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Cover Letter: Submission of Study Protocol – Inguino-peritoneal Drainage Trial (DRKS00027334)
Title: Prospective randomized multicenter trial of prevention of groin complications by insertion of internal inguino-peritoneal drains after radical inguinofemoral lymphonodectomy for advanced vulvar cancer

Dear Editor-in-Chief,

We are pleased to submit our study protocol manuscript to BMC Trials. This protocol describes a prospective randomized multicenter trial investigating a novel intervention to address a persistent and clinically significant problem in gynecologic oncology.

STUDY BACKGROUND AND RATIONAL

Vulvar cancer, though rare, presents substantial challenges in postoperative management. Following radical inguinofemoral lymphonodectomy—an essential procedure for staging and treatment of advanced disease—patients experience exceptionally high complication rates ranging from 39% to 85%, including wound infections, dehiscences, lymphocele formation, and lymphedema. These complications not only severely impair quality of life but critically delay indicated adjuvant radiotherapy, potentially compromising oncological outcomes. Despite various technical modifications attempted over decades, including preservation of the saphenous vein, fibrin sealants, and lymphatic-venous anastomoses, postoperative morbidity remains unacceptably high and represents a persistent clinical challenge in gynecologic oncology.

Our protocol investigates a novel approach utilizing internal inguino-peritoneal drainage to divert lymph fluid from the lower extremity into the peritoneal cavity, where physiological reabsorption occurs. Preliminary data from a pilot study demonstrated feasibility and promising reductions in lymphocele formation. However, robust evidence from adequately powered randomized controlled trials is entirely lacking. Our multicenter trial addresses this critical knowledge gap by comparing inguino-peritoneal drainage to standard volume-controlled drainage in 100 patients, with rigorous assessment of complications graded according to the Clavien-Dindo classification and quality of life measurements using validated instruments.

This protocol is particularly appropriate for BMC Trials for several compelling reasons. First, it addresses a clinically relevant problem affecting a vulnerable patient population with limited therapeutic alternatives. Second, the trial employs rigorous methodological standards including multicenter recruitment, centralized randomization with allocation concealment, standardized surgical techniques, validated outcome measures, and comprehensive safety monitoring. Third, the intervention represents a pragmatic, readily implementable technique that could be rapidly adopted into clinical practice if proven effective. Fourth, the trial will generate high-quality evidence to inform international treatment guidelines in gynecologic oncology. Finally, publication of this protocol aligns perfectly with BMC Trials' mission to promote transparency in clinical research and enable critical appraisal of trial methodology before results become available.

With this context, we provide comprehensive responses to all required questions for study protocol submissions to BMC Trials:


MANDATORY COVER LETTER QUESTIONS

1. Does this manuscript present a study protocol of a randomized clinical trial?
Yes, this manuscript presents a study protocol for a prospective randomized multicenter interventional trial. The study prospectively assigns participants to one of two surgical drainage methods (inguino-peritoneal drainage versus standard volume-controlled drainage) following inguinofemoral lymphonodectomy to evaluate effects on postoperative complications, quality of life, and other health outcomes. This fulfills the World Health Organization's definition of a clinical trial as "any research study that prospectively assigns human participants or groups of humans to one or more health-related interventions to evaluate the effects on health outcomes."

2. Trial Registration Number
DRKS00027334, German Clinical Trials Register (Deutsches Register Klinischer Studien, DRKS)

3. Enter the URL of the trial registry record for this trial
https://drks.de/search/en/trial/DRKS00027334
The German Clinical Trials Register (DRKS) is a primary registry of the WHO International Clinical Trials Registry Platform (ICTRP) and meets all International Committee of Medical Journal Editors (ICMJE) guidelines for clinical trial registration.

4. Was your trial registered before the first participant was enrolled? (i.e., prospectively registered)?
The trial was prospectively registered: 
Registration date: September 5, 2023 
First participant enrolled: August 1, 2024
The trial was registered 11 months before enrollment of the first participant, ensuring full prospective registration in accordance with ICMJE requirements.

5. What is the current status of your study?
The trial is actively recruiting participants. As of December 2025, four participating centers have been initiated and are enrolling patients. Additional centers are in the process of initiation. Recruitment is proceeding according to the approved protocol with an expected completion date of October 2027.

6. Have you included details of your trial registration within the manuscript text at the end of your abstract?
Trial registration details are included at the end of the Abstract section (page 2) of the manuscript with all required information:

This includes:
· Name of registry: German Clinical Trials Register (DRKS)
· Trial registration number: DRKS00027334
· Date of registration: September 5, 2023
· URL of trial registry record: https://drks.de/search/en/trial/DRKS00027334

7. Does your study have ethical approval?
This study has received comprehensive ethical approval from the Ethics Committee of the Ludwig-Maximilians-University Munich.

Ethics Approval Details:
· Ethics Committee: Ethics Committee of the Ludwig-Maximilians-University Munich
· Project Number: 22-0539
· Initial Approval Date: August 22, 2022
· First Amendment Approval: August 22, 2023
· Second Amendment Approval: July 29, 2025

Documentation Provided: English translations of all ethics approval documents (initial approval and both amendments) are provided as supplementary files with this submission. Ethics approval information is detailed in the manuscript in the Structured Summary table and the Ethics approval and consent to participate section.
8. How has your study been funded?
This is an investigator-initiated trial funded through an intramural research grant from University Hospital Augsburg (the institution of the principal investigator and study coordinator).

Funding Details:
· Funding Source: University Hospital Augsburg (institutional internal research funds)
· Funding Type: Intramural research grant
· Amount: €66,000
· Duration: 2 years (2024-2026)
Classification: This constitutes **internal funding** as defined by BMC Trials, as the funding is provided by an institution of one of the authors rather than by external grant-giving organizations. The funding supports an investigator-initiated trial with complete scientific independence maintained by the investigators.

Documentation: A funding confirmation letter from University Hospital Augsburg is provided as a supplementary file.

9. Has your study protocol undergone full external peer review as part of your funding application?
As an investigator-initiated trial funded through an intramural institutional research grant, the protocol did not undergo full external peer review as part of the funding application process. However, the protocol has received comprehensive review and approval from the Ethics Committee of the Ludwig-Maximilians-University Munich, including initial ethics review and two subsequent amendment reviews, ensuring rigorous independent assessment of the study design, methodology, and ethical considerations.

10. How have you followed the SPIRIT guidance in our submission guidelines?

Complete SPIRIT 2025 compliance using SPIRIT checklist as additional file plus SPIRIT figure in main manuscript text
We have fully implemented the Standard Protocol Items: Recommendations for Interventional Trials (SPIRIT) 2025 guidelines through the following:
A. SPIRIT 2025 Statement in Manuscript
· The manuscript explicitly states adherence to SPIRIT guidelines in the Protocol and Trial Design section
· Full citation: Chan A-W, Tetzlaff JM, Gøtzsche PC, Altman DG, Mann H, Berlin J, Dickersin K, Hróbjartsson A, Schulz KF, Parulekar WR, Krleža-Jerić K, Laupacis A, Moher D. SPIRIT 2013 Explanation and Elaboration: Guidance for protocols of clinical trials. BMJ. 2013;346:e7586
B. Complete SPIRIT 2025 Checklist (Additional File)
· A fully populated SPIRIT 2025 checklist is provided as a separate supplementary file
· Every checklist item includes either specific page number(s) where addressed in the manuscript, or detailed justification for items marked as not applicable
· No items are left blank

C. SPIRIT 2025 Participant Timeline Figure (Integrated in Main Manuscript)
· A comprehensive SPIRIT 2025 Participant Timeline table is included in the main manuscript body in the "Participant timeline" section
· The figure shows the complete schedule of enrollment procedures, randomization timing, all interventions with duration, all outcome assessments with specific timepoints and acceptable windows, and complete follow-up through 24 months

11. Is your manuscript on the topic of complementary and alternative medicine?
No, this manuscript describes a conventional surgical technique intervention (inguino-peritoneal drainage) for prevention of postoperative complications following inguinofemoral lymphonodectomy in vulvar cancer patients. This is a standard surgical and oncological intervention within the scope of conventional medicine.

12. Is your manuscript reporting a pilot or feasibility study?
No, this manuscript reports a full-scale prospective randomized controlled trial with adequate statistical power calculation. The trial is designed to enroll 100 patients (50 per arm) with 80% power to detect a clinically meaningful difference in complication rates between the intervention and control groups. While a feasibility study by Dall et al. (2020) informed our study design and hypothesis generation, the current protocol describes a definitive efficacy trial, not a pilot or feasibility study.


13. Is your manuscript reporting a systematic review addressing a clinical question?
No, this manuscript presents a prospective randomized controlled trial protocol, not a systematic review. The protocol includes a comprehensive literature review in the Background and Rationale section to contextualize the research question, but the manuscript itself describes an interventional clinical trial.

14. Have you included a Trial Status section in your manuscript?
A comprehensive Trial Status section is included in the manuscript immediately before the References section.

The Trial Status section includes all required information:
· Protocol version and date: Version 2.3, dated April 25, 2025
· Date recruitment began: August 1, 2024
· Approximate date when recruitment will be completed: October 2027
· Current recruitment status: Actively recruiting
· Study progress details: Four centers initiated and recruiting, additional centers in process of initiation
· Expected study completion: October 2029 (including 24-month follow-up)
· Explanation of timeline: Detailed explanation provided regarding recruitment timeline extension due to delayed center initiation and the relative rarity of the patient population

15. Declarations - Have you included a 'Declarations' section in your manuscript including all required subheadings?
A complete Declarations section is included in the manuscript with all required subheadings. All declarations sections contain substantive, appropriate content as required by BMC Trials editorial policies.

16. Have you read and formatted your manuscript as per the journal's submission guidelines for study protocols?
We have carefully reviewed and followed all BMC Trials submission guidelines for study protocols, including:

· SPIRIT 2025 compliance with complete checklist and participant timeline figure integrated in manuscript
· Structured abstract with Background, Methods, Discussion, and Trial registration sections
· Structured summary table containing complete WHO Trial Registration Data Set
· All required protocol sections: Introduction, Methods, Discussion, Trial Status, Declarations, and References
· Trial Status section with protocol version, recruitment dates, and projected timeline
· Comprehensive ethics and funding documentation provided as supplementary files
· Complete author information with contributions and competing interests declarations

17. Have you formatted your manuscript using the structured study protocol template?
Yes, we have provided complete SPIRIT 2025 compliance through:

1. Complete SPIRIT 2025 checklist provided as a supplementary file with all page numbers specified
2. SPIRIT 2025 Participant Timeline figure embedded within the main manuscript text
3. Full comprehensive protocol following SPIRIT structure with all required sections detailed

This approach satisfies BMC Trials submission requirements, which accept either the structured template format with SPIRIT figure, or a comprehensive protocol with complete SPIRIT checklist as additional file plus SPIRIT figure in main text (our approach).

18. Are you submitting this manuscript to a Thematic Series?
No, this manuscript is submitted as a general study protocol submission to BMC Trials, not to a specific thematic series or collection.

19. Standards of reporting - Have you appended the required reporting guideline checklist to your manuscript?
We confirm that we have appended the complete SPIRIT 2025 checklist to our manuscript submission as a separate supplementary file, in accordance with BMC Trials standards of reporting requirements and EQUATOR Network guidelines.

The SPIRIT 2025 checklist includes:
· All 33 SPIRIT checklist items comprehensively addressed
· Specific page number(s) for each item indicating where it is addressed in the manuscript
· Detailed justifications provided for any items marked as not applicable, with no items left blank
· Complete documentation demonstrating full compliance with SPIRIT reporting standards

The SPIRIT 2025 Participant Timeline figure is integrated within the main manuscript body, presenting the complete schedule of enrollment, interventions, and assessments following SPIRIT 2025 format recommendations.

SUPPLEMENTARY FILES PROVIDED WITH THIS SUBMISSION

1. SPIRIT_2025_Checklist_DRKS00027334 - Complete SPIRIT 2025 checklist with all page numbers and justifications
2. Ethics_Approval_Initial_22-0539_English - English translation of initial ethics approval (August 22, 2022)
3. Ethics_Approval_Amendment_1_22-0539_English - English translation of first amendment approval (August 22, 2023)
4. Ethics_Approval_Amendment_2_22-0539_English - English translation of second amendment approval (July 29, 2025)
5. Funding_Confirmation_DRKS00027334 - Official funding confirmation letter from University Hospital Augsburg
6. Informed consent material
7. Detailed grading criteria for complications

STATEMENT OF COMPLIANCE

We confirm that:

· This study protocol was developed in accordance with SPIRIT 2025 guidelines with complete adherence
· The trial is registered in a WHO ICTRP primary registry (DRKS) meeting all ICMJE requirements
· The trial was prospectively registered 11 months before enrollment of the first participant
· Ethics approval is current, comprehensive, and valid through July 1, 2029
· All required cover letter questions are answered comprehensively and accurately
· The manuscript is formatted according to BMC Trials submission guidelines
· All supporting documentation is provided


We thank you for considering our submission. This protocol represents a rigorous, well-designed trial addressing an important clinical problem with substantial potential to improve outcomes for a vulnerable patient population. We believe it meets the high standards of BMC Trials and will make a valuable contribution to the clinical trials literature and to clinical practice in gynecologic oncology.

We remain available for any additional information, clarification, or revisions that may be requested during the editorial review process.

Yours sincerely,


Yours sincerely,

Dr. med. Carl Mathis Wild
Study Coordinator

On behalf of all co-authors:
· Prof. Dr. med. Christian Dannecker (Principal Investigator)
· Prof. Dr. med. Peter Dall
· Prof. Dr. med. Linn Woelber
· Dr. med. Julia Wittenborn
· Dr. med. Franziska Satzinger-Näpflein
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