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Context: Herpes zoster-associated neuralgia (ZAN), the most common symptom across all stages of herpes zoster, significantly
impacts patients’ quality of life and emotional well-being. Traditional Chinese Medicine (TCM) treatments have demonstrated unique
efficacy in treating ZAN. However, non-standardized outcome reporting remains a significant challenge. Therefore, establishing a core
outcome set (COS) is essential for standardizing TCM clinical research on ZAN.

Objective: This study aims to develop a COS for future clinical trials of TCM for ZAN (COS-TCM-ZAN).

Methods: This study determined the list of outcomes measures by systematically searching databases and clinical trial registeres.
Subsequently, multiple stakeholder groups from various fields were selected to conduct two rounds of Delphi surveys to assess the
importance of each outcome measure. Finally, we will hold a face-to-face consensus conference to approve the final COS-TCM-ZAN.
Timeline: The study will start in April 2025, aiming to finalize the outcomes list by June 2025. Then having stakeholder screening,
a Delphi survey (July-Dec 2025), and a consensus conference in early 2026. In line with the COS-STAR (Core Outcome Set—
STAndards for Reporting) guidelines, the COS findings will be reported and exchanged at national and international conference.
Conclusion: The standardized COS will enhance the identification of effective evaluation indicators for TCM treatment of ZAN,
thereby enhancing the comparability and reproducibility in research and clinical practice for TCM in the field of ZAN treatment.
Trial Registration: This COS has been prospectively registered in the COMET database (registration #3370, available at https://

www.comet-initiative.org/studies/details/3370). Clinical trial number: not applicable.
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Introduction
Herpes Zoster (HZ) is a disorder of nerve tissue. The disease is caused by the reactivation of the human varicella-zoster
virus (VZV) dormant within the dorsal root ganglia (DRG)." The course of HZ can be divided into four stages: pre-
eruptive, acute exudative, subacute and postherpetic neuralgia (PHN).” Globally, the incidence of HZ has been increasing
over time.> For the global population aged >70, the number of HZ cases increased from 2,189,406 in 1997 to 4,539,519
in 2021. Meanwhile, the incidence rate rose from 888.0 to 918.2 per 100,000 population.* Herpes zoster-associated
neuralgia (ZAN) is a common feature of HZ and is usually described as aching, burning or stinging in quality.’ ZAN is
known to have an adverse effect on health-related quality of life, including physical and emotional functioning.®

ZAN appears to occur in each stage. There are roughly three stages of ZAN: acute pain phase, subacute pain phase,
and post-herpetic neuralgia(PHN) phase. Pain that appears within a month is the acute pain stage. Any pain that takes
30-90 days for the rash healing is the subacute pain phase. When the pain remains for over three months or even years,
the long-term condition is known as PHN.” It is the most common complication of shingles. Greater acute pain severity
stands as a risk factor for PHN.'® Adequate pain control is important in HZ. Effective treatment and management of HZ
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may lessen the risk of the transition to chronic PHN.!" The incidence of PHN in patients with HZ is as high as 29.8%.'?
This risk increases sharply with advancing age among the elderly.®’ China is experiencing a profound demographic shift
as its population rapidly ages. Therefore, ZAN is still one of the complicated diseases affecting human health.

Western Medicine treatment of ZAN mainly includes pain management strategies and symptom control. Medications
such as antivirals, tricyclic antidepressants, antiepileptic drugs, opioids, and local analgesics are the mainstream therapy
for ZAN."® The effective responses observed in clinical use have been often limited by concerns regarding long-cycles
regimens and adverse drug reactions.'* !’

Traditional Chinese medicine (TCM) is a well-established medicine with a long history in China.'® TCM has
accumulated rich experience in ZAN treatment. Practical approaches involve orally administered medicinal formulas,
medicinal powder, acupuncture, and moxibustion therapies. TCM can hasten the resolution of pain and decrease the
incidence, duration, and severity of chronic pain. Furthermore, TCM formulas act as an antiviral agent to combat the
pathological condition.'” ' At the onset of HZ infection, earlier TCM interventions lead to greater benefits. The use of
TCM could achieve the purpose of treating both the symptoms and root causes and improve the prognosis and life quality
in patients with ZAN.

The core competitiveness of TCM should reply on solid clinical efficacy evidence. However, high-quality evidence is
lacking at present.”? The research finds that the current selection of outcome indicators in similar TCM studies is highly
heterogeneous and suffers from a lack of standardization, rationality, and comprehensiveness.”> > As a method of ZAN
treatment, TCM is further supported by the growing number of clinical trials.”® However, there has been a risk of
inconsistency and outcome reporting bias in relevant studies. For instance, some outcome indicators appear to be not as
important or practical as they could be.>’ In particular, the existing studies about PHN suggested a lack of standards to
measure changes in TCM syndromes.*® The need for better evidence synthesis and direct comparisons across research
studies is a challenge. Systematic evaluations not only fail to accurately reflect the effectiveness of TCM treatment but
also cannot effectively guide clinical-decision making.** Therefore, we need to construct a relatively standardized
outcome assessment to minimize the negative impact of these findings. This can be achieved by the development of
a core outcome set (COS). This essential set is designed to meet the needs of clinical studies exploring TCM’s
approaches to ZAN relief.

A COS is a uniform and standardized minimum set of indicators that must be measured and reported in clinical
studies for a specific disease.”*' A COS is based on consensus to facilitate the synthesis of evidence and improve
consistency of outcome reporting in disease management or prevention.'® A COS can provide a reference for clinical
research, improve the quality of research and reduce the cost of research design.*® It is widely recognized that the study
on COS has been increasing and has been widely recognized.®'~?

In China, TCM has been carried out for thousands of years for health maintenance and disease treatment.>® The usage
of TCM-related interventions is widespread in the treatment of pain conditions, such as post-surgical pain, neuropathic
pain, and musculoskeletal pain.** TCM relies on unique theories and practices. There is an urgent need for an evaluation
system in line with the characteristics and advantages of TCM to improve the value of trials in TCM.

The Core Outcome Measures in Effectiveness Trials (COMET) initiative was founded in 2010 and was devoted to
fostering the development of COS.* Neuropathic pain varies greatly under different conditions. At present, there are two
neuropathic pain-related COSs for clinical studies in the COMET database. The COS of diabetic neuropathy is still
ongoing and has not yet been published (https://www.comet-initiative.org/Studies/Details/2461). The COS of trigeminal

neuralgia recommended 11 mandatory outcome measurements, which respectively addressed pain, side effects, social
impact, quality of life, global improvement, and satisfaction with treatment domains.”® No ongoing or completed COS
registration information has been identified for TCM in neuropathic pain associated with HZ. The present COS will focus
only on TCM interventions for adults with ZAN. Candidate outcomes will be aligned to four disease stages and
aggregated into seven core domains: clinical manifestations, TCM-specific syndrome, quality of life, physical and
chemical examination, economic assessment, prognosis and side effects. This COS is intended for adults without
major comorbidities those who receiving any TCM intervention for ZAN and should be applied in RCTs and observa-
tional studies. Therefore, a COS for clinical trials of TCM for ZAN disease is of great value in meeting clinical research
demands.
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Study Objective

To systematically review the existing literature and clinical trials on the TCM-related intervention of ZAN. To collect
additional information from clinicians, patients following ZAN, and caregivers and identify the outcome not reported in
the scientific literature. To generate a comprehensive inventory of outcome indicators and undertake a Delphi ques-
tionnaire. To reach a consensus on a formal outcome set for ZAN using TCM by a Delphi survey and a face-to-face
consensus conference with all key stakeholders. To promote and disseminate the COS in the clinical trials of TCM for
ZAN (COS-TCM-ZAN).

Scope

The health condition for this study is ZAN. Patients with ZAN 18 years of age or older will be included without other
complications. This COS will cover all TCM-related interventions, including traditional Chinese medicine decoction,
proprietary Chinese medicine (with proprietary ingredients), external Chinese medicine, and external Chinese treatment.
It is anticipated that the COS-TCM-ZAN will be implemented for all future studies, including randomized controlled
trials (RCTs), cohort studies and case-control studies.

Preliminary Preparation

Steering Committee

A steering committee, which will be composed of six experts, three TCM and two Western medicine clinical experts in
the field of ZAN and a methodologist, is responsible for decision-making, such as confirming the research plan,
providing guidance as well as settling the disagreements during the process.

Working Group

A working group will be composed of ten members, including TCM clinicians, Western medicine clinicians, methodol-
ogists, and COS researchers. The main tasks of the working group consist of distributing questionnaires and statistical
results and holding meetings to seek advice from the steering committee to resolve the differences.

Methods
This COS has been prospectively registered in the COMET database (registration #3370, available at https://www.comet-

initiative.org/studies/details/3370). A comprehensive and systematic review of registered clinical trials and published

literature will be conducted.*® Two clinical trial registration databases will be chosen to retrieve (www.chictr.org.cn;

Clinicaltrials.gov). Meanwhile, semi-structured interviews with patients and a questionnaire survey with clinicians will
be conducted. So a comprehensive outcomes pool will be established. Then, the expert consensus will be formed and the
COS is constructed by Delphi. To develop COS, the following interlinked four stages will be sequentially addressed
(Figure 1).

Stage 1. Identifying potential outcomes and generating an outcome list.

Stage 2. Screening stakeholder groups in various fields for the Delphi survey.

Stage 3. Conducting two rounds Delphi surveys to determine the importance of outcomes.

Stage 4. Holding a face-to-face consensus conference to approve the final COS-TCM-ZAN.

Stage |. Identifying Possible Outcomes

We will perform a comprehensive systematic review by exploring both databases and clinical trial registration centers
both in China and in other countries. Semi-structured interviews with patients and caregivers will be conducted
concurrently with the administration of questionnaire surveys to clinicians.*’° The reporting indicators will be classified
according to the course of HZ, including pre-eruptive, acute, subacute and chronic stage. The number and frequency of
outcome indicators will be counted, and duplicates will be eliminated to form a relatively complete index pool for TCM
clinical research on ZAN. The working group will standardize and classify the original item pool. Then a preliminary list
of outcome indicators will be formed for clinical research of TCM treatment of ZAN.
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Figure | Flowchart of developing core outcome set of the clinical trials of TCM for ZAN.
Abbreviations: COS, core outcome set; TCM, traditional Chinese medicine; ZAN, Herpes zoster-associated neuralgia.
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The following electronic databases will be searched: China National Knowledge Infrastructure, Wanfang Database, SinoMed

and VIP information resource integration service platform database, PubMed, Cochrane Library, EMbase, Web of Science (a

total of eight Chinese and English literature databases). The search is restricted to the interval from the database’s completion

to 2025 and limited to English and Chinese languages. The search strategy is shown in Supplementary File 1.

Eligibility Criteria

The criteria for including and excluding published articles will be outlined in Table 1.
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Table | The Inclusion and Exclusion Criteria for Published Articles

Items Inclusion Criteria Exclusion Criteria

Population Patients who met the diagnosis of ZAN¥, age 218 years, including Patients with other comorbidities

preherpetic phase, acute phase, subacute phase and PHN.

Intervention TCM treatment Not a TCM intervention

Study type Randomized controlled trials, cohort studies, case-control studies. Animal experiments, case reports, full-text cannot

be retrieved

Study design | Including sufficient sample size and statistical analysis methods; Rigorous Unreasonable design, small sample size, lack of
methodological and ethical requirements must be followed statistical analysis, incomplete data records
Language Chinese and English Published other than Chinese and English

Notes: *According to “Consensus on the Diagnosis and Management of Herpes Zoster in China (2022)” or “S2k guidelines for the diagnosis and treatment of herpes zoster
and postherpetic neuralgia (2020)”.
Abbreviations: ZAN, zoster associated neuralgia; TCM, Traditional Chinese Medicine.

Data Processing and Analysis
Two reviewers will screen the title and abstract of the article according to inclusion and exclusion criteria. Then the full text
for another review. If two reviewers disagree, a third reviewer is consulted. The Preferred Reporting Items for Systematic
Reviews and Meta-Analyses flow chart will be presented, including the number of selected and excluded studies and the
reasons for exclusion. The collected data will include: (1) Basic details of the research, including the title, the name of the
first author, publication date, author’s field of expertise. (2) Baseline characteristics of the study will consist of age, disease
progression, sample size, and types of TCM syndromes (including syndrome, symptoms, tongue, and pulse). (3)
Intervention details will cover the name of the intervention, duration of treatment, treatment frequency, and dosage. (4)
Outcome names or definitions, measurement techniques, and time points of measurement will all be included.*’

The extracted data are categorized according to the stages of ZAN occurrence, that is,pre-eruptive, acute, subacute
and chronic stages.

Step 2. The Search of Clinical Trial Registry Databases

Search Strategy

We will search for clinical trials of ZAN that have been registered in the two major clinical trial registries: the Chinese Clinical
Trial Registry (www.chictr.org.cn) and the US Clinical Trial Database (clinicaltrials.gov). The search period will span from
inception to 2025, with the following keywords as search terms: herpes zoster, zoster-associated neuralgia, postherpetic
neuralgia, snake sore, snake Dan, girdling fire cinnabar, girdling snake cinnabar, snake strand sore and waist fire Dan.

Eligibility Criteria
TCM clinical trials for ZAN will be included. The inclusion and exclusion criteria are shown in Table 2.

Data Processing and Analysis
The collected information will include the country of the registered organization or researcher, the status of the registered
trial, ethical clearance, source of funding, phase of the study, intervention details, description of outcomes, methods for
measuring outcomes, and specific time points.

The classification for extracted data is the same as that in the previous systematic review.

Step 3. Semi-Structured Interviews with Patients and Questionnaire Surveys with
Clinicians

It has become increasingly evident that prioritizing the patient is crucial in the process of defining a COS. Patients
possess an inherent ability to perceive their condition, enabling them to more effectively assess the feasibility of
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Table 2 The Inclusion and Exclusion Criteria for Clinical Trial

Items Inclusion Criteria Exclusion Criteria
Content Clinical studies related to ZAN | Clinical studies related to ZAN but with other comorbidities or Research on evidenceology
Intervention | TCM related treatment None

Abbreviations: ZAN, zoster associated neuralgia; TCM, Traditional Chinese Medicine.

Table 3 The Semi-Structured Interviews Outline and Guided Index Items

Number | Questions

| When were you diagnosed with ZAN during pre-eruptive, acute, subacute or PHN phase of HZ? And how long has it been going on ?

2 What TCM treatments have you received for ZAN ?
3 What therapeutic effects do you think to be the most important ?
4 In the management of ZAN, which aspect is you most concerned about or which aspect would you most like to improve ?

Abbreviations: HZ, Herpes Zoster; ZAN, zoster associated neuralgia.

evaluation indicators. To make the study more comprehensive, we will adopt a combination of Semi-structured inter-
views and questionnaires. We will recruit 30 ZAN patients over the age of 18 to conduct semi-structured interviews
(patients with severe mental problems, communication difficulties, or other factors that may interfere with the develop-
ment of the trial will be excluded).*'** The significance of outcome indicators at the patient level is assessed during
semi-structured interviews. To facilitate the understanding and participation of patients, the questionnaire provides
guided index items. The questionnaire will be distributed through the website, mobile phone, email, and paper materials.
Before the semi-structured interview, the trained members of the working group will explain the purpose of the study and
ask if they want to participate in the study. Patients who agree to participate will complete both the informed consent
form and the information form. They will be informed of their right to withdraw from the survey at any time. Patients
will be asked to focus on what outcome indicators they consider more important at different stages of ZAN. The semi-
structured interview outline and guided index items are shown in Table 3. With the completion of the semi-structured
interview, the members of the working group will collate and evaluate the relevant data. To improve the validity of the
study, all interviews will be conducted anonymously. Any atypical indicators mentioned will be thoroughly examined.
These indicators will be reported and included in the results pool after deliberation by the steering committee.

The main purpose of the semi-structured interviews is to generate patient-centered outcomes, identify the reason
behind their selection, and determine their significance for the clinical assessment of ZAN. The Semi-structured inter-
view is necessary for the establishment of a COS because it aligns with the clinical indicator investigation and helps to
strengthen the overall framework.

On the other hand, we will invite 60 clinicians, with at least 3 years of clinical experience specializing in neurology,
dermatology, and TCM to participate in the questionnaire survey.*'"** Before the start of the survey, the trained members
of the working group will explain the purpose of the study and ask whether they consent to participate in the study.
Clinicians who agree will complete the informed consent form and the information form. The questionnaire will be
distributed through the website, mobile phone, email, and paper materials. With extensive experience in clinical
treatment, clinicians are capable of providing practical clinical indicators based on their ongoing grasp of a patient’s
health status and clinical judgment. To identify key clinical indicators and to broaden the scope of clinical outcome
indicators, the questionnaire for clinicians is designed in an open format. Clinicians will be requested to list up to 5

outcome indicators that they consider important for each stage of ZAN.
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Step 4. Form a Checklist of Preliminary Outcomes

The working group will classify and sort the data, which were collected through the aforementioned three approaches,
based on the stages of ZAN. First, outcome indicators with the same definition but different expressions will be
standardized. The quantity and frequency of outcome indicators used will be assessed, and any duplicates will be
removed. Drawing on the functional attributes of the outcome, the initial outcome items will be categorized into seven
outcomes domains: symptoms and signs, TCM disease syndrome, quality of life, physical and chemical examination,
economic evaluation, long-term prognosis, and adverse events. The collected outcome indicators will be further classified
and sorted to form a preliminary checklist of outcomes. The entries on the checklist will be ultimately reviewed and
approved by the steering group for inclusion in the following Delphi.

Stage 2. Selection of Delphi Stakeholders in Each Field

The selection of stakeholders is crucial to establishing a COS. We will engage stakeholders from the following groups:
clinicians, patients and caregivers, researchers, and methodologists. The majority of studies on the treatment of ZAN by
TCM are domestically focused. Therefore, it is in line with the current research background that the stakeholders
recruited in this study are within China. There is no consensus regarding fixed minimum sample size for conducting
a Delphi survey. Instead, the sample size is not determined by statistical power calculations.*® For Delphi studies
focusing on individual stakeholder groups (such as researchers, clinicians, patients), a sample size of 20 to 30 per group
can generate reliable responses.*> With reference to previous Delphi surveys, we aim to enroll 100 participants, 25 from
each of the four major stakeholders groups to ensure a balanced representation.***” Clinicians, such as experts of
western medicine or TCM with specialization in neurology, dermatology and with more than 5 years of clinical
experience, will be selected in tertiary hospitals. Patients diagnosed with ZAN having the ability of literacy and
communication will be eligible. They come from the Zhejiang Chinese Medical University affiliated hospitals.
Caregivers have been taking care of patients. Methodologists will be recruited from Tianjin University of Traditional
Chinese Medicine evidence-based medicine center or Zhejiang Chinese Medical University. Researchers, including
journal editors, COS developers and other related experts, will be recruited by searching high-impact published studies.
An Email will be sent to potential participants explaining the content of the study and the significance of the Delphi
survey. The Email also clarifies voluntary participation and that participants have the right to withdraw from the study at
any time. A questionnaire link is included, and clicking the link constitutes agreement to the informed content. We expect
that there will be a loss of participants across the rounds of the Delphi survey. Based on previous similar Delphi studies,
our target retention rate is set at >70%. To minimize attrition as much as possible, we will adopt the following strategies:
The questionnaire was maintained at an appropriate length. Participants were permitted to save their progress which will
be automatically restored when they fill it out next time. Throughout the survey period, automated Email reminders were
scheduled and dispatched following the initial invitation, with subsequent reminders sent one week prior to the deadline.

Stage 3. Delphi Survey and Reaching a Preliminary Consensus
The Delphi method is a group facilitation technique that is an iterative, multi-stage process designed to translate
individual opinions into a collective consensus through two or three rounds until agreement is reached.*® The structured
approach of the Delphi method to reach consensus among group members has gained acceptance in various medical
fields.*>>* The Delphi questionnaire utilized in this study will be implemented on the ChiCOS website (https://chicos.
org.cnvhome). Stakeholders (excluding patients) will receive an electronic questionnaire, while patients will receive
a paper questionnaire, and both will rate the outcome.A 9-point Likert Scale has been recommended by the COMET
group to be widely used in the development of COS. It will be employed to assess the importance of each outcome.>*
Each item on the scale is assigned a score from 1 to 9 and an additional option for “uncertain”. Scores from 1 to 3 denote
“not important”, from 4 to 6 “important but not critical”, and from 7 to 9 “critical”, and the choice “uncertain” is for
ambiguity (Table 4).

All submitted responses will be assessed against pre-defined completion criteria. Questionnaires in which participants
have completed all the rating are deemed valid and will typically qualify the respondent for inclusion in subsequent
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Table 4 The 9-Point Likert Scale

Score | Degree of Importance
1-3 Not important

4-6 Important but not critical
7-9 Ciritical

- Uncertain

round. Responses failing to meet this requirement are excluded from analysis and the individuals will not be re-invited.
The investigators will Email participants at the end of the 2nd week, prompting them to finish the survey. To reduce
attrition bias, if the response rate is less than 70%, we will offer a brief grace period for one more week. Those still
unresponsive after 3 weeks will be classified as having dropped out. These data will be regarded as attrition data. The
final study report will document the initial sample size, attrition rates per round, and an analysis of dropout characteristics
to evaluate potential systematic bias caused by participant loss.

Pilot Survey

To ensure the clarity of the scale items, we will pilot the questionnaire using convenience sampling with 20 participant
representives from Hangzhou, China.’'->* The participants represented four key stakeholder groups: clinicians, patients
and caregivers, methodologies, and researchers. After completing the survey, they provided feedback on each item. Items
identified as unclear were flagged for review and subsequently referred to a steering committee for discussion and

revision.

Round |

The candidate indicators will be included in the first round of the Delphi survey and will be sent out via
a personalized Email through an online platform. For the Delphi round 1 questionnaire, a brief summary of the
COS study will be presented to the participants. Both electronic and paper questionnaires are of the same version. All
the outcomes must be scored using the Likert Scale provided above. To maintain the integrity of the outcomes,
participants will have the opportunity to add other outcomes that they think are important but not on the outcome list.
For the stakeholder group of patients, the face-to-face survey will be conducted by the trained members of the
working group in the inpatient ward or outpatient department. The first round of the Delphi survey is planned to be
completed within three weeks.

The working group will collect all the completed questionnaires and perform a summary analysis. Anonymous
feedback will be provided, which includes the following parts: (1) the number of responses and participants, the average
score of each item, and the score distribution of each outcome for different stakeholder group; (2) If over 70% of
participants score an outcome between 4 and 9, it will be included in the next Delphi round; (3) newly added outcomes
which the steering committee will review to determine whether to retain to the next round.

Round 2

All participants who completed the first round will be invited to join the second round of Delphi. Response rate, the own
score of the participants, the distribution of score for each outcome as well as supplementary outcome will be presented
in the questionnaire. Participants will be asked to prioritize the outcomes using the same scoring criteria as the first round
within three weeks.

Data analysis at the end of round 2 will also include the participants’ response rate, the average score of each
outcome, and the score of distribution for each item separately by group. If the score of an outcome item shows
a significant change between two rounds, the reason will be requested. Consensus criteria will be specified in advance.
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Table 5 Consensus Definition

Level Description Definition

Consensus in These outcomes should be included in the COS 270% of participants scoring 7-9 and <15% of participants scoring |-3

Consensus out | These outcomes should be discarded from the COS 270% of participants scoring 1-3 and <15% of participants scoring 7-9

No consensus | The importance of these outcomes remains uncertain. | Anything else

The definition of consensus is derived from previous COS research, as detailed in Table 5.°° If more than 80% of the
outcome indicators meet the consensus standards, they will be directly admitted to the consensus meeting; otherwise,
they will proceed to the third round of Delphi.

Round 3

Participants completing round 2 will participate in the third and final round of Delphi consultation via an online survey.
Summary statistics such as the score distribution of each outcome by stakeholder group will accompany the electronic
questionnaire. They will re-rate each item on the list using the same rating scale as the previous rounds for three weeks.
The process of summary analysis follows the same pattern as before. The outcome will be classified based on the
consensus definition. To maintain data integrity in the survey, the electronic questionnaire cannot be submitted when

incomplete.

Stage 4. Consensus Meeting and COS-TCM-ZAN

The last step of developing COS-TCM-ZAN is to organize a face-to-face consensus meeting after the candidate outcomes
of the COS are determined through the Delphi survey. The consensus meeting will be held in China for 1-2 days. A total
of 20 participants will be invited, including all members of the steering group and participant representatives from each
stakeholder group who have completed the Delphi investigations. The working group will report on the research method
of the COS-TCM-ZAN and summarize the results of the Delphi survey. According to the consensus definition, outcomes
of “consensus in” will be directly included in the final COS, whereas outcomes of “consensus out” will be instantly
eliminated. Participants will vote anonymously on the outcomes identified as “no consensus” before full discussion. If
these outcomes receive at least 75% of the votes cast, then they will also be recommended to the final COS.>* The
procedure will comprise the following steps: (1) Anonymous presentation of the item’s rating distribution.(2) Timed
statements from experts with opposing viewpoints.(3) A structured panel discussion.(4) The final decision is made
through anonymous voting, and at least 75% of the votes are required for inclusion. Any conflict of view during the
process will be addressed and resolved by the steering committee. The final COS-TCM-ZAN will be developed.

Discussion

TCM plays a vital role in healthcare and has certain characteristics and advantages in ZAN. Numerous clinical trials have
been widely used and have reported benefits. However, the evidence is heterogeneous. The standardized outcomes will
help clarify effectiveness. Non-standardized outcome reporting is a major challenge that compromises the quality of
clinical studies. A COS can effectively address this issue.

There is currently no COS available that covers TCM treatment on ZAN. The researchers propose a robust approach
to the development of TCM-COS-ZAN. A well-developed COS will standardize the evaluation of therapeutic effects,
thereby enhancing the comparability and reproducibility in research and clinical practice for TCM in the field of ZAN
treatment. The standardized COS will facilitate the identification of more effective evaluation indicators for TCM
treatment of ZAN. By incorporating the insights of various stakeholders this COS ensures the scientific validity and
rationality of the minimum outcome set. The COS research not only improves research efficiency and reduces research
waste but also strengthens global collaboration aiming to maximize the potential of TCM in clinical practice in the future.
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The methodological rigor of our study was strengthened by a clear, pre-defined consensus process. We set a 70%
threshold for the Delphi rounds and a 75% voting rule to resolve any “no consensus” items in the consensus meeting.
These criteria kept discussions focused, prevented deadlocks or dominance by individuals, and improved the credibility
and objectivity of the final core outcome set.

Limitations of this study are acknowledged as detailed blow. First, the literature search and group discussions were
conducted primarily in Chinese and English, which may have led to the omission of evidence published exclusively in
other languages. To mitigate potential publication bias, we plan to translate the COS into English, circulate it to an
international advisory group for review, and incorporate their feedback before initial publication. The scope of this study
was confined to the identification of core outcomes, and when to measure lied beyond the scope. Although these time
points were systematically recorded during data extraction, their analysis will be pursed in future work. Second, as the
consensus meeting will take place in China, the results may be more representative of regional clinical practices than
global ones. We acknowledge this potential limitation and will seek international feedback or external validation once the
COS is finalized, ensuring its global applicability. Finally, recruiting some key stakeholder groups, such as clinicians with
expertise in narrow subspecialties, may be difficult. To mitigate under-representation, we will report response rates by
subgroup and actively invite experts from diverse clinical backgrounds to foster inclusive decision-making.

Ethics and Dissemination

The institutional ethics committee of The Third Affiliated Hospital of Zhejiang Chinese Medicine University has
reviewed and approved the entire project (ZSLL-KY-2024-071-01). Informed consent will be obtained from all
participants in the semi-structured interviews and the Delphi survey. On completion of the COS, we commit to updating
the COMET record upon completion, disseminating a one-page checklist of the final COS as supplementary material and
notifying all stakeholder groups. The final COS will be shared in peer-reviewed and open-access journals and presented
at national and international conference. The publication of our findings will adhere to a predefined minimum data set
that includes stage-specific yields, Delphi process details, and consensus meeting results as essential reporting criteria.
We also send the publication to all participants of this study. It is hope that the COS will be widely recognized by the
relevant fields.
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