Illustrative Application of the Proposed SPIRIT-Ayurveda Candidate Extension Items (AE1–AE11)
This template applies the proposed SPIRIT-Ayurveda extension to an illustrative protocol for knee osteoarthritis using Ayurvedic Whole-System Research, demonstrating the AE1–AE11 candidate items in context.
	Section / Item #
	SPIRIT 2025 Item
	Ayurvedic Protocol Application (Example: Knee OA)

	Admin 1
	Title
	Individualised Ayurvedic Whole-System Care vs. Standard Care for Knee OA: A Randomised Trial Protocol. AE1 – Use ICD-11 TM chapter terminology (e.g., Sandhigata Vata).

	Admin 2
	Trial registration
	CTRI identifier, date, and confirmation of prospective registration; cross-link with ITMCTR.

	Admin 3
	Protocol version
	Version 1.2, Date: 2026-03-12. AE2 – Public protocol mirror deposited on OSF with persistent DOI.

	Admin 4
	Funding
	Supported by Ministry of AYUSH grant No. 000. Declare conflicts per ICMJE.

	Admin 5
	Roles/Responsibilities
	Sponsor: CCRAS; Steering Committee: joint academic–industry–patient panel.

	Intro 6a
	Background
	Rationale for using Sandhigata Vata logic vs. conventional NSAIDs; cite WSR precedents [16], [21].

	Intro 7
	Objectives
	To evaluate the efficacy of individualised Panchakarma on WOMAC scores at 12 weeks.

	Intro 8
	Trial design
	Randomised, two-arm, parallel-group, whole-system comparative effectiveness trial.

	Methods 9
	Study setting
	Academic Ayurvedic Hospital, Tertiary Care Centre.

	Methods 10
	Eligibility
	AE3 – Inclusion: ACR criteria + Prakriti (e.g., Vata-Kapha dominance) using a validated scale (e.g., Ota scale) with documented inter-rater reliability.

	Methods 11a
	Interventions
	AE4 – Provide algorithmic flowchart (e.g., Valuka Sweda if Ama present). AE5 – Provide HPTLC authentication and ConPhyMP-compliant batch documentation. AE6 – Detail Ahara/Vihara and Panchakarma components.

	Methods 11b
	Modifications
	Criteria for shifting from Shamana (palliation) to Shodhana (purification) based on patient response.

	Methods 11c
	Adherence
	AE6 – Use of digital apps to track Ahara/Vihara compliance [47].

	Methods 11d
	Concomitant care
	Prohibited: systemic steroids; Permitted: rescue paracetamol (maximum 2 g/day).

	Methods 12
	Outcomes
	AE9 – Primary: WOMAC Pain Subscale (clinical); Secondary: Agni assessment mapped to post-prandial glucose variability.

	Methods 13
	Timeline
	Screening; Intervention (W0-W4); Follow-up (W12, W24).

	Methods 14
	Sample Size
	AE8 – Rationale for N=120 based on 15% difference, adjusted for individualised-arm variance; pre-specified estimand per ICH E9(R1) [32], [31].

	Methods 15
	Recruitment
	Referrals from rheumatology OPDs and community outreach.

	Methods 16a
	Allocation
	Centralised computer-generated 1:1 randomisation.

	Methods 16b
	Mechanism
	SNOSE.

	Methods 16c
	Implementation
	Independent statistician generates sequence; research nurse assigns participants.

	Methods 17
	Blinding
	AE7 – Blinding Justification: practitioners unblinded (required for Prakriti assessment); assessors and analysts blinded [21].

	Methods 18
	Emergency unblinding
	Protocol for unblinding in case of severe adverse events (e.g., acute liver injury). See AE7.

	Methods 19
	Data collection
	Standardised electronic Case Report Forms (eCRFs).

	Methods 20
	Data management
	Double data entry with range checks for traditional metrics.

	Methods 21
	Statistical methods
	ITT analysis; mixed-effects models for individualised arms; AE8 – pre-registered analysis plan deposited on OSF.

	Methods 22
	Interim analysis
	Safety review after 50% recruitment by Data Monitoring Committee.

	Ethics 23
	Monitoring
	Independent DMC meets semiannually.

	Ethics 24
	Harms
	Reporting of Vamana-induced dehydration or skin rashes from medicated oils.

	Ethics 25
	Auditing
	Semiannual audit by Institutional Ethics Committee.

	Ethics 26
	Consent
	Written informed consent obtained by study physician in local language; patient-public involvement plan per SPIRIT 2025 [1].

	Ethics 27
	Confidentiality
	De-identified data stored on password-protected servers.

	Ethics 28
	Access
	AE10 – PI and Lead Statistician have full access to final dataset; IPD sharing plan declares conditions for external access with cultural-protective safeguards per CARE.

	Ethics 29
	Ancillary care
	Compensation for trial-related injuries provided via sponsor insurance.

	Ethics 30
	Dissemination
	AE11 – Publication in peer-reviewed journals; preprint deposition; CTRI/ITMCTR update; patient-facing summaries; ICMJE-compliant authorship.

	App 31
	Informed consent
	Available as Appendix A.

	App 32
	Biological specimens
	Blood samples for CRP and AE5 standardised drug reference materials [41].

	App 33
	Authorship
	Based on ICMJE criteria.

	Open-Science (new per SPIRIT 2025)
	Open Science Plan
	AE2, AE10, AE11 – Trial and analysis plans pre-registered; materials and code shared on OSF; data sharing statement aligned with TOP 2025 [18].



