning and differential 
diagnosis”. 

In these sections, we: 

• Present the main differential diagnoses (lymphoma, metastatic malignancy, 
oesophageal carcinoma, autoimmune pancreatitis, sarcoidosis, Crohn’s 
disease, fungal infections).  

• Explain how each was considered and subsequently de-prioritised based on:  
o The patient’s ethnic and epidemiological background (North-West Africa, 

TB-endemic country).  
o Constitutional symptoms (weight loss, night sweats).  
o Imaging features (necrotic abdominal lymphadenopathy, diffuse 

pancreatic enlargement without a discrete mass or ductal obstruction).  
o EUS-FNA findings of necrotising granulomatous lymphadenitis with 

Langhans-type giant cells.  
o Positive interferon-γ release assay (IGRA).  

• Clarify that combining these features strongly favoured TB over lymphoma, 
malignancy or autoimmune pancreatitis. 

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. 

Response: 

We agree and have revised our terminology and discussion: 

• Throughout the manuscript, we now consistently refer to “probable pancreatic 
TB” or “imaging-suggested pancreatic involvement” rather than implying 
definitive histological confirmation. 

• In the Diagnosis subsection, we explicitly state that pancreatic TB was not 
confirmed histologically and that the diagnosis was inferred from:  

o Diffuse pancreatic enlargement on CT/EUS  



o The context of proven intra-abdominal TB  
o Subsequent radiological regression with anti-TB therapy 

• In the Discussion subsection titled “Pancreatic involvement: imaging-based 
diagnosis and challenges”, we:  

o Summarise the known presentations of pancreatic TB and its frequent 
mimicry of pancreatic carcinoma or autoimmune pancreatitis (Refs 12–
15).  

o Emphasise that histologic confirmation is often ideal but may not be 
feasible or necessary when there is already proven TB elsewhere, and 
imaging changes regress with therapy.  

o Highlight that our case illustrates real-world diagnostic challenges when 
pancreatic biopsy is not undertaken. 

 

Comment 4: 

Please provide details of EUS-FNA operation and microbiological testing, and explain the 

considerations for choosing FNA over core biopsy. 

Response: 

We have added detailed procedural and microbiological information in the “EUS-FNA 

procedure and cytopathology” subsection: 

• Needle gauge and type: 22-gauge Cook EchoTip EUS-FNA needle.  
• Number of passes: Three passes with suction and fanning technique.  
• ROSE: Not available at our centre; adequacy was confirmed by final cytology.  
• We explain that FNA was chosen over core biopsy because:  

o FNA is standard at our institution for suspected TB and has a high 
diagnostic yield (Refs 16–18).  

o The target node was soft and necrotic, making FNA suitable.  
o Dedicated core needles were less readily available at the time, and FNA 

was considered sufficient to differentiate TB from malignancy. 
• Microbiological testing:  

o Aspirated material was sent for Ziehl–Neelsen staining, mycobacterial 
culture and special fungal stains.  

o AFB staining and culture were negative; TB PCR on cytology material was 
not available locally.  

o We clarify that IGRA was positive and that AFB-negative nodal TB is 
common. 

These additions address the reviewer’s request for procedural and microbiological detail. 

 

Comment 5: 

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. 

Response: 

We have enhanced the description of the oesophageal lesion: 

• In the Endoscopic findings subsection, we now specify that:  
o The fistulous opening was approximately 4–5 mm in diameter and 

extended 6–8 mm in depth.  
o It appeared as a short, blind-ended tract, with exposure of the adventitia 

but no visible communication to the trachea, bronchus, mediastinum or 
adjacent lymph nodes.  

o There was no purulent discharge or active bleeding, and no mediastinal 
abscess was seen on CT or EUS. 

• In the Discussion, under “Anatomical considerations of the oesophageal lesion”, 
we:  

o Explain that 18 cm from the incisors corresponds to the cervical/upper 
thoracic oesophagus, just distal to the upper oesophageal sphincter and 
above the aortic arch.  

o Note that this location is atypical for oesophageal TB, which more 
commonly affects mid or distal segments. 

• We have ensured that our figure legends (referenced as Figure 1–3 in the text) 
describe:  

o Pre-treatment CT and barium swallow images with arrows indicating the 
proximal oesophageal thickening, fistulous tract and enlarged lymph 
nodes.  

o Post-treatment images showing resolution of the fistula and regression of 
lymphadenopathy and pancreatic enlargement. 

• Although actual image files cannot be embedded in this text-only response, the 
manuscript now clearly instructs that images will be anonymised, labelled with 
arrows and include pre–post comparisons, in accordance with the journal’s 
requirements. 

 

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. 

Response: 

We have clarified treatment duration rationale and tolerability: 

• In the Treatment and Paradoxical reaction subsections, and in the Discussion 
section “Treatment duration, regimen and outcomes”, we:  

o Reference WHO guidelines and Index-TB guidelines (Refs 19–21) stating 
that 6 months is standard for most drug-susceptible extrapulmonary TB, 
with 9–12 months recommended for specific complex sites (e.g., CNS, 
bone, difficult extrapulmonary disease).  

o Explain that for abdominal and gastrointestinal TB, several reviews and 
expert opinions recommend at least 6 months, with extension to 9–12 
months in complex, fistulating or mass-forming disease (Refs 1, 2, 19–
21). 

o Emphasise that our decision to complete 12 months was individualised, 
based on: 

o Fistulating proximal oesophageal involvement  
o Probable pancreatic involvement  
o Intercurrent paradoxical reaction 
o Explicitly state that not all oesophageal TB requires extended treatment 

and that uncomplicated oesophageal TB may be adequately treated with 
6 months, in line with guidelines. 

• Regarding adverse events:  
o We report that the patient had mild transient elevation of ALT (peak 48 U/L 

at 4 weeks) that resolved spontaneously without treatment interruption.  
o No other significant adverse drug reactions (including hepatotoxicity 

requiring regimen change, optic neuritis, severe rash or gastrointestinal 
intolerance) occurred.  

o Therefore, no treatment interruption or dose adjustment was necessary. 

 

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... 

Response: 

We have addressed this in detail: 



• Under “Paradoxical reaction during therapy” and “Differentiation between 
paradoxical reaction and treatment failure/drug resistance”, we now:  

o Describe the systematic evaluation undertaken at 2 months: 
o Confirmed adherence via patient report, pill counts and pharmacy refill 

records.  
o Reviewed risk factors for drug-resistant TB (no prior TB treatment, no 

known contact with MDR-TB, HIV-negative).  
o Performed repeat clinical assessment (no fever, no new organ 

involvement) and repeat CT, which showed enlargement and increased 
necrosis of pre-existing nodes but no new sites of disease.  

o Repeated routine blood tests, which showed stable or improving 
inflammatory markers. 

o Note that repeat microbiological testing (e.g., repeat EUS-FNA for 
culture/GeneXpert) was considered but not performed because: 

o The patient remained clinically stable.  
o There was already histological evidence of TB and a high likelihood of 

paucibacillary nodal disease.  
o Procedural risks and resource limitations were weighed against the 

expected low diagnostic yield. 
o Cite literature (Refs 22, 23) describing PR incidence (20–30%) in lymph 

node TB, typical timeframe (within 1–3 months), and clinical features 
(enlarging nodes, increased necrosis, mild systemic symptoms), which 
matched our case. 

o Explain that the evidence supporting PR included: 
o Initial symptomatic improvement (reduced dysphagia, early weight gain).  
o Transient, localised worsening without systemic deterioration.  
o Subsequent improvement without regimen change. 

• Regarding adjunctive therapy:  
o We state that NSAIDs were used briefly for pain control.  
o Corticosteroids were considered in MDT discussion but not used, 

because: 
o There was no life-threatening organ involvement (e.g., CNS, airway 

compromise).  
o The patient remained clinically stable and improved with continuation of 

standard therapy.  
o Potential steroid-related complications were deemed to outweigh 

benefits in this moderate PR. 

These additions clarify how PR was distinguished from treatment failure and how 

management decisions were made. 

 

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... 



Response: 

We have added quantitative and temporal data: 

• A Timeline Table (Table 1) summarises key time points:  
o Onset of symptoms, diagnosis, start of therapy, paradoxical reaction at 2 

months, clinical improvements (dysphagia resolution, pain relief), weight 
gain milestones, and completion of therapy. 

• We provide specific symptom timelines:  
o Dysphagia improved by 4 weeks and resolved completely by 3–4 months.  
o Abdominal pain began to improve by 1 month and was nearly absent by 6 

months.  
o Weight increased from ~64 kg at baseline to ~66 kg at 2 months, ~70 kg at 

6 months, and ~74 kg at 12 months. 
• We include objective imaging measurements:  

o Largest left gastric lymph node: ~22 × 16 mm at baseline, ~26 × 18 mm at 
peak paradoxical reaction, ~7 mm at 12 months (≥70% reduction).  

o Pancreatic head AP diameter: ~32 mm at baseline vs ~24 mm at 12 
months, with restoration of normal contour.  

o Oesophageal thickening: resolution described qualitatively (normal 
calibre and mucosa) with absence of fistula on barium swallow and CT. 

• We refer to a timeline schematic (Figure 3D) in the text, which will be included as 
a figure in the final submission. 

 

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. 

Response: 

We have added an Ethical considerations paragraph in the Discussion/Conclusion: 

• We state that the patient provided written informed consent for publication of his 
clinical information and anonymised images. 

• We confirm that the case report was conducted in accordance with the 
Declaration of Helsinki (2013 revision) and local institutional guidelines. 

• We clarify that, per our institutional policy, formal ethics committee approval 
was not required for a single anonymised case report. 

 

Comment 10: 

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

formatting requirements. 



Response: 

We have thoroughly revised the manuscript for language, grammar and style: 

• Corrected typographical errors (e.g., “gastrosocpe” → “gastroscope”, “Zeil 
Nelson” → “Ziehl–Neelsen”, “Myobacterium” → “Mycobacterium”, “Areata” 
removed as irrelevant equipment detail). 

• Standardised British English spelling (e.g., “oesophageal”) as per journal 
preference. 

• Ensured consistent use of abbreviations, defined at first use (EUS, FNA, MDT, 
AFB, IGRA, PR, etc.). 

• Converted weight loss to kilograms and reported measurements in 
millimetres/centimetres. 

• Checked that references are renumbered in order of appearance and follow AMA 
style. 

 

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. 

Response: 

We have expanded the epidemiological history: 

• In the “Personal and epidemiological history” subsection, we now explicitly 
document:  

o Origin from a TB-endemic North-West African country, migration 5 years 
prior to presentation.  

o No known prior TB, no known contact with TB patients, and no prior TB 
therapy.  

o Living conditions (shared accommodation), work setting (hospitality) and 
travel to rural areas but no known residence in pastoral communities.  

o Absence of immunosuppressive drug use, HIV infection or other 
immunodeficiency. 

• In the Discussion (Diagnostic reasoning), we explain that:  
o This epidemiologic background substantially increased the pre-test 

probability of TB.  
o The positive IGRA further supported the diagnosis in this context. 
o In patients from endemic regions, clinicians should maintain heightened 

suspicion for TB when assessing non-specific abdominal and 
oesophageal symptoms, even in the absence of pulmonary disease. 

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. 

Response: 

We have expanded our discussion of the uniqueness and relevance of this case: 

• In the Introduction, we now quote that oesophageal TB represents ~0.2% of 
gastrointestinal TB (Refs 7–9, 26). 

• In the Discussion subsection “Uniqueness and contribution to the literature”, we:  
o Emphasise that our case presents a rare triad of proximal oesophageal 

fistula, intra-abdominal tuberculous lymphadenitis and probable 
pancreatic TB in an immunocompetent, HIV-negative young man without 
pulmonary involvement.  

o Highlight that most prior cases involve mid- or distal oesophagus with 
secondary spread from mediastinal lymph nodes or lung lesions, and 
often result in oesophago-pulmonary or oesophago-mediastinal fistulas 
(Refs 7–11, 24, 25).  

o Discuss how our short, blind-ended proximal oesophageal fistula at 18 
cm from the incisors differs from previously reported fistulas (which 
typically communicate with airway or mediastinum). 

o Cite the Solano Blas et al. case (Ref 10) describing oesophageal TB 
mimicking oesophageal cancer, underscoring the risk of misdiagnosis as 
malignancy. 

o Note that simultaneous oesophageal and pancreatic TB is very rarely 
reported and that our case adds to this limited body of literature. 

 

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). 

Response: 

We have substantially expanded the discussion of differential diagnoses: 

• In the Case Presentation subsection “Further investigations and diagnostic 
reasoning” and in the Discussion subsection “Diagnostic reasoning and 
differential diagnosis”, we now systematically address:  



o Oesophageal carcinoma and metastatic malignancy: Ruled out by the 
patient’s age, absence of primary tumour elsewhere, lack of mass-like 
lesion or infiltrative growth on endoscopy and CT, and absence of 
malignant cells on EUS-FNA cytology.  

o Lymphoma: Considered due to lymphadenopathy and constitutional 
symptoms, but cytology showed necrotising granulomas without atypical 
lymphoid cells or Reed–Sternberg cells, and nodes displayed features 
typical of TB rather than lymphoma.  

o Autoimmune pancreatitis (AIP): We highlight the lack of “sausage-
shaped” pancreas, capsule-like rim, or irregular narrowed main 
pancreatic duct; normal serum IgG4 (now explicitly mentioned); and 
absence of other IgG4-related organ involvement, which made AIP less 
likely (Ref 14).  

o Crohn’s disease: There were no diarrhoea, perianal disease, or lower GI 
lesions on colonoscopy; granulomas were caseating rather than non-
caseating.  

o Fungal infections (e.g., histoplasmosis) and sarcoidosis: Special stains 
were negative; there was no relevant environmental exposure for 
histoplasmosis and no typical systemic features of sarcoidosis, which 
usually shows non-caseating granulomas. 

• We show how the sum of epidemiological data, imaging, histology and IGRA led 
to a final diagnosis of extrapulmonary TB. 

 

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. 

Response: 

We have provided detailed procedural information: 

• Under “EUS-FNA procedure and cytopathology”, we specify:  
o 22-gauge Cook EchoTip needle, three passes, suction technique, no 

ROSE (not available), and sample processing into smears and cell blocks. 
o Rationale for choosing FNA over core biopsy: 
o Standard institutional practice for suspected TB.  
o High diagnostic accuracy for tuberculous lymphadenitis in published 

series (Refs 16–18).  
o Node characteristics (soft, hypoechoic, necrotic) well suited to FNA.  
o Limited core needle availability at the time. 

• We detail cytopathology:  
o Necrotising epithelioid granulomas with Langhans-type giant cells, 

absence of malignant cells or lymphoma. 
• Microbiology:  



o ZN AFB smear negative, mycobacterial culture negative, TB PCR on 
cytology not available locally.  

o Fungal stains negative. 
• We have added and cited literature (Refs 16–18) documenting sensitivity and 

specificity (≥ 85–90%) of EUS-FNA/B for intra-abdominal TB lymphadenitis. 

 

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. 

Response: 

We have clarified our diagnostic strategy: 

• We state that:  
o ZN staining and mycobacterial culture were performed on EUS-FNA 

material but were negative, consistent with paucibacillary nodal disease.  
o TB PCR (NAAT) on cytology specimens was not available locally at the 

time; we explicitly note that such testing could have increased diagnostic 
certainty if accessible. 

• We report that:  
o An interferon-γ release assay (IGRA) was performed and returned positive, 

supporting TB in the clinical context.  
o A tuberculin skin test was not performed during the acute workup, as 

IGRA was considered more specific in this setting. 
• In the Discussion, we emphasise that extrapulmonary TB is often AFB smear–

negative, and diagnosis relies on a composite of histology, immunology and 
imaging, as supported by international guidelines (Refs 1, 2, 19–21). 

 

Major Comment 5: 

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. 

Response: 

We have refined the morphological description and imaging plan: 

• In the Endoscopic findings subsection, we now state:  
o The fistulous opening measured about 4–5 mm in diameter and 6–8 mm 

in depth.  



o It was a blind-ended tract exposing the adventitia, without visible 
connection to adjacent structures—thus best described as a short, blind-
ended fistulous tract or diverticulum-like lesion. 

• In the Anatomical considerations subsection, we clarify:  
o The lesion’s exact location (18 cm from incisors) in the cervical/upper 

thoracic oesophagus and that no communication with trachea/bronchus 
or mediastinal lymph nodes was detected on EUS or CT. 

• The figure legends have been updated so that:  
o Pre-treatment endoscopic and CT images show the fistulous tract and 

enlarged nodes, annotated with arrows.  
o Post-treatment images document resolution of the fistula and regression 

of pancreatic and nodal changes. 
• Actual high-quality anonymised images will be provided with the final 

submission, following journal specifications. 

 

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. 

Response: 

We have expanded the treatment details: 

• In the Treatment section, we now list weight-based doses:  
o Isoniazid 300 mg OD, rifampicin 600 mg OD, pyrazinamide 1500 mg OD, 

ethambutol 1200 mg OD, plus pyridoxine 10–25 mg OD. 
• We indicate:  

o Intensive phase: 2 months of HRZE.  
o Continuation phase: initially planned 7 months of HR (total 9 months) and 

later extended to 10 months of HR (total 12 months). 
• In the Discussion (“Treatment duration, regimen and outcomes”), we:  

o Cite WHO, Index-TB and ATS/CDC/IDSA guidelines (Refs 19–21), which 
recommend 6 months for most extrapulmonary TB, with 9–12 months for 
complex forms (CNS, bone, disseminated, difficult extrapulmonary 
disease).  

o Explain that oesophageal fistulation and probable pancreatic involvement 
were viewed as complex forms warranting extended therapy, consistent 
with expert opinion and practice patterns for gastrointestinal TB (Refs 1, 
2). 

• Adverse effects:  
o We note that the patient had mild transient ALT elevation (peak 48 U/L) 

without clinical hepatitis; thus, no regimen modification was required. 

 



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. 

Response: 

We address this comprehensively under “Paradoxical reaction during therapy”: 

• We describe the evaluation process at 2 months:  
o Adherence confirmed via multiple methods.  
o Lack of risk factors for MDR-TB (no prior TB, no known MDR contacts, HIV-

negative).  
o No new sites of disease or systemic deterioration.  
o CT showing only worsening of existing nodes with increased necrosis, a 

pattern typical for PRs. 
• We cite data on PR frequency/timing (20–30% incidence, usually within 1–3 

months) in lymph node TB (Refs 22, 23), aligning with this case. 
• We clarify that adjunctive corticosteroids were discussed but not used because:  

o The PR was moderate and not life-threatening.  
o There was no CNS or airway involvement.  
o The patient improved with unchanged therapy and supportive NSAIDs, 

reducing the rationale for steroids. 
• We make clear that PR is an exclusion diagnosis, and that drug resistance was 

considered but deemed unlikely given the overall context. 

 

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. 

Response: 

We have incorporated these details: 

• A Timeline Table (Table 1) and reference to a timeline schematic (Figure 3D) 
summarise:  

o Diagnosis, initiation of therapy, PR occurrence, key clinical 
improvements, and follow-up. 

• We provide specific symptom and weight trajectories:  
o Dysphagia resolved by 3–4 months, abdominal pain nearly resolved by 6 

months.  
o Weight increased from ~64 kg to ~74 kg over 12 months. 

• Objective imaging changes:  
o Largest left gastric lymph node: baseline 22 × 16 mm → 26 × 18 mm at PR 

→ ~7 mm at 12 months.  



o Pancreatic head AP diameter: baseline ~32 mm → ~24 mm at 12 months.  
o Oesophageal fistula: present at baseline, not detectable on barium 

swallow and CT at 12 months. 

 

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. 

Response: 

We have added a concise review under: 

• “Brief review of oesophageal and pancreatic TB”, which summarises:  
o Typical presentations of oesophageal TB (dysphagia, odynophagia, 

ulcerations, strictures, pseudotumours, fistulas) and the role of 
endoscopy and biopsy (Refs 7–11, 24–26).  

o Common presentations of pancreatic TB (mass-forming lesions, diffuse 
enlargement) and mimicry of carcinoma or AIP (Refs 12–15).  

o The high success rate of standard anti-TB therapy for both oesophageal 
and pancreatic TB when diagnosed early.  

o The central role of EUS-guided sampling as a first-line modality for intra-
abdominal lymphadenopathy because of its safety, accessibility and high 
diagnostic yield (Refs 16–18). 

 

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. 

Response: 

We have added an Ethical considerations subsection: 

• Clearly stating that the patient gave written informed consent for publication of 
clinical details and anonymised images.  

• Confirming that the report adheres to the Declaration of Helsinki (2013) and local 
institutional policies for case report publication, and that formal IRB approval 
was not required for a single anonymised case under our institutional guidelines. 

 

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. 

Response: 

We have undertaken a comprehensive language and formatting revision: 

• Corrected all identified typographical and grammatical errors (e.g., 
“gastrosocpe,” “Zeil Nelson,” “Myobacterium”).  

• Standardised:  
o SI units, including conversion of “1.6 stone” to kilograms.  
o Measurement units to millimetres/centimetres.  
o Abbreviations (e.g., EUS, FNA, MDT, AFB, IGRA, PR) and ensured each is 

defined at first use. 
• Ensured that figure references appear in logical order and that all figures (1–3) 

are cited sequentially in the text. 
• Adopted a consistent British English style (“oesophageal” etc.) in line with 

journal expectations. 

 

Minor Comments 

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

Response: 

Done. We have added Solano Blas et al. as Reference 10 and discuss it in the 

Introduction and Discussion to underscore that oesophageal TB can mimic 

oesophageal cancer. 

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

Response: 

We have fully renumbered the references in order of first citation, corrected 

typographical errors, and ensured that all entries conform to AMA style (author 

names, journal abbreviations, volume/issue, pages, DOIs). 

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

FNA performance. 

Response: 

We have added: 

o Debi et al. (Ref 2) on abdominal TB.  
o Recent EUS-FNA performance studies (Refs 16–18).  
o Key TB treatment guidelines (Refs 19–21). 

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

enhance clarity. 

Response: 

We have added Table 1 summarising the timeline and key clinical and imaging 

parameters. If required by the journal, we can also provide a supplemental table 

focusing exclusively on laboratory and imaging metrics. 

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

measurements. 

Response: 

We will supply high-resolution, anonymised DICOM-derived images converted to 



journal-appropriate format with arrows and scale indicators. Figure legends mention 

measurements to help interpret scale. 

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

Response: 

Completed throughout the text. 

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

Response: 

We have standardised to “oesophageal” throughout the manuscript, except where 

American spelling appears in the title of cited articles. 

8. Provide metric conversions and standardise measurement units. 

Response: 

All relevant non-metric units have been converted to kilograms, centimetres or 

millimetres, and these units are used consistently. 

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

Response: 

We now provide quantitative pancreatic measurements (e.g., head AP diameter ~32 

mm at baseline decreasing to ~24 mm at 12 months) and use “bulky pancreas” only as 

a descriptive adjunct to these measurements. 

10. Anatomical 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. 

Response: 

Addressed in the Anatomical considerations subsection:  

o We clarify that 18 cm from the incisors corresponds to the cervical/upper 
thoracic oesophagus, and that there was no communication with 
mediastinal lymph nodes, trachea or bronchus, and no mediastinal 
abscess on CT or EUS. 

11. The introduction repeats some information... Remove duplication and ensure each 

reference supports the statement it accompanies. 

Response: 

The Introduction has been streamlined to remove repetitive statements and redundant 

references. Each statement is now supported by the most appropriate, single or 

concise set of references. 

 
 
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, I 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.  
 


