Major revision
Comments to the authors

Summary: This manuscript is of the outcomes of the use of iodine-125 (*°I)
seed strips combined with double biliary self-expandable metallic stent for
the treatment of type III-IV hilar malignant biliary obstruction in 17 patients.
The results showed that the clinical success and technical success rates were
very high, no severe complications occurred, the average time of stent
patency was 154 days, and the median overall survival time was 189 days.
The conclusion is that the combination of %I seed strips with double SEMS
may be a safe and potentially effective approach for managing type III-IV
hilar MBO patients.

Strengths: Having clinical significance.

Weaknesses: A retrospective report of series cases without control and other
scientific study. Because there was no control study, the benefit of using 1%
seed strips was inconclusive. Small size of sample. Some references were not

used adequately or with wrong citation.
Some specific concerns:

Please check the consistency of the following variables. 17 patients from April
2017 to December 2022; the final follow-up was conducted on July 31, 2023;
the median overall survival was 189 days, with stent patency lasting an
average of 154 days; '?I with a half-life of 60.1 days.

Response
Thank you very much for your valuable review comments.
1. We have checked the raw data and the above data and dates are correct.

In the Introduction, of “Hilar malignant biliary obstruction (MBO) is
commonly caused by...pancreatic adenocarcinoma, ampullary carcinoma,”.
Please make sure whether the”pancreatic adenocarcinoma and ampullary
carcinoma,” belong to hilar malignant biliary obstruction (MBO). The location

of hilar biliary duct.

2. This is a mistake. pancreatic cancer and ampullary cancer do not belong to
hilar biliary obstruction and have been deleted. Thank you for your

reminding.

In the Introduction, Of “with survival in patients receiving only supportive



care estimated at approximately 3.9 months.P®! 7. It's not correct, for in the
article of reference 5: “Median survival time of overall cholangiocarcinoma
was 3.9+7.8 months (median+SD; range, 0.2 to 67.1); 3+5.3 months (0.2 to 37.7)
for intrahepatic cholangiocarcinoma and 5.9£10.1 months (0.6 to 67.1) for hilar

cholangiocarcinoma.”

3. We have modified it to “with survival in patients with hilar

cholangiocarcinoma estimated at approximately 5.9 months.’

In the Introduction, Of “Previous studies have explored the application of

double '*1 seed strips and *I seed drainage tubes (where the I seeds are
removed 1-1.5 months post-implantation) in combination with SEMS.” and
“...the first retrospective analysis....”. Strictly speaking, this was not first. It

may ...with terminal outcomes.

4. Previous studies have focused on single ¥ seed strips drainage catheter or
double *1 seed strips drainage catheter, as well as the 1%’ seed strips in

combination with single SEMS.

This study is the first retrospective analysis of the clinical application of the
combination of %I seed strips with double SEMS.

In the Methods, Of “(i) Age between 18 and 90 years: ”. It's not adequate.
In the Methods, Of “(v) Life expectancy <3 months”. It's not adequate.

5. The inclusion criteria and exclusion criteria are determined based on the

real clinical situation.

In the Methods, Of “7.0-8.5 French biliary drainage catheter ” and “ a 6F
guiding catheter ”. Were they obtained from the some Biotechnology Co.,
Ltd. ?

6. Yes, they were obtained from the Cook Medical Holdings LLC and Cordis
(Shanghai) Medical Devices Co Ltd., respectively.

In the Methods, Of “recommendations of the International Commission on

Radiological Protection. ”. Reference may add.

7. we have inserted the reference ‘Radiation safety aspects of brachytherapy
for prostate cancer using permanently implanted sources. A report of ICRP
Publication 98

In the Results, Of “Diagnosis was based on clinical characteristics and disease

progression...”. Please be specific for the diagnosis.



8. We have inserted a specific explanation. (These include skin itching, scleral
icterus, elevated bilirubin levels, elevated tumor markers, enhanced CT or
MRCP showing bile duct dilation, and progressive tumor enlargement with

metastasis.)

In the Results, Of “...was calculated based on the AAPM Task Group No. 43
Update Report (TG-43U1).141 ...” This should not be addressed here.

9. We have moved this sentence (The estimated radiation dose from the 12°]

seed strips was calculated based on the AAPM Task Group No. 43 Update
Report (TG-43U1).) to the Materials and Methods.

Criteria of “Technical and Clinical Success, Clinical Success, and

Complications” should be addressed in the Methods section.

10. The definition of ‘“Technical and Clinical Success’ is actually addressed in
the Methods section.

The median overall survival was 189 days, during these time, were there
follow-up ultrasound, CT, or other imaging to evaluate the changes of tumor

size, the biliary duct size, and other relevant important findings?

11. Yes, all patients were followed up through outpatient clinic visits or
telephone interviews every 3-6 months, including biochemical parameters,

tumor markers, CT or MRI imaging examinations, and etc.

Some references were not properly cited, e.g., 1, 2, 17, 19. References should
be selected from different countries. Please check all references for

appropriateness of citation and relevance.

12. Some of the references are indeed cited improperly, and some of the

references are located improperly. We have adjusted the references.

Thank you again for your valuable review comments!

Minor revision

I read with interest the manuscript titled "Outcomes of lodine-125 Seed Strips
Combined with Double Self-expandable Metallic Stents for Bismuth Type I1I-IV

Malignant Biliary Obstruction." The authors address an important clinical



challenge by evaluating a novel combination therapy for complex hilar
malignant biliary obstruction (MBO). The study is well-structured and
provides valuable preliminary data regarding the feasibility, safety, and

outcomes of this approach.
Strengths of the manuscript include:
o A clearly defined patient cohort and inclusion criteria;
o Detailed description of stenting techniques and procedural outcomes;

o Encouraging preliminary efficacy and safety data, which could lay the

groundwork for future prospective studies.

However, I would like to offer a few constructive suggestions to enhance the

contextual depth and scholarly relevance of the manuscript:

1. Contextualization of Disease Biology and Monitoring
Approaches:While the authors focus on the procedural intervention, a
more detailed discussion on the evolving understanding of biliary tract
cancer (BTC) pathogenesis and monitoring strategies could enrich the
manuscript. In particular, recent studies have explored the causal roles
of immune cell phenotypes and gut microbiota in BTC using
Mendelian randomization frameworks. Furthermore, circulating tumor
DNA (ctDNA)-based profiling and monitoring have emerged as

promising tools for assessing disease burden and recurrence risk.

2. Suggested References for Inclusion:To further strengthen the
background and discussion sections, I encourage the authors to

consider referencing the following recent studies:

o Evaluating Clinical Utility of CT DNA Monitoring for

Recurrence Prediction in Resected Extrahepatic

Cholangiocarcinoma

o Evaluating Concordance and Clinical Utility of ctDNA Profiling

in Advanced Biliary Tract Cancer

o Causal relationship between immune cell phenotypes and risk

of biliary tract cancer: evidence from Mendelian randomization

analysis

o The causal relationship between gut microbiota and biliary tract

cancer: comprehensive bidirectional Mendelian randomization



https://scholar.google.com/citations?view_op=view_citation&hl=zh-CN&user=MvV8kjQAAAAJ&citation_for_view=MvV8kjQAAAAJ:eQOLeE2rZwMC
https://scholar.google.com/citations?view_op=view_citation&hl=zh-CN&user=MvV8kjQAAAAJ&citation_for_view=MvV8kjQAAAAJ:eQOLeE2rZwMC
https://scholar.google.com/citations?view_op=view_citation&hl=zh-CN&user=MvV8kjQAAAAJ&citation_for_view=MvV8kjQAAAAJ:eQOLeE2rZwMC
https://scholar.google.com/citations?view_op=view_citation&hl=zh-CN&user=MvV8kjQAAAAJ&citation_for_view=MvV8kjQAAAAJ:YsMSGLbcyi4C
https://scholar.google.com/citations?view_op=view_citation&hl=zh-CN&user=MvV8kjQAAAAJ&citation_for_view=MvV8kjQAAAAJ:YsMSGLbcyi4C
https://scholar.google.com/citations?view_op=view_citation&hl=zh-CN&user=MvV8kjQAAAAJ&citation_for_view=MvV8kjQAAAAJ:9yKSN-GCB0IC
https://scholar.google.com/citations?view_op=view_citation&hl=zh-CN&user=MvV8kjQAAAAJ&citation_for_view=MvV8kjQAAAAJ:9yKSN-GCB0IC
https://scholar.google.com/citations?view_op=view_citation&hl=zh-CN&user=MvV8kjQAAAAJ&citation_for_view=MvV8kjQAAAAJ:9yKSN-GCB0IC
https://scholar.google.com/citations?view_op=view_citation&hl=zh-CN&user=MvV8kjQAAAAJ&citation_for_view=MvV8kjQAAAAJ:d1gkVwhDpl0C
https://scholar.google.com/citations?view_op=view_citation&hl=zh-CN&user=MvV8kjQAAAAJ&citation_for_view=MvV8kjQAAAAJ:d1gkVwhDpl0C

analysis

These references offer relevant insights into the molecular and immunological
underpinnings of BTC and could help position the authors” work within a

broader translational research context.
Conclusion:

In summary, this study offers a potentially valuable contribution to the
interventional management of advanced hilar MBO. With minor revisions to
incorporate recent advancements in BTC pathogenesis and monitoring, the
manuscript would be further strengthened and more impactful for the

readership.
Response
Thank you very much for your valuable review comments!

We have studied relevant literatures and added the following content to the
manuscript: @O the relationship between immune cell phenotypes and gut
microbiota environment and the occurrence of cholangiocarcinoma @ the
value of ctDNA in monitoring postoperative recurrence of

cholangiocarcinoma.

Reject revision

This is an interesting paper. You evaluated the efficacy and safety of I seed

trip combined with double biliary self-expandable metallic stent (SEMS) in
the treatment of unresectable bismuth III-IV hilar malignant biliary
obstruction (MBO). You evaluated patient demographics, clinical
characteristics, SEMS placement technique, procedural and clinical outcomes,
overall survival, stent patency, and complications. Four types of stent
placement techniques were used: X-type, T-type, Y-type, and tandem. The
technical success rate was 94.1% (16/17), and the clinical success rate was
100% (17/17). The median overall survival was 189.00 + 47.27 days (95% CI:
96.35-281.66). The median stent fluency period was 154.00 + 12.19 days (95%
CI: 130.11-177.89). No serious complications were observed, early
complications included pain in 29.4%, fever in 11.7%, mild bile hemorrhage in

11.7%, asymptomatic amylase elevation in 5.9%, and transient acute renal


https://scholar.google.com/citations?view_op=view_citation&hl=zh-CN&user=MvV8kjQAAAAJ&citation_for_view=MvV8kjQAAAAJ:d1gkVwhDpl0C

failure in 5.9%. The only late complication was migration of the 12°I seed strip

in one patient. No stent fractures, severe bile hemorrhage, perforation, severe

cholangitis, or other serious complications were reported.

Four types of seeds, Type X, Type T, Type Y and Tandem, were used, and the

number of cases was too small to evaluate the effectiveness of each.
Response
Thank you very much for your valuable review comments.

1. This is an observational study, with some limitations. First, previous data
on double SEMS for treating type III-IV hilar MBO are incomplete, preventing
the inclusion of a control group. Second, most patients with type III-IV hilar
MBO typically receive bile drainage catheters or %I strips combined with
single SEMS due to poor physical status, making cases suitable for I strips

combined with double SEMS relatively rare.

It is also unclear whether a single seed can treat the contralateral intrahepatic

biliary obstruction.

2. The effective irradiation distance of the 1251 seed strip is about 2cm, which
can cover the treatment of the contralateral hilar malignant biliary

obstruction.

Furthermore, it would be better to compare the placement of two stents with

the placement of one stent to see whether this is beneficial.

3. The limited number of cases makes it difficult to compare the placement of
two stents with the placement of one stent. Additionally, it is hard to match
the baseline demographic and clinical characteristics in patients with hilar

malignant biliary obstruction.

It is also necessary to describe how to deal with biliary stent obstruction.
Although a percutaneous procedure was performed in this case, endoscopic
biliary drainage is the mainstream from the viewpoint of the patient's QOL.

Please also discuss this point.

4. There are two approaches for treating biliary obstruction: endoscopic and

percutaneous transhepatic puncture. Bismuth Type III and IV involve the



confluence of the left and right hepatic ducts as well as the invasion of the left
and/or right secondary bile duct branches. For Type III-IV hilar malignant
biliary obstruction, percutaneous transhepatic puncture is more

advantageous.

Also, please explain in more detail the significance of choosing this treatment
method, given that chemotherapy and immune checkpoint inhibitors for

unresectable biliary tract cancer are now in their heyday.

5. Based on the hyperbilirubinemia and poor physical conditions, the patients
with Bismuth Type III-IV MBO were hard to tolerate standard chemotherapy
and immunotherapy, therefore, local treatment using 1251 seed strip

combined with double SEMS with better tolerance was chosen.

Thank you again for your valuable review comments!
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There are no published reports on the combination of iodine-125 (125I) seed strips and
dual biliary self-expanding metal stents (SEMS) in the treatment of portal vein type
[I-IV malignant biliary obstruction (MBO). This paper is a retrospective observational
study evaluating the efficacy and safety of the combination of 1251 seed strips and dual
SEMS in the treatment of portal vein type III-IV MBO. This study evaluated the patients'
demographics, clinical characteristics, SEMS placement techniques, procedural and
clinical outcomes, overall survival, stent patency, and complications. Four types of stents
were used for stent placement: X-type, T-type, Y-type, and tandem-type. The technical
success rate was 94.1% (16/17), and the clinical success rate was 100% (17/17). The
median overall survival was 189.00 + 47.27 days (95%Cl: 96.35, 281.66). The median stent

6




7041 Koll Center Parkway, Suite

B al S h 1 d e n g 160, Pleasanton, CA 94566, USA
| Publishing Telephone: +1-925-399-1568

E-mail: office@baishideng.com

3ui5hide“9® G ro up https:/ /www.wjgnet.com

placement time was 154.00 £ 1219 days (95%CIL: 130.11, 177.89). No serious
complications were observed. The authors concluded that this retrospective
observational study suggests that the combination of 1251 seed strips and double SEMS
may be a safe and potentially effective approach for the treatment of patients with portal
vein type III-IV MBO. Unfortunately, the number of cases was too small to prove the
superiority of this treatment over conventional drainage alone. Further comparative
verification with drainage alone is recommended in a larger number of cases.

Thank you for your re-comments. Here is my response.

1. Most patients with type III-IV hilar MBO typically receive bile drainage catheters or
127 strips combined with single SEMS due to poor physical status, making cases suitable
for %] strips combined with double SEMS relatively rare. Consequently, the sample size
was small.

2. %] has radiation therapy effects, which have been validated in the treatment of many
types of solid tumors. Theoretically, the combination of *I and double SEMS may

prolong stent patency time, overall survival time and improve quality of life.
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