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	EXPERIMENTAL RESEARCH PROTOCOL TEMPLATE 
SPIRIT Guidelines-Compliant Template



PURPOSE, BACKGROUND AND GUIDANCE FOR USE
Purpose and Background
This research protocol template has been developed primarily for postgraduate residents, faculty members, and researchers at Rawalpindi Medical University (RMU) to facilitate the preparation of standardized, comprehensive, and scientifically sound experimental research protocols. It is intended for clinical research involving human participants, including randomized and non-randomized interventional studies.
The template follows the Standard Protocol Items: Recommendations for Interventional Trials (SPIRIT) guidelines, an internationally recognized framework for clinical trial protocols. It aims to improve completeness, transparency, and methodological consistency for writing trial and non-randomized experimental researches 
Key Features of the Template
Integration of SPIRIT Checklist Items
Relevant SPIRIT checklist item numbers are included alongside corresponding headings and subheadings to help investigators identify essential protocol requirements. Designated headings should be retained. Where an item is not applicable, an explanation should be provided where appropriate.
Guidance Tables and Explanatory Notes
Tables with pale cream color contain SPIRIT items and requirements for writing. These tables been provided for each section of the protocol. This will allow protocol writers to readily access what is required under SPIRIT guidelines for a particular section of the protocol. These tables should be used during protocol preparation and removed before final submission.
Illustrative Example: Comparison of Two Antihypertensive Drugs
A hypothetical trial comparing two antihypertensive drugs in adults with hypertension is used in this template which illustrates how protocol sections should be written. This example text is written blue italic text. However, it should be noted any example material provided in this text is just for providing a guidance. This cannot be used as reference. Therefore, Investigators must write and justify all study-specific procedures, drug names, doses, eligibility criteria, assessment schedules, and safety measures according to scientific evidence, international guidelines such as SPIRIT guidelines, clinical guidelines, and applicable institutional and regulatory requirements.
Instructions and Illustrative Examples
This template contains instructions and example text. 
· Text enclosed within angle brackets (< >): Instructions describing what information to include. Remove these instructions from the final protocol.
· Blue-colored text:  text enclosed within angle brackets having blue italic text provides Illustrative text from example trial. Remove this from draft 
· Pale-cream colored tables. SPIRIT items and requirement Remove the guidance tables before submission.
How to Use This Template
Investigators should complete the template systematically, observing the following principles:
· Retain designated headings: Do not delete headings containing SPIRIT checklist items merely because the required information has not yet required
· Provide study-specific information: Replace all instructions and illustrative text with accurate, complete, and scientifically justified content relevant to the proposed study.
· Remove guidance material: Delete explanatory tables, instructional text enclosed within angle brackets, and unadopted examples.
· Ensure methodological completeness and consistency: Describe study procedures clearly and ensure alignment among objectives, eligibility criteria, interventions, outcomes, sample size, assessment schedules, statistical analyses, safety procedures, and supporting documents.
· Address ethical and regulatory requirements: Clearly describe informed consent, confidentiality, foreseeable risks and benefits, adverse event reporting, participant safety, and data management. Obtain the required approvals before initiating the study.
Document Revision History 
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	Summary of Changes

	1.0
	24/05/2025
	First draft submitted

	2.0
	19/10/2026
	Major revisions incorporating updated SPIRIT guidance
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[bookmark: _Toc243390908]Protocol References

<Insert the title of the study here>
<A Randomized Controlled Trial Comparing the Efficacy and Safety of a New Antihypertensive Drug versus an Existing Drug in Adults with Essential Hypertension: a single center open label two parallel arms a phase iv superiority trial >

	ERB approval number 
	

	Research registry number 
	

	WHO international trial registry Number 
	



	SPIRIT guidelines 

	3b 3c
Name and contact information for the trial sponsor and trial funder 3b 3c 
	For the trial sponsor (e.g. individual, company, institution, or organization):
 • Name 
• Contact information
 • Regulatory agency identifying number (if applicable)

	4
Trial registration  
	Name of trial registry, identifying number (with URL), 
and date of registration.
 If not yet registered, name of intended registry




Trial registration 
Name of trial registry: [Name of the selected registry]
Registration number: [To be assigned]
Registration URL: [To be provided]
Date of registration: [DD/MM/YYYY]
Trial Sponsor and Contact Information [SPIRIT Item 3b]
· Sponsor Name: [Insert University / Department /organization e.g., 
· Contact Person / Office: Office of Research, Innovation, and Commercialization (ORIC)
· Address: [Insert Official Address]
· Phone / Email: [Insert Contact Details]
· Regulatory / Institutional Approval Number: [Insert Institutional Review Board (IRB) / Ethics Committee Reference Number]
Trial Funder [ SPIRIT items 3c]
· Funder Name: [Insert Funder Name, e.g., Higher Education Commission (HEC) Pakistan / RMU Research Grant Fund / Departmental Intramural Fund / Self-Funded Academic Trial]
· Grant / Funding Reference Number: [Insert Grant Reference Number, if applicable]
· Contact Person / Office: [Insert Funder Contact Person or Department]
· Address: [Insert Funder Official Address]
· Phone Number: [Insert Funder Phone]
· Email Address: [Insert Funder Email]
Protocol authors 
 < write in this section the protocol authors names >
[bookmark: _Toc243390909]Protocol Revision History [Spirit Item 2]
	SPIRIT Guidelines 

	2
Version date and identifier

	Version date
 • Version identifier (e.g., Version 2.0) 
• List of changes made relative to the previous protocol version, with reasons


<Version details are written in this table as illustration >
	Version number 
	Date 
	Summary of changes 

	1.0
	18/01/2026
	First draft submitted 

	2.0
	20/8/2026
	Major revisions 
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	Short Trial Title
	Insert short title 

	Protocol Version
	Version number 

	Study Site Name
	[Insert Participating Site / Hospital Name]

	Site ID Number
	[Insert Site Identification Number]



	Principal Investigator Statement of Compliance
I confirm that I have thoroughly read, reviewed, and understood Protocol Version <insert version number> for the <insert protocol acronym>. By signing below, I agree to conduct this study in full compliance with the approved clinical trial protocol, the ethical standards of the Declaration of Helsinki, Good Clinical Practice (GCP) guidelines, institutional ethics board requirements, and all applicable national regulatory regulations.



Investigator Sign-off
Principal investigator name ________________
Designation ______________
Signature ____________
Date ____________________
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	CRF
	Case report form

	DMC
	Data monitoring committee

	DMSP
	Data monitoring and safety plan 

	EDC
	Electronic data capture 

	GCP 
	Good clinical practice 

	ERB
	Ethical review board

	PI
	Principal investigator 

	SAE
	Serious adverse event 

	SAP
	Statistical analysis plan 

	RMU
	Rawalpindi Medical University 

	WHO
	World Health organization 
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<The description given in table for each is from the example trial for this protocol.>
	Scientific Title 
	<A Randomized Controlled Trial Comparing the Efficacy and Safety of a New Antihypertensive Drug versus an Existing Drug in Adults with Essential Hypertension: a single center open label two parallel arms a phase iv superiority trial >

	Public Title 
	Investigating new hypertensive drug 

	Trial acronym 
	<NOVEL-HTN > 
New Option Versus Existing treatment for Lowering blood pressure in Hypertension>

	Countries of recruitment 
	Pakistan: a single center study at BBH hospital Rawalpindi 

	Trial design 
	Single center. Open label two parallel arms ,Phase IV  superiority trial 

	Trial phase 
	Phase IV

	Trial objectives 
	Primary objective
To compare mean systolic blood pressure (SBP)reduction between Drug A and Drug B

	
	Secondary objective
To compare the proportion of participants achieving target blood pressure between Drug A and Drug B
To evaluate fundoscopic retinal changes and microvascular impact between Drug A and Drug B
To compare the incidence, type, and severity of adverse events between Drug A and Drug B
To compare the proportion of treatment discontinuations due to adverse events between Drug A and Drug B


	Trial design 
	This is open label two parallel arms superiority trial. The study will be conducted in the Benazir Bhutto hospital Rawalpindi.216 patients will be randomized to receive either drug a n=108 or old drug b n=108. The study is open label patients and physicians will be aware of the allocated treatment. The final assessment will be carried out at the 12 weeks from day of randomization. The final analysis population will be intention to treat analysis and per protocol analysis. This is academic trial for post graduate fellowship. The principal investigator and resident investigator will be responsible for day to day monitoring of trial, patient safety and well-being in the trial , protocol adherence and management and reporting of adverse events.  

	Inclusion criteria 
	1. Adults aged 18 to 65 years.
2. Both genders 
3. Confirmed diagnosis of essential hypertension (e.g., Sitting Systolic BP >140 mmHg and/or Diastolic BP >90 mmHg).


	Exclusion criteria 	
	1. Known secondary causes of hypertension (e.g., renovascular hypertension, pheochromocytoma, Cushing's syndrome).
2. Severe or crisis-level hypertension (e.g., SBP > 180 mmHg or DBP > 110 mmHg) requiring emergency intervention.
3. Recent history (within 6 months) of major cardiovascular events, including myocardial infarction, stroke, heart failure, or unstable angina.
4. Significant renal impairment (serum creatinine > 2.0$ mg/dL) or hepatic dysfunction.
5. Known hypersensitivity, allergy, or contraindication to any of the study medications.
6. Pregnant or lactating women, or women planning pregnancy during the trial period.
7. Concurrent participation in another investigational clinical trial within the past 30 days.


	Sample size 
	216 patients will be enrolled in the study with 108 patients in each arm 

	Planned interventions
	group A  
The group A will receive drug A orally according to standardized guidelines for 12 weeks.
 group B
Participants in the group B will receive Drug B, administered orally according to standardized guidelines for 12 weeks>


	Trial duration 
	12 months

	Duration of follow up 
	12 weeks from randomization including 3 scheduled visits 





1. [bookmark: _Toc243390913]Roles and Responsibilities 

	<SPIRIT guidelines Roles and Responsibility >

	3a
Names, affiliations, and roles of protocol contributors 3a
	For each protocol contributor: • Name • Affiliation • Description of contributions, including use of artificial intelligence technologies, if applicable

	3d 
Composition, roles, and responsibilities of the coordinating site, steering committee, endpoint adjudication committee, data management team, and other individuals or groups overseeing the trial, if applicable
	For each trial committee: 
• Roles and responsibilities 
• Relationship to trial sponsor and funders
 • Outline of membership (e.g., clinician, biostatistician, patient) 
• Names of Chairs and members, when known Examples of committees include: 
• Trial Steering Committee (executive decisions) 
• Trial Management Group (day-to-day trial conduct) 
• Data Monitoring Committee (review of accumulating data)
 • Endpoint adjudication committee 
• Data management team 
• Other individuals or groups overseeing the trial



Protocol contributors and key persons in the trial Spirit items 3a
<all roles and responsivities outlined in this section are for example. Customize it for your own requirement. In the trial committees don’t remove any trial committee name given in this text. If a committee is not constituted describe it not applicable / not formed with reason>
Principal Investigator (PI)
· Name: [Insert Name, Qualifications]
· Designation: [Insert Designation / Clinical Rank]
· Institutional Affiliation: [Department, Institution / Hospital Name]
· Address: [Full Organizational Postal Address]
· Contact: Tel: [Phone Number] | Email: [Email Address]

Co-Investigator(s)
· Name: [Insert Name, Qualifications]
· Designation: [Insert Designation / Title]
· Institutional Affiliation: [Department, Institution / Hospital Name]
· Address: [Full Organizational Postal Address]
· Contact: Tel: [Phone Number] | Email: [Email Address]

Clinical trial unit 
· Clinical trial unit Rawalpindi medical university RMU
· Address (insert address)
· Phone number (insert phone number)
· Email address (insert email address)

Trial Statistician
· Name: [Insert Statistician Name]
· Designation: Senior Biostatistician
· Institutional Affiliation: [Department / Research Unit / Institution Name]
· Address: [Institutional Address]
· Contact: Tel: [Phone Number] | Email: [Email Address]

Trial Management and Administration
· Trial Manager: [Insert Name] — Email: [Email] | Tel: [Phone]
· Data Manager: [Insert Name] — Email: [Email] | Tel: [Phone]
· Trial Administrator: [Insert Name] — Email: [Email] | Tel: [Phone]
Clinical Operations, Support & Patient Care Team
Clinical Sub-Investigators & Screening Physicians
· Name: [Insert Name, Qualifications]
· Designation: Medical Officer / Senior Registrar / Clinical Fellow
· Institutional Affiliation: [Department, Institution / Hospital Name]
· Role / Responsibilities: Patient screening, preliminary eligibility assessment, obtaining informed consent, and routine clinical follow-up monitoring.
· Contact: Tel: [Phone Number] | Email: [Email Address]
Specialist Interventionists (e.g., Surgeons / Cardiologists / Consultants)
· Name: [Insert Name, Qualifications]
· Designation: Consultant / Assistant Professor / Associate Professor
· Institutional Affiliation: [Department, Institution / Hospital Name]
· Role / Responsibilities: Administration of specialized interventional procedures, advanced clinical evaluation, and management of specialized treatment protocols.
· Contact: Tel: [Phone Number] | Email: [Email Address]
Clinical Nursing & Patient Care Coordinators
· Name: [Insert Name, Qualifications]
· Designation: Head Nurse / Research Nurse / Clinical Ward In-Charge
· Institutional Affiliation: [Department / Ward Name, Hospital Name]
· Role / Responsibilities: Administration of study medications, monitoring vital signs, tracking inpatient compliance, and maintaining clinical documentation logs.
· Contact: Tel: [Phone Number] | Email: [Email Address]
Diagnostic & Laboratory Personnel (Pathologist / Diagnostic Lead)
· Name: [Insert Name, Qualifications]
· Designation: Consultant Pathologist / Laboratory Director / Lead Technologist
· Institutional Affiliation: Department of Pathology, [Institution / Hospital Name]
· Role / Responsibilities: Collection, anonymization, laboratory processing, safety biomarker analysis, and long-term storage of trial biospecimens.
· Contact: Tel: [Phone Number] | Email: [Email Address]
Investigational Pharmacist
· Name: [Insert Name, Qualifications]
· Designation: Clinical Pharmacist / Pharmacy In-Charge
· Institutional Affiliation: Department of Pharmacy, [Hospital Name]
· Role / Responsibilities: Storage, temperature regulation, drug accountability logging, blinding/packaging, and dispensing of investigational products.
· Contact: Tel: [Phone Number] | Email: [Email Address]
Trial steering committee [SPIRIT Item 3d]
Roles & Responsibilities: The TSC provides overall scientific and operational oversight for the trial. It acts as the primary executive decision-making body, ensuring the study proceeds according to high scientific and ethical standards. The TSC approves protocol amendments, reviews overall recruitment progress, and considers recommendations from the Endpoint Adjudication Committee and Data Monitoring Committee.
Relationship to Sponsor/Funders: Independent of direct commercial influence; reports to RMU Office of Research, Innovation, and Commercialization (ORIC).
Composition 
Chair: [Insert Chair Name, Designation e.g., Senior Academic Administrator / Head of Surgery, RMU]
Members: [Insert Name, e.g., Independent Senior Surgeon], [Insert Name, Biostatistician], [Insert Name, Patient/Public Representative].
This is small academic trial:  no trial steering committee has been formed 
Trial Management Group (TMG)
· Roles & Responsibilities: The TMG is responsible for the day-to-day management and logistical conduct of the trial across both hospital sites (HFH and BBH). Duties include staff training, patient recruitment tracking, monitoring protocol adherence, ensuring Case Report Form (CRF) completeness, and coordinating laboratory and surgical workflows.
· Relationship to Sponsor/Funders: Executive team comprised of lead trial investigators.
· Composition & Membership:
· Chair / Lead: Principal Investigator ([Insert PI Name])
· Members: Site Co-Investigators, Study Surgeons, Staff Nurse, and the RMU Trial Coordinator. Meets bi-weekly during active recruitment
[bookmark: _Toc243390914]Endpoint Adjudication Committee (EAC)
· Roles & Responsibilities: The EAC independently evaluates and adjudicates primary and key secondary surgical/clinical outcomes (e.g., postoperative complications, surgical site infection grades, or specific surgical failure criteria) to eliminate bias—particularly where clinical outcomes are subjective or site investigators are unblinded. The EAC evaluates outcome events using predefined standardized clinical criteria, completely blinded to patient group assignment.
· Relationship to Sponsor/Funders: Operates independently of site investigators, study surgeons, and trial sponsors.
· Composition & Membership:
· Chair: [Insert Name, Independent Consultant Surgeon/Pathologist]
· Members: [Insert Name, Clinician not involved in trial operations], [Insert Name, Senior Radiologist/Pathologist].
<don’t remove trial committees from the draft. If particular committee is not place  write down not applicable with reasons >
<this is academic trial. The study investigators will be responsible for trial conduct, day to day operations and monitoring. Trial committees are not constituted >



[bookmark: _Toc243390915]Introduction and rationale 

[bookmark: _Toc243390916]Background and scientific rationale [SPIRIT Item 9a]

	<SPIRIT guidelines introduction and rationale>

	9a 
Scientific background and rationale, including summary of relevant studies (published and unpublished) examining benefits and harms for each intervention
	Importance of the research question
Why a new trial is needed in the context of available evidence
 o Explanation of how the intervention might work 
o Pre-trial evidence of the benefits and harms of the intervention
 o Reference to systematic review(s) of relevant trials;
 if none available, a summary of relevant evidence based on a systematic search

	9b
Explanation for choice of comparator
	• Why the particular comparator group was chosen • Whether the comparator represents standard of care



[bookmark: _Toc243390917]Choice of comparator [SPIRIT Item 9b]
 <A comparator in a clinical trial is a treatment, intervention, or control condition against which the study intervention is evaluated. It helps determine whether the study intervention is superior, equivalent, non-inferior, or inferior to the comparator in terms of efficacy and safety.
Comparators may include an active treatment, placebo, different doses of the same treatment, or standard/usual care.
The rationale for selecting the comparator should be clearly stated and scientifically justified. The selection should also address any ethical considerations, including potential risks to participants, their safety and well-being, and the protection of their rights. The use of a placebo or withholding of standard treatment must be ethically justified, particularly when an effective treatment is available.>

[bookmark: _Toc243390918]Study risk assessment 
[bookmark: _Toc243390919]Potential risk 
<The potential risks are anticipated risks for the study and evidence from the literature review. Give know major or minor risks incidence with the study interventions. The potential risk will help us define what are anticipated or expected. The potential risks stated in this section should be consistent with consent document. This will help to identify unexpected harms or adverse events that may be encountered during conduct of the study> 
[bookmark: _Toc243390920]Potential benefits
<Describe the possible benefits that may result from participation in the study. This includes clinical benefits to individual participants, such as improved health outcomes or enhanced disease management resulting from research procedures or interventions. Also mention any anticipated contribution to scientific knowledge that could benefit the broader community in future clinical or public health practices. Do not list financial compensation or monetary incentives as potential benefits; these should be addressed in a separate section.>
[bookmark: _Toc243390921]Study risk /benefit equation  
< This section should provide an assessment of whether the potential benefits of the study outweigh the possible risks. In the context of a Phase IV trial, where an approved drug is being compared with another approved drug, or where a change in dose, regimen, or route is being evaluated, clearly outline the expected benefits of the new application compared with anticipated risks. The rationale should support that the potential improvements justify conducting the study and may lead to better outcomes than current practices. Furthermore, risk benefit equation is not static and requires continuous assessment throughout the trial >
[bookmark: _Toc243390922]Study risk level 
< Describe in this section, the risk category to which the study falls, based on the nature of the intervention and the participant population. Clearly explain the rationale for this classification using the TraCS Institute Clinical and Translational Research Center Protocol Risk Assessment and Monitoring Guidelines. Additionally, specify the level of monitoring required for the study according to these guidelines, ensuring that the proposed oversight is appropriate for the assessed risk level.>
i.  No Greater than Minimal Risk – “Minimal Risk” means that the probability and magnitude of harm or discomfort anticipated in the research are not greater than those ordinarily encountered in daily life or during the performance of routine physical and psychological examinations or tests and where confidentiality is adequately protected. This category includes protocols that pose “no greater than minimal risk” according to federal regulations. Requires Minimal Intensity Monitoring.
Examples of risk level 1:
· Study poses no more risk than expected in daily life (blood draw, physical exam, routine psychological testing).
· Non-interventional studies (e.g., observational studies of behavior or nutrition). Survey/questionnaire studies of a non-sensitive nature.
ii. Minor Increase over Minimal Risk – Research involves a minor increase over minimal risk. There is medium to high probability of the occurrence of a low-severity event that is completely reversible (e.g., headache from lumbar puncture) or the likelihood of serious harm occurring is low (e.g., fatal anaphylaxis from allergy skin testing). Requires Low Intensity Monitoring.
Examples of risk level 2:
· Studies of normal volunteers using well-described research procedures and/or single dose of experimental agent.
· Post-marketing study - phase IV drug study or device (as defined by FDA) with minor safety concerns. Interventions or invasive procedures present low risks, reasonably commensurate with those expected in medical or dental practice.
· Studies that involve sensitive information or a potential risk of breach of confidentiality.
iii. Moderate Risk - Risks are recognized as being greater than minimal but are not considered high. There is a medium to high probability of a moderate-severity event occurring as a result of study participation (e.g., reversible worsening of a non-fatal disease such as seasonal allergy while receiving placebo or pneumonia from a bronchoscopy), but there is adequate surveillance and protections to identify adverse events promptly and to minimize their effects. Requires Moderate Intensity Monitoring.
Examples of risk level 3:
· Subjects treated with placebo for a recognized disease
· Substantial risk (>5%) of a Serious Adverse Event originating from the underlying condition of the enrolled subject
· Involves subjects with serious viral, autoimmune, and malignant illness in a treatment study of moderate risk Phase I or II, clinical trial with available safety data in humans
· Minimal risk studies involving vulnerable populations (e.g. subjects with impaired capacity to give informed consent)
iv. High Risk - The study risk is greater than a moderate risk study due to the increased probability for generating serious adverse events. There is a high probability of an event that is serious and prolonged or permanent occurring as a result of study participation. In situations where there is the prospect of direct benefit to the subject, study risks are high or there is significant uncertainty about nature or likelihood of adverse events. Requires High Intensity Monitoring.
Examples of risk level 4:
· Clinical trials of interventions to prevent or treat diseases that lead to death or irreversible morbidity involves an intervention or invasive procedure with substantial risk or potential for severe toxicity an investigator-initiated IND trial
· Implantation of a device with an IDE
· Involves the use of a new chemical or drug for which there is limited or no available safety data in humans A gene transfer study or research involving recombinant DNA molecules
· An investigator initiated, phase III, clinical trial Industry sponsored, multi-center, randomized, clinical trials (phase 2b, 3, and 4)


[bookmark: _Toc243390923]Study objectives and outcomes [SPIRIT Item 10]

	Spirit checklist 10 objectives

	Specific objectives related to benefits and harms
	• Trial objectives related to benefits and harms including:
 o Participants 
o Intervention
 o Comparator 
o Primary outcome(s) 
o Time point of main interest
• Description of trial estimate(s), as appropriate



Primary objective
State the study objectives clearly. make separate tables for primary secondary and tertiary objectives.  The 
table contains the specific objective, rationale or justification of selecting this objective , specific instruments or scale to measure this objective and timeframe in study when the particular objective will be measured.> 
below the examples from example trial on hypertension are given >
	Study objective
	Rationale /justifications
	Specific instruments/scale
	Time frame

	To compare mean systolic
blood pressure (SBP)
reduction between Drug A
and Drug B
	SBP is a validated
surrogate marker for
cardiovascular risk and the
standard primary endpoint
in hypertension trials
	Validated automated
digital
sphygmomanometer
(average of 3 seated
readings)
	Baseline 4 weeks 8 weeks and 12 weeks 



Secondary objectives
<example text> 
	Study objective 
	Rationale /justifications 
	Specific instruments/scale 
	Time frame 

	[bookmark: _Hlk242870909]To compare mean diastolic
blood pressure (DBP)
reduction between Drug A
and Drug B
	DBP reduction provides
additional assessment of
overall hemodynamic
efficacy and vascular
resistance
	Validated automated
digital
sphygmomanometer
(average of 3 seated
readings)
	Baseline , 4 weeks 8 weeks 12 weeks

	To compare the
proportion of participants
achieving target blood
pressure between Drug A
and Drug B
	Target BP achievement
indicates real-world
clinical efficacy according
to protocol-defined
therapeutic thresholds
	Binary classification
(Achieved vs. Not achieved
based on protocol BP
target)
	Baseline  , Week12

	To evaluate fundoscopic
retinal changes and
microvascular impact
between Drug A and Drug
B
	Hypertensive retinopathy
reflects microvascular end-
organ changes;
fundoscopy detects early
ocular or microvascular
drug effects
	Direct/indirect fundoscopy
by a trained
ophthalmologist
(predefined retinopathy
grading system)
	Baseline , 12 weeks

	To compare the incidence,
type, and severity of adverse events between
Drug A and Drug B
	Evaluates the overall
safety and tolerability profile of both study
medications throughout
treatment
	Standardized Adverse
Event (AE) reporting form, medical examination,
patient diary
	Baseline to 12 weeks at scheduled patient visits

	To compare the
proportion of treatment
discontinuations due to
adverse events between
Drug A and Drug B
	Treatment discontinuation
rate reflects real-world
drug tolerability and
patient compliance
	Study drug accountability
logs, discontinuation
tracking forms
	Baseline to 12 weeks




[bookmark: _Toc243390924]Trial Design and Study Arms

	<spirit guidelines trial design>

	SPIRIT item 12 
Description of trial design including type of trial (e.g., parallel group, crossover), allocation ratio, and framework (e.g., superiority, equivalence, non-inferiority, exploratory) 
	• Type of trial design (e.g., parallel group)
 • Conceptual framework (e.g., superiority, non-inferiority, or equivalence)
 • Unit of randomization (e.g., individual participant)
 • Allocation ratio (e.g., 1:1)

	Spirit item 11

	Details of, or plans for, patient or public involvement in the design, conduct, and reporting of the trial


	SPIRIT item 3c
Role of trial sponsor and funders in design, conduct, analysis, and reporting of trial; including any authority over these activities
	For the Sponsor and funders: 
• Roles and responsibilities in trial design, conduct, data analysis and interpretation, manuscript writing, and results dissemination 
• Who will make final decision regarding the above trial aspects 
• Whether the sponsor or funder will have the right to review or comment on the trial manuscript 
• Any mechanisms used to mitigate funder influence. If the funder will have no direct involvement in the trial, then this should be explicitly stated.



[bookmark: _Toc243390925]Trial design [SPIRIT Item 12]
[bookmark: _Toc243390926]Trial design 
<Example text >
The given text below is for example use your own trail design. This is single center, randomized, open-label, two-arm, parallel-group superiority trial designed to evaluate and compare the therapeutic efficacy and safety profile of Drug A (an Angiotensin-Converting Enzyme [ACE] inhibitor) versus Drug B (an Angiotensin Receptor Blocker [ARB]) in adult patients with essential hypertension. Using an individual participant unit of randomization, eligible individuals will be randomly allocated in a 1:1 ratio to receive either Drug A or Drug B. The trial operates under a superiority framework, hypothesizing that Drug A is superior to Drug B in reducing mean systolic blood pressure and improving overall treatment tolerability. The study will be conducted across five tertiary care hospitals over a total duration of 18 months, with individual participant involvement spanning 12 months, including baseline evaluation and structured follow-up assessments at 4, 8 and 12 weeks.>
[bookmark: _Toc243390927]Treatment arms 
The study included two parallel arms
[bookmark: _Toc243390928]Intervention group A
<example text>
<Participants will receive Drug A , administered orally according to standardized guidelines for 12 weeks..108 patients in group a will be randomized in group A>
[bookmark: _Toc243390929]Intervention group B
<example text >
<Participants will receive Drug B (Angiotensin Receptor Blocker), administered orally according to standardized guidelines for 12 weeks. 108 patients will be randomized in group B.>
	Interventions group 
	Product name / biological /commercial name 
	Product name 
Biological /commercial 

	Group a
	Drug A biological name, Product name 
	__mg once daily for 6 months 

	Group b 
	Drug B biological name , product name
  
	___mg twice daily for 6 months 



[bookmark: _Toc243390930]Role of trial sponsors funders in design and conduct of trial [SPIRIT Item 3C]
<Example text >
<This study is an investigator-initiated academic clinical trial, with all operational expenses and administrative responsibilities borne directly by the trial principal investigators and participating academic institutions. Neither commercial entities, pharmaceutical manufacturers, nor external funding bodies have provided financial, material, or advisory support for this trial. Consequently, the trial sponsor and institutional funders have no role in the study design, protocol formulation, site selection, participant recruitment, data collection, data management, statistical analysis, interpretation of results, manuscript drafting, or the decision to submit findings for publication. Full oversight, data ownership, and absolute editorial control reside strictly with the study Principal Investigators.>
[bookmark: _Toc243390931]Patient and public involvement [SPIRIT Item 11]
<Example text >
During the design stage, patients and members of the public were not directly involved in setting the research question, defining primary or secondary outcome measures, or designing the study protocol, as protocol parameters were established based on clinical practice guidelines and existing evidence gaps. For the conduct stage, patient representatives and local community advisory members will be consulted to evaluate participant information leaflets and informed consent documents to ensure clarity, cultural appropriateness, and readability. Finally, regarding reporting and dissemination, a lay summary of the main study findings will be prepared at the conclusion of the trial and distributed to trial participants and patient support networks upon request.
[bookmark: _Toc243390932]Artificial intelligence AI disclosure statement 
<example text>
AI-assisted drafting tools were utilized strictly for structural formatting, language refinement, and formatting protocol parameters in alignment with SPIRIT standards. No participant data or clinical decision logic was processed by AI systems.
[bookmark: _Toc243390933]Trial settings [ SPIRIT Item 13] 

	<spirt guideline >

	SPIRIT item 13
Settings (e.g., community, hospital) and locations (e.g., countries, sites) where the trial will be conducted
	• Setting of participant recruitment (e.g., primary or tertiary care; outpatient community or hospital clinic; inpatient unit) 
• Location(s) where the trial will be carried out (e.g., country, city)
 • Planned number of sites



Healthcare setting: e.g., tertiary-care hospital, community clinic.
Trial site(s): hospital/institution, city, and country.
Recruitment location: department, OPD, ward, or clinic.
Catchment area: population/geographical area served.
Site capacity: approximate population/patient volume, if available.
Mention the relevant services/facilities used for the trial >

<Example text>The study will be conducted at Benazir Bhutto Hospital, Rawalpindi, a tertiary care teaching hospital affiliated with Rawalpindi Medical University (RMU). Participants will be recruited from the outpatient department of internal medicine, where patients with essential hypertension are routinely managed. The Department of Medicine will serve as the primary site for patient recruitment, clinical evaluation, and administration of the study intervention. Laboratory investigations, including serum potassium and renal function tests, will be conducted in the hospital’s central pathology laboratory. If required, imaging support such as chest X-rays or ECGs will be provided by the radiology department. This setting provides access to the target patient population and is well-equipped with the necessary clinical and diagnostic infrastructure to support the safe and effective conduct of the trial
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[bookmark: _Toc243391009]Figure 1. The CONSORT 2010 flow chart of study


[bookmark: _Toc243390934]Sample population sample size and recruitment procedures 
	SPIRIT Item 14a
Eligibility criteria for participants
	• Specific inclusion and exclusion criteria defining the trial population to be randomized

	SPIRIT Item 14b
if applicable, eligibility criteria for sites and for individuals who will deliver the interventions (e.g., surgeons, physiotherapists)
	If applicable: 
• Eligibility criteria for sites (e.g., site volume for surgical procedure) 
• Eligibility criteria for individuals delivering the interventions (e.g., surgeons, physiotherapists), such as professional qualifications, years in practice, skills, or validation of specific training before trial initiation



<state the inclusion and exclusion criteria in this section. >
[bookmark: _Toc243390935]Sample population [SPIRIT Item 14a]
<The information given in the inclusion and exclusion criteria is for example from example trial on hypertension>
[bookmark: _Toc243390936]Inclusion criteria 
1. Adults aged 18 to 65 years.
2. Both genders 
3. Confirmed diagnosis of essential hypertension (e.g., Sitting Systolic BP >140 mmHg and/or Diastolic BP >90 mmHg).
[bookmark: _Toc243390937]Exclusion Criteria:
1. Known secondary causes of hypertension (e.g., renovascular hypertension, pheochromocytoma, Cushing's syndrome).
2. Severe or crisis-level hypertension (e.g., SBP > 180 mmHg or DBP > 110 mmHg) requiring emergency intervention.
3. Recent history (within 6 months) of major cardiovascular events, including myocardial infarction, stroke, heart failure, or unstable angina.
4. Significant renal impairment (serum creatinine > 2.0$ mg/dL) or hepatic dysfunction.
5. Known hypersensitivity, allergy, or contraindication to any of the study medications.
6. Pregnant or lactating women, or women planning pregnancy during the trial period.
7. Concurrent participation in another investigational clinical trial within the past 30 days.
[bookmark: _Toc243390938]Eligibility criteria for sites and individuals who deliver interventions [SPIRIT Item 14b]
< if applicable specify eligibility criteria for study sites and individuals 
[bookmark: _Toc243390939]Sample size estimation [SPIRIT Item 19]

	Spirit guidelines 


	SPIRIT item 19
How sample size was
determined, including all
assumptions supporting the
sample size calculation
	For sample size calculations: 
• Primary outcome (and any other outcome) on which the calculations are based
 • Outcome values (e.g., proportion) assumed for each group, with rationale 
• Target difference in outcome values between trial groups (including common standard deviation for continuous outcomes), with rationale 
• Statistical significance level or α (type I) error
 • Statistical power or β (type II) error 
• Any upward adjustments (e.g., accounting for missing data or non-adherence) 
• Target sample size per trial group 
• Any software used



<Example text for example hypertensive trial >
< Sample size estimation was performed using PASS (Power Analysis and Sample Size) software to detect a clinically meaningful between-group difference of 5 mmHg in mean sitting systolic blood pressure, assuming a common standard deviation of 12 mmHg, a two-sided significance level of 0.05, and 80% statistical power. Under a conventional comparison of two independent means with equal allocation, the estimated requirement is approximately 91 evaluable participants per arm (182 participants in total). After allowing for an anticipated 15% dropout rate, the recruitment target should be increased to approximately 108 participants per arm, giving a total sample size of 216 participants. The final sample size and sensitivity analyses should be confirmed using the selected statistical test and the corresponding PASS procedure.>
[bookmark: _Toc243390940]Recruitment procedures [SPIRIT Item 20]

	SPIRIT guidelines

	SPIRIT Item 20
Strategies for achieving adequate participant enrolment to reach target sample size
	• Planned strategies to promote adequate enrolment (e.g., advertisements, prescreening of health records, reducing participant burden) 
• Where participants will be recruited (e.g., primary care clinic, community), by whom (e.g., surgeon), and when (e.g., time period after diagnosis)



<Describe in this section potential strategies for recruitment to achieve target sample size and recruitment milestones. The recruitment material such as posters, flyers or any other material should be approved from ethical review board. >
<Example text >
Participant recruitment will be conducted in the Medicine Outpatient Department consultation rooms at Benazir Bhutto Hospital (BBH), Rawalpindi. The recruitment period is planned over 6 months, targeting an enrollment of approximately 20 patients per month (total target N = 120).
To enhance recruitment efficiency, ethics-approved posters will be displayed in all Medicine OPD consultation rooms. Promotional flyers will also be distributed to consultants and adjacent departments to facilitate referrals.
To monitor progress and address potential bottlenecks, the study investigators will formally review the recruitment metrics every two months>

[bookmark: _Toc243390941]Trial Procedures 
[bookmark: _Toc243390942]Patients enrollment 
[bookmark: _Toc243390943]Pre-screening, screening and eligibility confirmation 
<example text >
Potential trial participants will be identified from the Medicine Outpatient Department (OPD), which operates six days a week from 8:00 AM to 2:00 PM across three clinical consultation rooms. Initial pre-screening will be conducted by postgraduate residents and OPD physicians involved in routine patient care. Before recruitment begins, the study investigators will provide standardized training and a preliminary eligibility checklist to all designated screening personnel to facilitate consistent identification of potentially eligible patients.
Patients attending the OPD with a diagnosis or clinical history suggestive of hypertension will be assessed against the preliminary eligibility checklist. Screening personnel may review the patients' existing medical records and routine clinical information to identify individuals who may fulfil the study's eligibility criteria. However, they will not prescribe or recommend additional investigations, laboratory tests, or diagnostic procedures solely for research screening. Patients requiring further assessment to establish eligibility will be referred to the study investigators for formal screening and eligibility confirmation.
Potentially eligible patients will be informed about the study and referred to the designated study room within the department, which will provide a private setting for research-related discussions and assessments. Where the study investigators are available and the patient is willing to proceed, the initial research assessment may be conducted on the same day. If the patient is unable to attend the study room on that day or requires additional time to consider participation, the treating or screening physician may, with the patient's permission, record their contact details for subsequent communication by the study team. Contact details will be collected and handled in accordance with the approved protocol and applicable confidentiality requirements. No patient will be enrolled solely on the basis of preliminary screening.
Formal screening and eligibility confirmation will be undertaken by the principal investigator or an appropriately qualified and trained delegated clinician. This assessment will include a review of relevant medical history, current antihypertensive medications, concomitant treatments, available medical records, blood pressure measurements, physical examination findings, and protocol-specified laboratory investigations or other assessments, as applicable. The investigator will determine eligibility against the complete inclusion and exclusion criteria specified in the protocol. Any additional investigations required to establish eligibility will be ordered or arranged by an appropriately qualified clinician in accordance with the approved protocol and applicable clinical practice.
All patients undergoing formal screening will be assigned a unique screening identification number and documented in the study screening log, irrespective of whether they subsequently enroll in the trial. Screening outcomes, including reasons for ineligibility, refusal to participate, or failure to proceed to enrolment, will be recorded as appropriate. Re-screening may be undertaken where clinically and scientifically justified and permitted by the protocol; the reasons and findings will be documented in the source records and case report form (CRF/eCRF).

[bookmark: _Toc243390944]Informed consent process SPIRIT Item 32a 32b

	Spirit item guideline consent or ascent 

	Informed consent 32a
Who will obtain informed consent or assent from potential trial participants or authorized proxies, and how
	Role, experience, and training of individuals obtaining consent
 • How consent will be obtained from potential participants
 • If applicable, how assent will be obtained from pediatric participants who are too young to consent, including: o How information will be provided to potential participants o How their understanding and assent will be ascertained 
• Any plans to obtain proxy consent from potential adult participants who lack decisional capacity, including: o Who will determine the individual's decisional capacity 
o Any formal capacity instrument to be used 
o Any plan for securing informed agreement to continue participation once decisional capacity is regained

	
Additional consent provision 32b
Additional consent provisions for collection and use of participant data and biological specimens in ancillary studies, if applicable
	• How consent will be obtained for using participant data and biologic specimens in specified or unspecified ancillary studies • How the data and specimens will be collected and stored for ancillary studies



[bookmark: _Toc243390945]Informed consent procedure 
<Describe the informed consent process clearly. State that participation is voluntary and withdrawal is allowed at any time. State that written informed consent must be obtained before any study procedures is started, using only ERB-approved documents. Indicate who is responsible for obtaining consent (PI or designee), where and how it should be conducted (in a private and respectful setting), and that participants must be given enough time to read or be read the document. Explain that the process should include discussion of risks and procedures, allow for questions, and address language barriers. Allow family members or aides to be present if desired.>
Example text
Potentially eligible patients identified during pre-screening will be provided with the Participant Information Sheet (PIS), explaining the nature and purpose of the study, the procedures involved, the expected duration of participation, the number and schedule of study visits, potential risks and anticipated benefits, and the implications and requirements of participation. Patients will be informed that participation is entirely voluntary and that they may decline participation or withdraw from the study at any time, without penalty, prejudice to their future care, or any effect on the routine medical treatment provided by the hospital. They will not be obliged to provide a reason for declining or withdrawing; however, they may be invited to share their reasons voluntarily to help the investigators identify difficulties and improve study procedures. Patients will be given adequate opportunity to ask questions and seek clarification before deciding whether to participate.
The consent process will be conducted by the Principal Investigator or a suitably qualified, GCP-trained and delegated physician. Where a member of the research team other than the treating physician is required to approach a patient or provide detailed study information, the patient's permission will be obtained before proceeding. The consent discussion will take place in the designated study room within the department, ensuring privacy and freedom from interruption.
Patients who receive the PIS before attending the study site and express an interest in participation will undergo a detailed consent discussion with the authorized investigator. Their eligibility will be formally confirmed in accordance with the protocol, and written informed consent will be obtained before enrolment, randomization or any study-specific procedures.
Patients who receive the PIS during their OPD visit will be allowed adequate time to consider participation and discuss the study with family members or other persons, if desired. With the patient's permission, a member of the study team may subsequently contact the patient to answer questions and arrange a consent appointment. If the patient is willing to participate, the investigator will complete the eligibility confirmation and consent procedures using one of the following methods, as permitted by the approved protocol and the Ethics Review Board (ERB):
1. Face-to-face consent: The consent discussion will be conducted during a routine clinical visit or a scheduled appointment in the designated study room. The investigator will explain the study, address the patient's questions and confirm voluntary agreement before the participant signs and dates the consent form.
2. Remote consent through videoconference: Where permitted by the ERB and institutional policy, the PIS and consent form will be provided to the patient in advance. The authorized investigator will conduct a live videoconference interview, explain the study and each consent statement, answer questions, and verify the participant's identity in accordance with institutional procedures. The participant will sign and date the consent form, and the investigator will complete the required signature and documentation. Where an impartial witness is required, the witness will observe the consent discussion and sign and date the consent form in accordance with the approved procedure.
3. Remote consent through telephone: Where specifically approved by the ERB and institutional policy, the consent discussion may be conducted by telephone after the participant has received the PIS and consent form. The investigator will explain the study, review the consent statements, address questions and verify the participant's identity in accordance with institutional procedures. The procedure for obtaining signatures, witness attestation where required, exchanging signed documents and documenting consent will follow the ERB-approved arrangements. No study-specific procedures will be initiated until valid consent has been appropriately documented.
For remote consent, the participant and the person obtaining consent may sign on different dates, provided that the sequence of consent, signature verification and documentation complies with the approved procedure. The investigator must ensure that the signed consent documentation has been received and verified before enrolment, randomization or initiation of any study-specific procedures.
The participant must personally sign and date the latest ERB-approved version of the Informed Consent Form. If the participant requires assistance with reading, writing their name or completing other sections of the form, assistance may be provided in the participant's presence and at their request. The nature of the assistance and the reason for it will be documented in a file note attached to the consent form. An impartial witness will be involved where required by the applicable consent procedure. A family member or other person may assist with completing the form but must not sign on behalf of the participant. Where a legally acceptable representative is required, the consent process will follow applicable ethical and regulatory requirements.
The participant will receive a copy of the fully signed consent form and the participant information materials. The original signed consent form will be retained securely in the Investigator Site File (ISF), and a copy will be filed in the participant's medical records in accordance with institutional policy. A copy may be provided to the participant's treating physician where appropriate and permitted by the participant and applicable confidentiality requirements.
Details of the eligibility assessment and informed consent process, including the date of consent, version of the approved consent documents, method of consent, identity of the person obtaining consent, and any witness involvement or assistance provided, will be documented in the participant's medical records and study records. The eligibility confirmation document will be completed and signed by the authorized investigator and retained in the ISF, with a copy maintained in the participant's medical records. All consent forms, eligibility records and related documents will be handled securely and made accessible only to authorized personnel in accordance with the approved protocol, ERB requirements, Good Clinical Practice (GCP) and applicable institutional and regulatory requirements.

[bookmark: _Toc243390946]Baseline assessments 
<example text>
After confirmation of eligibility the patients will undergo baseline assessments. These include measurements which include weight, and measurement of blood pressure.  Further includes study case report forms which include demographic form, medical history form, concomitant medication form review of medical records, baseline ECG, serum urea and creatinine levels. The pregnancy is excluded in the research, if women is doubtful a pregnancy test can be ordered
[bookmark: _Toc243390947]Randomization procedures   SPIRIT items [21a 21b 22 23]

	Spirit item randomization

	SPIRIT Item Sequence generation 21 a
Who will generate the random allocation sequence and the method used
	• Who will generate the allocation sequence 
• Method of sequence generation (e.g., computerized random number generator) 
• Any software used

	SPIRIT Item Type of randomization 21b
Type of randomization (simple or restricted) and details of any factors for stratification. To reduce predictability of a random sequence, other details of any planned restriction (e.g., blocking) should be provided in a separate document that is unavailable to those who enroll participants or assign interventions
	Type of randomization: simple versus restricted (e.g., blocked); fixed versus adaptive (e.g., minimization); and where relevant, the reasons for such choices
 • If applicable, factors (e.g., trial site, sex, disease stage) to be used for stratification, including categories and relevant cut-off boundaries. 
• For restricted randomization: aside from the above, all other details on restriction (including minimization) should be provided in a separate document in order to reduce predictability of the random sequence

	SPIRIT Item Allocation concealment mechanism 22
Mechanism used to implement the random allocation sequence (e.g., central computer/telephone; sequentially numbered, opaque, sealed containers), describing any steps to conceal the sequence until interventions are assigned
	How the individuals enrolling participants will be kept unaware of the next trial group assignment in the random sequence (not to be confused with blinding)

	Implementation23
Whether the personnel who will enroll and those who will assign participants to the interventions will have access to the random allocation sequence
	Who will have access to the random allocation sequence
 • Who will enroll participants
 • Who will assign participants to interventions
 • Whether the personnel enrolling and assigning participants will have no access to the random allocation sequence When individuals involved in sequence generation and allocation concealment are the same individuals involved in the implementation of assignment:
 • How and where the random allocation list will be securely stored 
• Any mechanisms to prevent those enrolling and assigning participants from accessing the list



< Here is a refined and direct version of your provided text, polished for clarity and professional academic tone:

Describe the methods for group allocation. If using non-randomized methods (such as quasi-experimental designs), clearly explain the allocation criteria and rationale. If using randomized methods, specify the approach used, such as a coin toss, lottery method, block randomization, stratified block design, or adaptive design. Detail the sequence generation process, specifying whether a computer algorithm, web-based platform, Electronic Data Capture (EDC) system, or Interactive Web Response System (IWRS) was utilized. Explain the allocation concealment mechanism, such as sequentially numbered opaque sealed envelopes, a centralized site, or an investigational pharmacy. Finally, outline the implementation workflow, identifying who generated the sequence, who enrolled participants, and who assigned them to interventions.
 >
<Example text>
Sequence Generation
Stratified block randomization will be used to ensure balance in key prognostic variables across study groups. Participants will be stratified based on [e.g., age group (<60 vs ≥60 years) and disease severity (mild vs moderate/severe)], and within each stratum, randomization will occur in variable block sizes (e.g., blocks of 4 or 6) to maintain allocation concealment and balance over time. The randomization sequence will be generated using validated computer software by an independent statistician who is not involved in participant recruitment or clinical management. The sequence will be securely stored and accessible only to designated trial personnel responsible for allocation.
Allocation Concealment Mechanism
Allocation will be concealed using sealed, opaque, and sequentially numbered envelopes prepared for each stratum. Each envelope will contain the pre-assigned group based on the stratified block sequence. Envelopes will be opened sequentially only after confirming participant eligibility and obtaining informed consent.
Implementation
An independent trial coordinator, who has no role in patient recruitment or treatment, will implement the randomization procedure. This individual will ensure that the correct envelope is selected based on the participant’s stratification characteristics and will record the allocation in a secure trial database. The randomization list and envelopes will be stored securely, with restricted access to preserve the integrity of the study.

[bookmark: _Toc243390948]Blinding and masking [SPIRIT item 24a 24b 24c]

	SPIRIT item guidelines blinding and masking  

	24 a
Who will be blinded after
assignment to interventions
(e.g., participants, care
providers, outcome assessors,
data analysts)
	Who will be blinded to treatment assignments:
o Trial participants
o Care providers (i.e., those administering the intervention)
o Outcome assessors (i.e., those who determine if a participant experienced the
outcome of interest). e.g., the participant (for patient-reported outcomes),
care provider, or independent observer
o Data analysts performing the statistical analysis

	24b
If blinded, how blinding will be achieved and description of the similarity of interventions
	For blinded trials: 
• Mechanism to establish blinding (e.g., identical placebo, double-dummy) 
• Any similarities or differences in characteristics (e.g. appearance, taste) of the interventions being compared • Any procedures intended to maintain blinding and reduce risk of accidental unblinding
 • Any procedures intended to evaluate blinding procedures (e.g., pre-trial testing of blinding procedures)

	24c
If blinded, circumstances under which unblinding is permissible, and procedure for revealing a participant’s allocated intervention during the trial
	For blinded trials: 
• Circumstances under which unblinding is permissible during the trial (e.g., to reduce immediate risk for a participant) 
• Procedure for revealing a participant’s allocated intervention during the trial



<in this section describe the blinding and masking procedures. Clearly state who will be blinded patients, care givers, outcome assessors, study physicians trial statisticians. Also describe the masking strategies for each level the masking is done. If applicable describe procedures for emergency break code   >

[bookmark: _Toc243390949]Participants timeline [SPIRIT Item 18]
	Participants timeline

	Spirit item guideline 18
Time schedule of enrolment, interventions (including any runins and washouts), assessments, and visits for participants. A schematic diagram is highly recommended (see Figure).
	• Schematic diagram outlining the schedule and time commitment for trial participants, including: o Timeline of trial visits starting from eligibility screening to trial close-out o Timeline of interventions including any run-in and washout periods o Procedures and assessments performed at each visit, referencing specific data collection forms, if relevant


 

<Example text>
Follow up visits 
Follow-up Visit 1: Week 4 Day 28 ± 7 days
Blood Pressure Assessment
Measure systolic and diastolic blood pressure using a validated automated digital sphygmomanometer (average of three seated readings).
Treatment Adherence and Compliance
Assess medication adherence through participant interview, missed-dose history, and pill count, where applicable.
Adverse Event Assessment
Record adverse events (AEs) and serious adverse events (SAEs), including onset, severity, outcome, and suspected relationship to study medication.
Concomitant Medications and Safety Monitoring
Document concomitant medications, dose modifications, treatment interruptions, and relevant clinical findings.
Perform protocol-specified safety investigations, where applicable.
Follow-up Visit 2: Time frame: Day 56 ± 7 days
Blood Pressure Assessment
Measure systolic and diastolic blood pressure using the standardized measurement procedure.
Treatment Adherence and Compliance
Assess medication adherence, missed doses, and pill count, where applicable.
Adverse Event Assessment
Record new, ongoing, or resolved AEs and SAEs since the previous visit.
Concomitant Medications and Safety Monitoring
Document concomitant medications, dose modifications, treatment interruptions, and relevant clinical findings.
Perform protocol-specified safety investigations, where applicable.
Final Follow-up Visit: Week 12 Time frame: Day 84 ± 7 days
Blood Pressure Assessment
Measure systolic and diastolic blood pressure and determine achievement of the predefined target blood pressure.
Treatment Adherence and Compliance
Assess overall medication adherence and compliance throughout the trial and document treatment discontinuations.
Fundoscopic Assessment
Repeat fundoscopy using the same assessment method and grading system used at baseline.
Adverse Event Assessment
Record AEs and SAEs, including severity, outcome, and suspected relationship to study medication; document ongoing events requiring follow-up.
Final Safety and Outcome Assessment
Review concomitant medications, treatment discontinuations, and relevant safety findings.
Complete final outcome assessments and study data collection.
General safety procedure: Adverse events reported between visits shall also be documented and managed according to the protocol and applicable regulatory requirements. Serious adverse events must be reported promptly without waiting for the next scheduled visit.


[bookmark: _Toc243390950]Study interventions 
[bookmark: _Toc243390951]Study interventions [SPIRIT Item 15]

	SPIRIT guidelines interventions and comparator 

	Interventions and comparator 15 
Intervention and comparator with sufficient details to allow replication including how, when, and by whom they will be administered. If relevant, where additional materials describing the intervention and comparator (e.g., intervention manual) can be accessed
	• Details of each intervention and comparator to allow replication, including: 
o Components of the intervention and comparator 
o How they will be administered 
o When and for how long they will be administered
 o Any procedure for tailoring the intervention to individual participants
 o Any physical or informational materials to be used as part of the intervention/comparator (e.g., instruction manual) and where the materials will be made accessible 
• When comparator group is “usual care”:
 o Description of usual care and any plans to track and measure it during the trial 
o Whether the intervention group will also receive usual care


 < in this section describe all interventions related procedures. In detail allowing replications. The subheadings created in this section are for example. Make own subheadings related to your own study >
<Example text >
[bookmark: _Toc243390952]Baseline Assessment
All eligible participants will undergo a comprehensive baseline evaluation prior to randomization and initiation of trial interventions.
Demographics & Clinical History: Documentation of age, sex, ethnicity, medical history, comorbid conditions, concurrent medications, and known drug allergies.
Physical & Anthropometric Examination: Evaluation of vital signs (heart rate, body temperature, respiratory rate), height, weight, body mass index (BMI), and waist circumference.
Standardized Blood Pressure (BP) Measurement: Blood pressure (BP) will be measured using a calibrated mercury sphygmomanometer and a stethoscope.
Procedure: Participants must rest in a seated position in a quiet room with back support and arm supported at heart level for at least 5 minutes prior to measurement. Three consecutive readings will be recorded at 1- to 2-minute intervals, and the mean of the last two measurements will be recorded in the Case Report Form (CRF).
Baseline Laboratory Investigations & Sample Handling:
Venous Blood Sampling: A total of 10 mL of venous blood will be collected via venipuncture into designated vacutainer tubes (e.g., EDTA for complete blood count, SST serum separator for renal/liver chemistry, and Fluoride-Oxalate for plasma glucose).

<The participant timeline figure is adopted from SPIRIT guidelines. The protocol authors are required to customize it in accordance with their study requirements>
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[bookmark: _Toc243391010]Figure 2 Participants timeline





Required Testing: Complete blood count (CBC), serum electrolytes (sodium, potassium, chloride), serum creatinine, blood urea nitrogen (BUN), fasting blood glucose, lipid profile, and liver function tests (ALT, AST, total bilirubin).
Sample Processing: Blood samples will be centrifuged at 3000 rpm for 10 minutes within 1 hour of collection. Serum/plasma aliquots will be stored at −20C if batch analysis is required.
Urinalysis: Spot urine sample collected for dipstick analysis (protein, glucose, microscopic hematuria) and spot urine albumin-to-creatinine ratio
[bookmark: _Toc243390953]Trial Interventions & Administration
[bookmark: _Toc243390954] Group A – Drug A Intervention Protocol
Formulation & Route: Drug A will be provided as [Dose Form, e.g., film-coated tablets] administered orally with water once daily in the morning at approximately 08:00 AM.
Starting Dose: Participants randomized to Group A will receive Drug A [Dose] mg daily.
Dispensing & Adherence: Investigational products will be dispensed by the trial pharmacist in blister packs with unique kit serial numbers. Participants will return unused medication and empty packaging at each visit to assess treatment adherence via pill count.
[bookmark: _Toc243390955]Group B – Drug B Intervention Protocol
Formulation & Route: Drug B will be provided as [Dose Form] administered orally once daily in the morning at approximately 08:00 AM.
Starting Dose: Participants randomized to Group B will receive Drug B [Dose] mg daily.
Dispensing & Adherence: Managed under identical double-dummy/matching packaging conditions to maintain study blinding.
[bookmark: _Toc243390956]Dose Escalation & Titration Criteria
Titration Schedule: At Week [X], blood pressure will be evaluated. If office systolic BP remains 140 mmHg or diastolic BP 90 mmHg in the absence of drug toxicity, the dose will be up-titrated to [Next Dose Level] mg daily.
Dose Reduction / Interruption: If systolic BP drops below 100 mmHg or diastolic BP below 60 mmHg, or if symptomatic hypotension/adverse reactions occur, the protocol allows a step-down dose reduction or temporary suspension until stabilization.
Documentation: All dose adjustments, holds, or permanent discontinuations must be logged with specific rationale in the participant's CRF.
[bookmark: _Toc243390957]Diagnostic & Monitoring Procedures
Standardized 12-Lead Electrocardiogram (ECG)
Schedule: Performed at Baseline, Week [X], and Final Study Visit (Week [Y]).
Procedure: Recorded after 5 minutes of supine rest using a standard 12-lead digital electrocardiograph ([Insert Device Model]; paper speed 25 mm/s, calibration 10 mm/mV).
Evaluation: PR interval, QRS duration, QT/QTc interval, and signs of left ventricular hypertrophy (LVH) or acute ischemia will be analyzed by a blinded study physician/cardiologist.
1.3.2 Standardized Ophthalmic & Fundoscopic Examination
Schedule: Performed at Baseline and Final Visit (Week [Y]).
Procedure:
Pupillary Dilation: Dilation achieved using 1 drop of Tropicamide 1% in each eye (unless contraindicated by narrow-angle glaucoma risk).
Examination Method: Slit-lamp bio-microscopy using a high-magnification non-contact lens (e.g., 90D or 78D) or direct fundoscopy performed by a trained physician/ophthalmologist.
Grading Criteria: Retinal vascular status, arteriolar narrowing, AV nicking, hemorrhages, exudates, and papilledema will be systematically classified using the Keith-Wagener-Barker (KWB) classification system or ETDRS grading scales.
[bookmark: _Toc243390958]Safety Monitoring & Emergency Management Protocol
Severe Hypertensive Response (180 / 110 mmHg)
Immediate re-measurement after 5 minutes of rest. If confirmed, the patient will be evaluated for end-organ damage (headache, visual disturbance, chest pain, neurological deficit).
If hypertensive emergency/urgency is diagnosed, participant receives immediate protocol-driven antihypertensive therapy per hospital clinical standards, and is managed as a Serious Adverse Event (SAE) with potential study drug suspension.
Severe Hypotensive Response (90/60 mmHg)
Immediate physical assessment for postural symptoms, dehydration, or hypovolemia.
Oral hydration or IV isotonic saline infusion administered if clinically indicated. Study medication paused until normal blood pressure returns.

[bookmark: _Toc243390959]Criteria for discontinuation /modification of allocated treatment [SPIRIT ITEM 15b] 

	Spirit checklist interventions and comparator 

	Interventions and comparator
15b
Criteria for discontinuing or modifying allocated intervention/comparator for a trial participant (e.g., drug dose change in response to harms, participant request, or improving/worsening disease)
	• Criteria to guide modifications to trial intervention/comparator (e.g., drug dose changes in response to harms, participant request, or improving/worsening disease) • Criteria to guide discontinuation of trial intervention/comparator



             < Example text >
· Participants in either treatment group may have their allocated medication discontinued or modified under certain conditions.
· If a participant develops severe adverse effects such as symptomatic hypotension, significant peripheral edema (in the amlodipine group), or hyperkalemia (in the losartan group), the medication will be either dose-reduced or discontinued based on clinical judgment.
· Treatment may also be modified if blood pressure readings fall below 100/60 mmHg on two consecutive visits or if the patient reports intolerable side effects despite supportive measures.
· Participants who show consistently controlled blood pressure for more than 8 weeks without symptoms may have their medication tapered or maintained at the lowest effective dose, as per the investigator’s discretion. 
· Additionally, participants may request to stop or modify treatment at any time, and this will be documented along with the reason. All decisions regarding treatment modification or discontinuation will be recorded in the case report form, and participants will continue to be followed up for study outcomes even if the allocated treatment is stopped.

[bookmark: _Toc243390960]Strategies to improve adherence [SPIRIT item 15c]

	SPIRIT Guidelines adherence 

	15c
Strategies to improve adherence to intervention/comparator protocols, if applicable, and any procedures for monitoring adherence (e.g., drug tablet return, sessions attended)
	• Strategies for improving fidelity of care providers and adherence of participants to intervention/comparator protocols, if applicable
• When and how fidelity of care providers and adherence of participants to intervention/comparator protocols will be assessed, if applicable 
• Where appropriate, prespecified definition for classifying participants as being treated as planned or not



<This section should describe the strategies that will be employed to improve and monitoring adherence to both the intervention and the comparator throughout the trial. Strategies may include regular reminders, patient education, follow-up calls, and simplified dosing schedules. Monitoring procedures can include tablet counts, drug diary reviews, electronic monitoring systems, and attendance records for behavioral or training sessions. Additional methods such as usage logs, compliance checklists, or digital tracking tools may also be appropriate. >
<Example text >
To enhance adherence, participants will receive initial counseling and written instructions. For those on metformin, a once-daily dosing schedule will be followed, supported by weekly SMS reminders. In the lifestyle group, attendance at biweekly dietary and exercise sessions will be recorded, with follow-up for missed sessions. Medication adherence will be monitored through pill counts and patient diaries, while lifestyle adherence will be tracked using activity and diet logs. Random phone check-ins will be conducted to reinforce compliance. All adherence data will be recorded in case report forms.
[bookmark: _Toc243390961]Concomitant care that is allowed or prohibited during the trial [spirit checklist item 15d]

	SPIRIT guidelines 

	15d
Concomitant care that is permitted or prohibited during the trial
	Relevant concomitant care that is allowed (e.g., rescue interventions) or prohibited during the trial 
• Any plans to record concomitant care received, including “usual care



<Example text >
1. Medications such as NSAIDs, corticosteroids, or any drugs known to significantly affect blood pressure will be prohibited during the study period, as they may interfere with the evaluation of the trial drug’s efficacy.
2. If a participant develops a newly diagnosed condition that requires the use of any of these prohibited medications, they will be considered for withdrawal from the trial to maintain the integrity of the study outcomes.
3. In such cases, the decision will be made by the principal investigator based on clinical judgment and documented accordingly.
[bookmark: _Toc243390962]Reasons for participation withdrawal /handling 

<The reasons which make patient to withdraw from the study should be documented on case report forms. The patients are free to leave the trial at any stage and can withdraw consent.  Besides the study investigators can withdraw or discontinue patient(s) from the study. such procedures and criteria for patient withdraw / discontinue from the study should be clearly stated and defined in the protocol>  
<example text> 
Patients are free to withdraw from the trial at any time without providing a reason and without any penalty or loss of benefits. Investigators may also withdraw a patient from the study under certain conditions, such as:
· The development of new medical conditions that make continued treatment with the investigational product potentially harmful.
· The occurrence of adverse events that require discontinuation of the trial medication for the patient's safety.
· Issues related to poor compliance or tolerability of the trial medication, which may compromise the integrity of the study or the well-being of the patient.
[bookmark: _Toc243390963]Premature termination or suspension of the study 
<example text>
The study may be prematurely terminated or suspended under various circumstances, including but not limited to the following
· Poor adherence to the trial protocol
·  interim analysis indicates that further continuation of the study is unlikely to provide meaningful results
· Significant risk or harm identified to study participants
· Emergence of new scientific or clinical evidence requiring discontinuation of interventions
· Withdrawal of favorable opinion by the Ethics Review Board (ERB)
· Regulatory authority requires suspension or termination
· Sponsor decides to stop the trial due to feasibility or strategic reasons
· Lack of funding or resources
· Inadequate participant enrollment or high dropout rate
In case of study termination or suspension:
· All relevant stakeholders will be notified promptly
· Necessary documentation will be completed and submitted to regulatory authorities, ethics committees, and trial registries
· Measures will be taken to ensure participant’s safety and ethical handling of their data
· Study data up to the point of termination will be managed and analyzed as per protocol and regulatory requirements

[bookmark: _Toc243390964]Study outcomes [SPIRIT item 16]

	SPIRIT guidelines 

	Outcomes 16
Primary and secondary outcomes, including the specific measurement variable (e.g., systolic blood pressure), analysis metric (e.g., change from baseline, final value, time to event), method of aggregation (e.g., median, proportion), and time point for each outcome
	• Specification of which outcomes are primary and secondary
 • Rationale for the choice of trial outcomes and whether they are part of a core outcome set
 • For each outcome: 
o Specific variable to be measured (e.g., Beck Depression Inventory score, all-cause mortality), with definition where relevant 
o Analysis metric for each participant (e.g., change from baseline, end value, time-to-event) 
o Summary measure for each study group (e.g., mean, proportion with score > 2) 
o Time point of interest for analysis (e.g., 3 months)



< given below are examples. Introduce study tools/ instruments/ procedures for assessment of outcomes >
< Example text >
[bookmark: _Toc243390965]Primary outcome 
Change in Systolic Blood Pressure from Baseline to Week 12
Systolic blood pressure (SBP) will be measured at baseline and at each scheduled follow-up visit using a validated automated blood pressure measuring device according to a standardized measurement procedure. The primary outcome will be the change in SBP from baseline to Week 12, calculated as the difference between the SBP recorded at Week 12 and the baseline SBP. The outcome will be treated as a continuous variable and summarized using the mean and standard deviation. The mean change in SBP will be compared between the Drug A and Drug B groups to assess the relative effectiveness of the two antihypertensive treatments.
[bookmark: _Toc243390966]Secondary outcomes
Change in Diastolic Blood Pressure from Baseline to Week 12
Diastolic blood pressure (DBP) will be measured using the same standardized procedure at baseline and scheduled follow-up visits. The secondary outcome will be the change in DBP from baseline to Week 12. DBP will be analyzed as a continuous variable and summarized using the mean and standard deviation. The mean change in DBP will be compared between the Drug A and Drug B groups.
Achievement of Target Blood Pressure at Week 12
The proportion of participants achieving the predefined target blood pressure at Week 12 will be assessed in each treatment group. Target blood pressure will be defined according to the threshold specified in the study protocol. This outcome will be recorded as a binary variable, with participants categorized as either achieving or not achieving the target blood pressure.
Fundoscopic Changes from Baseline to Week 12
Fundoscopic examination will be performed at baseline and Week 12 to assess retinal changes associated with hypertension and to evaluate the ocular safety of the study medications. Fundoscopic findings will be documented systematically for each participant and categorized according to the presence or absence and severity of hypertensive retinal changes.
Fundoscopy Procedure
Fundoscopic examinations will be performed by a trained ophthalmologist using a standardized examination procedure. Where required, pupillary dilation will be performed using an appropriate mydriatic agent. Retinal findings will be assessed and documented for both eyes. The examination will focus on the presence and severity of hypertensive retinal changes, including arteriolar narrowing, arteriovenous crossing changes, retinal hemorrhages, exudates, and optic disc abnormalities.
Data Extraction and Variable Construction
Fundoscopic findings will be recorded as categorical variables. The presence or absence of individual retinal abnormalities will be recorded as binary variables, while the severity of hypertensive retinopathy will be classified using a predefined grading system. The change in fundoscopic findings from baseline to Week 12 will be assessed by determining the proportion of participants with new or worsening retinal abnormalities.
Incidence of Adverse Events
The safety of Drug A and Drug B will be assessed by recording the incidence of adverse events throughout the study period. Adverse events will be documented at each follow-up visit, including their type, severity, seriousness, duration, and relationship to the study medication. Adverse events will be summarized as categorical variables and compared between the two treatment groups.
Treatment Discontinuation Due to Adverse Events
The proportion of participants who discontinue the allocated treatment because of adverse events during the study period will be recorded and compared between the Drug A and Drug B groups. This outcome will be analyzed as a binary variable.
[bookmark: _Toc243390967]Statistical considerations
	SPIRIT Guidelines

	27a
Statistical methods used to compare groups for primary and secondary outcomes, including harms
	• Statistical methods for each analysis
o Main analysis method for statistical comparison
o Effect measure (e.g., absolute risk) with confidence intervals
o Statistical significance level
o For Bayesian analysis: choices of priors, computational choices, details of any
modelling, and effect measure with credible intervals
• For adjusted analyses (if applicable):
o Rationale for adjusted analyses
o List of covariates for adjustment
o Statistical methods
o If both adjusted and non-adjusted analyses are planned, which will be the
main analysis
• Methods to account for multiplicity, if applicable
• Reference to the full statistical analysis plan, if a separate document exists

	27b
Definition of who will be included in each analysis (e.g., all randomized participants), and in which group
	• Who will be included in the primary and other analyses (e.g. all randomized participants with either observed or imputed outcome data) o Any exclusions due to missing data or other reasons • Trial group in which participants will be analyzed (e.g., as-randomized)

	27c
How missing data will be handled in the analysis
	For each analysis:
• Assumption about the missing data mechanism (e.g., missing at random), with
justification
• How missing data will be handled (e.g., multiple imputation, model-based approaches),
with justification

	27d 
Methods for any additional analyses (e.g., subgroup and sensitivity analyses)
	For any planned subgroup analyses:
• Baseline variables to be explored
• Rationale
• Statistical methods (e.g., test of interaction)
• Cut-points and rationale for categorization of continuous baseline variables (if
applicable)
For any planned sensitivity analyses:
• Rationale
• Statistical methods

	28b
Explanation of any interim analyses and stopping guidelines, including who will have access to these interim results and make the final decision to terminate the trial
	Interim analyses: 
• When they will be conducted (timing and indications), and by whom 
• Statistical methods 
• Who will have access to interim results, and whether they will be blinded Stopping guidelines: 
• Any criteria (statistical or non-statistical) that will be used to inform decisions about early stopping or other adaptations (e.g., sample size re-estimation) 
• Who will make the decision to continue, stop, or modify the trial



[bookmark: _Toc243390968]Statistical analysis plan [SPIRIT items 27a 27b, 27c]
<Specify the primary and secondary hypotheses; alpha level; confidence interval level; p-value threshold; and whether hypothesis tests will be one-sided or two-sided. Describe the descriptive and inferential statistical analysis plan, including appropriate statistical tests and methods for reporting parameter estimates. State when the final analysis will be performed, i.e., after the last participant has completed the required follow-up duration and final scheduled visit, and the data have been cleaned and are ready for analysis. Define the analysis populations, including intention-to-treat (ITT), modified intention-to-treat (mITT), and per-protocol (PP), as applicable. Describe planned sensitivity analyses and specify any exploratory analyses, clearly distinguishing them from confirmatory analyses.>
[bookmark: _Toc243390969]Subgroup analysis SPIRIT item 27d
< state if subgroup analysis is planned If it is not planned then write not applicable > 
[bookmark: _Toc243390970]Interim analysis [ SPIRIT ITEM 28Bb]
<describe procedures, timelines for interim analysis if planned>
       
[bookmark: _Toc243390971]Assessment of safety [SPIRIT item 17]

	SPIRIT guidelines 

	Harms 17
How harms are defined and will be assessed (e.g., systematically, non-systematically)
	For each systematically assessed harm (active/targeted surveillance):
• Definition and measurement (e.g., name of validated questionnaire)
• Where appropriate, the metrics, method of aggregation, and time point of interest for
analysis
• Procedures for harms assessment, including:
Who will do the assessment, and whether they will be blinded to the allocated
trial group
o Assessment time points and overall time period for recording harms
For each non-systematically assessed harm (passive surveillance):
• How data will be collected
• Assessment time points and overall time period for recording harms
• Process for coding each adverse event and grading its severity, including:
o Who will do the coding and severity grading, and whether they will be blinded
to the allocated trial group
o Which coding and severity grading systems will be used, if any
For grouping of harms by seriousness, severity, body system, discontinuation of intervention
(due to harms), and causality:
• Definitions of grouping categories
• Who will do the grouping, and whether they will be blinded to the allocated trial group
If relevant:
• Process of reporting important adverse events to applicable groups (e.g, sponsor,
regulator, data monitoring committee)



[bookmark: _Toc243390972]Harms 
< Harms may include patient-related outcomes such as clinical complications, hospitalizations, or mortality, and may also involve objective markers such as abnormal laboratory values—for example, elevated liver enzymes or changes in ECG findings. The protocol will specify how adverse events will be captured throughout the study duration, including who is responsible for identifying and reporting harms, and whether the assessor will be blinded to study group allocation to minimize bias. Retain below the definitions of adverse events, serious adverse events unanticipated problems in your protocol >
[bookmark: _Toc243390973]Adverse Event
Retain this definition in the protocol 
<An adverse event is defined as any untoward or unfavorable medical occurrence in a study participant, including any abnormal sign (such as abnormal physical examination or laboratory findings), symptom, or disease that is temporally associated with the subject’s participation in the research, regardless of whether it is considered related to the investigational product or procedures. This includes both anticipated and unanticipated medical occurrences that may or may not be related to the study intervention.>
<Example text >
· Dizziness, light-headedness and headache.
· Symptomatic hypotension and postural (orthostatic) hypotension.
· Fatigue, weakness and lethargy.
· Peripheral oedema, particularly ankle swelling.
· Palpitations or changes in heart rate.
· Cough, where relevant to the antihypertensive medicine used.
· Gastrointestinal symptoms, including nausea and vomiting.
· Abnormal renal function or serum electrolyte levels, where relevant to the intervention.
· Any other new symptom, illness, clinically significant laboratory abnormality or medical condition occurring during the trial
[bookmark: _Toc243390974]Adverse events excluded from reporting 
The protocol can set limits which are the adverse events are common events which the investigators can exclude from noting and reporting. Likewise for serious adverse such as mortality if it is common for the stage of population under or taken as outcome, then it can be exempted from expediated reporting 
Example text 
The following symptoms may be considered routine, non-serious adverse events when they are mild, transient, do not require medical intervention, and do not significantly affect daily activities or treatment adherence:
· Dizziness, light-headedness, and headache.
· Mild, transient symptomatic or postural (orthostatic) hypotension.
· Mild fatigue, weakness, or lethargy.
· Mild gastrointestinal symptoms, including nausea and vomiting.
· Mild cough, where relevant to the antihypertensive medication used.
If any of these symptoms persist, worsen, require medical assessment or treatment, significantly interfere with daily activities, or affect treatment adherence, they will be documented and managed as adverse events. Their severity, seriousness, and relationship to the allocated study medication will be assessed by the Principal Investigator or a designated qualified physician.
[bookmark: _Toc243390975]Serious Adverse Event SAEs
<Retain this definition >
A serious adverse event (SAE) is an adverse event that meets one or more of the following criteria: results in death
· is life-threatening (i.e., places the subject at immediate risk of death at the time of the event),
· results in inpatient hospitalization or prolongation of existing hospitalization,
· leads to a persistent or significant disability or incapacity, or results in a congenital anomaly or birth defect. 
Additionally, medical events that may not meet the above criteria but require medical or surgical intervention to prevent one of these outcomes may also be considered serious, based on clinical judgment.
<Example text >
Protocol specific adverse events are 
· Severe symptomatic hypotension requiring emergency medical management or hospitalization.
· Syncope resulting in significant injury or requiring hospitalization.
· Stroke or transient ischemic attack requiring hospitalization.
· Acute coronary syndrome, myocardial infarction or other serious cardiovascular events.
· Acute kidney injury requiring hospitalization or urgent medical intervention.
· Serious electrolyte disturbances associated with clinical complications.
· Severe allergic reactions, including anaphylaxis.
· Any event resulting in death, being life-threatening, requiring inpatient hospitalization or prolongation of hospitalization, or causing persistent or significant disability.
· Any other event meeting the protocol-defined criteria for an SAE.
[bookmark: _Toc243390976]Unanticipated Problems UP
Unanticipated problems are those that are unexpected in nature, severity, or frequency, considering the research procedures outlined in the protocol and informed consent, as well as the characteristics of the study population. These problems are considered related or possibly related to participation in the study, where "possibly related" implies a reasonable possibility that the event was caused by study procedures. Furthermore, they suggest that participants or others may be at greater risk of harm (including physical, psychological, economic, or social harm) than was previously known or recognized.
[bookmark: _Toc243390977]SUSAR (Suspected Unexpected Serious Adverse Reaction
 An SAE that is suspected to be related to the drug AND is unexpected (i.e., its nature or severity is not consistent with the current Investigator's Brochure or package insert).

[bookmark: _Toc243390978]Relationship of the adverse events to the study 
All adverse events from date of randomization till completion of individual patient participation i.e. follow up should be recorded on case report forms. the adverse events should be assessed for severity, causality, expectedness etc. all adverse events should be properly documented on case report forms. 
[bookmark: _Toc243390979]Causality assessment 
The relationship between the adverse event and the study intervention should be assessed using standard criteria to determine if the event is:
· Related (possible or probable)
· Unrelated
An AE is considered related to the study intervention if:
· There is a reasonable temporal relationship between the administration of the intervention and the onset of the AE.
· The AE is known to occur as a reaction to the study intervention based on existing literature or previous reports.
· Alternative causes (e.g., underlying conditions or concomitant medications) are unlikely
2. Unrelated Adverse Event
· An AE is considered unrelated if:
· There is no temporal association between the study intervention and the AE.
· A more likely cause for the event is identified (e.g., pre-existing conditions, intercurrent illness, or other medications).
 Use the following grading system 
Use the following grading system for assessment of causality  

	Unrelated 
	The event is not considered related to the study interventions
	Unrelated 

	Unlikely to be related
	There is little evidence that the trial intervention caused the event. There is another more likely explanation
	

	Possibly related 
	There is some evidence that the trial intervention may have caused the event. Other causal factors cannot be ruled out.
	Related 

	Probably related 
	The temporal relationship and an absence of a more likely explanation suggest that the study intervention is the most likely cause.
	

	Definitely related 
	The known effects of the study intervention indicate that it is the most likely cause; other contributing factors can be ruled out.
	


[bookmark: _Toc243390980]Expectedness of the adverse event 
 For each adverse event the expectedness of the adverse events should be determine. The adverse event is either expected or unexpected 
[bookmark: _Toc243390981]Severity of the adverse events
In this section describe the procedures to establish the severity of the adverse events. Which may include clinical decisions, clinical guidelines or toxicity tables. describe who will decide the severity of the adverse events. Following grading system can be employed 
The following grading system will be employed:
· Grade 1 – Mild: No medical intervention required; no significant impact on daily activities.
· Grade 2 – Moderate: Minimal symptoms requiring only local or non-invasive interventions; mild impact on daily function.
· Grade 3 – Severe: Marked symptoms requiring medical attention and invasive interventions; significant interference with daily life.
· Grade 4 – Life-threatening or Disabling: Events requiring urgent medical intervention and hospitalization.
· Grade 5 – Fatal: Death related to the adverse event.
<Example text >
The severity of adverse events will be determined using a standardized grading system to ensure uniform assessment and documentation. The grading will be based on clinical judgment, relevant clinical guidelines, and established toxicity tables, such as the Common Terminology Criteria for Adverse Events (CTCAE), where applicable.
The severity of each adverse event will be assessed by the Principal Investigator (PI) or a designated qualified physician on the research team. When necessary, the determination may involve consultation with clinical specialists or adherence to disease-specific guidelines.

[bookmark: _Toc243390982]Adverse events capture method 
<Describe how the adverse events will be captured. Examples include but not limited to patient diaries, clinical examination/ progression notes.  Explain Procedures to fill CRF forms about adverse events, how grading will be done, etc. >
<example text >
Adverse events (AEs) will be captured using a combination of active and passive surveillance methods throughout the study period. Data sources will include:
· Patient self-reporting through verbal communication or structured patient diaries, where applicable
· Clinical examinations during scheduled follow-up visits
· Review of clinical progression notes and medical records by the study team
At each study visit, participants will be specifically asked about any new symptoms or changes in health status. Clinical staff will also review physical findings and laboratory data to identify any AEs.
All identified adverse events will be documented in the Adverse Event section of the Case Report Form (CRF). The following details will be recorded:
· Description of the event
· Date of onset and resolution
· Severity (graded using the standard system outlined in Section 1.1)
· Assessment of causality (relationship to the study intervention)
· Action taken (e.g., discontinuation of study drug, additional treatment)
· Outcome of the event
· Whether it qualifies as a serious adverse event (SAE)
Severity grading will follow a standardized grading system such as the Common Terminology Criteria for Adverse Events (CTCAE) or trial-specific guidelines. Grading will be performed by the Principal Investigator or a designated qualified clinician based on clinical judgment and available clinical data.
All AEs and SAEs will be monitored, reviewed, and resolved in accordance with the trial’s Data Monitoring and Safety Plan. Documentation will be complete, timely, and consistent with Good Clinical Practice (GCP) standards.
[bookmark: _Toc243390983]Adverse events reporting procedures
All adverse events (AEs), serious adverse events (SAEs), and unanticipated problems, including serious unanticipated problems, will be promptly documented and reported according to applicable regulatory requirements.
These events must be reported to the following entities:
· The study sponsors
· Relevant regulatory authorities
· The Institutional Review Board (IRB)/Ethical Review Committee (ERC)
The timelines and reporting formats will adhere to national and institutional guidelines. Serious and unexpected adverse events that are related or possibly related to the study intervention must be reported within 24 to 72 hours, as per regulatory requirements.
Detailed procedures for identifying, documenting, evaluating, and reporting adverse events are outlined in the Data Monitoring and Safety Plan (DMSP) of this study. The plan includes specific responsibilities, timelines, and forms to be used during the reporting process.
[bookmark: _Toc243390984]Pregnancy reporting 
< include this heading only if it is relevant or applicable. The protocol should specify whether pregnancy and lactation are exclusion criteria, taking into consideration the known or potential risks associated with the study interventions. Appropriate pregnancy prevention, testing, and monitoring procedures should be defined where applicable.
If a participant is found to be pregnant before randomization or enrolment, she should not be enrolled in the trial, and the circumstances should be documented and managed in accordance with the protocol. However, enrolling such a patient should be taken as major protocol deviation with protocol reporting procedures should be adopted
If pregnancy is identified after enrolment or occurs during the trial, the PI should promptly notify the Sponsor and the relevant oversight bodies, as applicable, in accordance with the specified reporting requirements. The participant's continued participation in the study intervention should be reviewed, and treatment should be discontinued where clinically indicated or required by the protocol. Appropriate obstetric assessment, counselling, and clinical follow-up should be arranged.
Pregnancy outcomes, including miscarriage, stillbirth, live birth, congenital abnormalities, and other relevant maternal or fetal outcomes, should be documented and followed up as appropriate, subject to participant consent and applicable ethical and regulatory requirements. All assessments, decisions, notifications, and follow-up information should be recorded in the relevant source documents and CRF.>
[bookmark: _Toc243390985]Responsibilities in adverse events management 
<In this section specify responsibilities of PI and other trial related persons. / bodies in adverse reported management. Below is given the example text.>
[bookmark: _Toc243390986]Principal Investigator (PI)
The Principal Investigator will be responsible for the clinical safety of trial participants at the study site and will:
· Ensure that participants are assessed for adverse events (AEs) at screening, treatment, and follow-up visits, as applicable.
· Ensure that all reported or identified AEs are documented in the Case Report Form (CRF).
· Assess and document the severity, seriousness, causality, expectedness, management, and outcome of adverse events.
· Ensure that serious adverse events (SAEs) are managed appropriately and reported to the Sponsor and RMU Ethics Review Board (ERB), as applicable, within the required timelines.
· Notify the Sponsor promptly of any new safety information that may affect participant safety or the continuation of the trial.
· Ensure appropriate clinical management, follow-up, and referral of participants experiencing adverse events.
· Maintain complete and accurate safety records and ensure that the research team follows the approved protocol and applicable ethical and regulatory requirements.
[bookmark: _Toc243390987]Sponsor
The Sponsor will be responsible for the overall oversight of trial safety and will:
· Establish procedures for collecting, reviewing, assessing, and reporting safety information.
· Ensure that safety reports are reviewed and that appropriate action is taken when new risks are identified.
· Ensure that applicable SAE and other safety-reporting requirements are fulfilled within the required timelines.
· Inform the PI and relevant oversight bodies of important new safety information that may affect participant safety or the benefit–risk assessment.
· Ensure that appropriate risk-mitigation measures, protocol amendments, or temporary suspension of trial activities are considered when necessary.
· Maintain appropriate records of safety assessments, reporting, and decisions throughout the trial.
[bookmark: _Toc243390988]Research Team and Trial Coordinator
The research team will:
· Ask participants about new symptoms, illnesses, medical consultations, and hospital admissions during scheduled contacts.
· Record reported and identified adverse events accurately in the CRF and source documents.
· Notify the PI promptly of any SAE, suspected serious drug reaction, or other clinically significant safety concern.
· Assist in obtaining relevant medical records, laboratory results, and follow-up information.
· Maintain confidentiality and ensure that safety information is handled in accordance with the approved protocol and institutional procedures.
[bookmark: _Toc243390989]Ethics Review Board (ERB)
The RMU ERB will review safety information and reports submitted within its remit and determine whether additional information, corrective measures, protocol amendments, or other participant-protection measures are required, in accordance with its procedures and applicable requirements.
[bookmark: _Toc243390990]Data Monitoring Committee (DMC), if applicable
<Where a DMC is established or required by the trial's risk assessment, it will independently review accumulating safety and other relevant trial data at predefined intervals. The DMC may recommend continuation, modification, temporary suspension, or termination of the trial based on its findings. Its composition, responsibilities, review procedures, and reporting arrangements will be specified in the DMC charter. Prepare and submit a separate data monitoring and safety plan >

[bookmark: _Toc243390991]Data collection quality and management procedures [SPIRIT item 25a 25b]
	SPIRIT Guidelines 

	25a
Plans for assessment and collection of trial data, including any related processes to promote data quality (e.g., duplicate measurements, training of assessors) and a description of trial instruments (e.g., questionnaires, laboratory tests) along with their reliability and validity, if known. Reference to where data collection forms can be accessed, if not in the protocol
	• Who will assess the outcome (e.g., participant, doctor, nurse, caregiver) 
• Who will collect the data (e.g., participant, doctor, nurse, caregiver) 
• Mode of data collection (e.g., paper-based data collection, mobile devices) 
• Description of data collection instruments (e.g. validated questionnaires, laboratory instruments), including reliability and validity 
• Processes to promote quality of data collection (e.g., duplicate measurements, training of assessors) 
• Where the data collection form can be accessed (e.g., appendix, link to repository) 
• Any pilot testing and assessment of reliability and validity of the forms, if performed

	25b
Plans to promote participant retention and complete follow up, including list of any outcome data to be collected for participants who discontinue or deviate from intervention protocols
	Retention strategies to promote complete follow-up and prevent missing data 
• List of outcome data that will be collected for participants who discontinue or deviate from intervention protocols 
• Any plans to record the reasons for: 
o Non-adherence (e.g., discontinuation of intervention due to harms versus lack of efficacy) 
o Non-retention (withdrawal from trial, lost to follow-up)



[bookmark: _Toc243390992]Data collection method [SPIRIT item 25a]
<This section outlines procedures of data collection and related procedures to ensure integrity of the collected data.  Describe in this section how study data will be collected such as paper case report forms, or electronic data capture methods. If EDC system is used describe the specific EDC system used for the study. The protocol should also specify who will be involved in data collection such as but not limited to participants can report adverse events in their diaries, nurse or care givers. Procedures should be described who will assess the outcomes such as but not limited to participants, nurses and doctors etc.  special focus should be made on quality of data. How errors in data collection, missing data duplicated entries will be assessed.  Describe trial instruments such as questionnaires lab tests for data collection>
[bookmark: _Toc243390993]Data handling and record keeping [spirit item 25 b]
<This section should detail the study’s procedures for data entry, data coding, validation, and secure storage. Describe how data will be entered (e.g., directly into an electronic data capture system or transcribed from paper forms), and outline strategies to minimize errors, such as double data entry, automated data validation checks, and routine monitoring. All staff involved in data collection and management must be adequately trained in data handling procedures, and training logs should be maintained as part of study documentation.
The protocol should briefly mention specific procedures for handling data queries, ensuring accurate data entry and coding, and maintaining both hard and electronic copies of study data. Detailed procedures will be described in detail in the Manual of Operating Procedures (MOP). This includes how corrections are documented, who is authorized to make changes, and audit trail maintenance.
Measures to ensure data security must be clearly outlined. These should include physical security (e.g., storing paper records in locked cabinets, restricting access to data storage areas) and electronic safeguards (e.g., use of password-protected computers, role-based access control, and data encryption). Access to sensitive data should be limited to authorized personnel only. After all data has been entered and verified, the soft copy should be locked to prevent unauthorized changes. Any modifications required after data locking must follow a documented amendment process, with justification, authorization by the principal investigator, and full audit trail documentation.>
<Example text >
Study data will be initially recorded on paper case report forms (CRFs) by trained staff. These forms will be reviewed for completeness and accuracy before being manually entered into password-protected departmental computers. To ensure accuracy, a subset of forms will undergo double data entry, and discrepancies will be resolved using source documents. Data queries will be documented and addressed within the defined procedures, including comments added and changes tracked. Once all data is verified and queries are resolved, the dataset will be locked to prevent further editing. If changes are required after data lock, they must be approved by the principal investigator, documented with reasons, and recorded in the change log as per the procedures defined in the study’s Manual of Operating Procedures (MOP). Paper CRFs will be stored securely in locked cabinets in a restricted-access area.
[bookmark: _Toc243390994]Access to the data
<Specify who will have access to study data, source documents, medical records, and the Investigator Site File (ISF), including the purpose of access and measures to maintain confidentiality and data security.>
Example Text: The PI, trial management team, and authorized study staff involved in screening, recruitment, intervention, and data management will have access to the relevant study records and Investigator Site File (ISF). Study data and participants’ medical records may be reviewed by authorized monitors, auditors, the study Sponsor or its designee, the RMU IRB/ERB, and relevant regulatory authorities for monitoring, auditing, and regulatory purposes. Anonymized or pseudonymized data will be provided to the study statistician(s) for analysis, as appropriate. All personnel will maintain the confidentiality of study information and will not disclose or use it for purposes unrelated to the study without appropriate authorization. Access to electronic databases will be restricted according to assigned roles and responsibilities.
[bookmark: _Toc243390995]Source documentations 
<This section outlines the management of source documents during the study. Source documents are original records where participant data is first recorded, including but not limited to medical records, clinical notes, laboratory reports, radiological results, questionnaires, and measurement tools. In cases where data is recorded directly onto the case report form (CRF), the CRF may serve as the source document.
All data entered into CRFs must be verified against source documents to ensure accuracy and completeness. Source documents must be stored securely, either in locked cabinets for paper files or on password-protected departmental computers for electronic records. In this regard institutional policies should be followed. Access should be restricted to authorized study personnel only. Procedures for handling, reviewing, and correcting source documents must follow Good Clinical Practice (GCP) standards and be outlined in the Manual of Operating Procedures (MOP)>.
[bookmark: _Toc243390996]Data archiving 
All physical and electronic study records must be archived for [specify number of years] after study completion, in accordance with ICH-GCP guidelines and applicable regulatory requirements. Records must be stored securely with restricted access. If data are deposited in an institutional or external data repository, specify the repository name, data deposited, access conditions, and retention period. The Principal Investigator or designated custodian shall oversee archiving and ensure authorized access and secure destruction of records after the retention period, where applicable.
[bookmark: _Toc243390997]Methods monitoring [SPIRIT item 28a 29]
[bookmark: _Toc243390998]Trial Monitoring and Auditing
Investigators should describe the arrangements for monitoring the conduct and progress of the trial to ensure that it is conducted in accordance with the approved protocol, applicable ethical and regulatory requirements, and Good Clinical Practice (GCP) principles. The protocol should specify the monitoring approach, responsible individuals or bodies, frequency of monitoring, and the key aspects to be assessed, including participant safety, informed consent, protocol compliance, data accuracy, completeness of study records, and timely reporting of adverse events.
The protocol should also state whether an independent audit is planned and identify the responsible auditing authority, where applicable. Auditing should be distinguished from routine monitoring and should assess compliance with the protocol, applicable procedures, and relevant regulatory requirements. The independence, scope, and frequency of audits should be described where these arrangements have been established.
Where applicable, investigators should describe how monitoring or audit findings will be documented, communicated to the principal investigator and relevant institutional authorities, and addressed through corrective and preventive actions (CAPA). Any significant findings affecting participant safety, data integrity, or trial conduct should be managed and reported in accordance with institutional policies and applicable requirements.
If formal monitoring or auditing is not planned, this should be stated explicitly, with a justification and a description of any alternative oversight arrangements. The monitoring and audit plan should be proportionate to the trial's design, complexity, risks, and applicable regulatory requirements.

	28a
Composition of data monitoring committee (DMC);
 summary of its role and reporting structure;
 statement of whether it is independent from the sponsor and funder; conflicts of interest and reference to where further details about its charter can be found, if not in the protocol
. Alternatively, an explanation of why a DMC is not needed
	Whether a DMC is planned, with rationale
 If DMC is planned: 
• Composition of DMC o Size and characteristics of membership (e.g., type of expertise) o Chair and member names (if known) 
• Roles and responsibilities
 • Reporting structure 
• Method of operation (e.g., meeting format and frequency) 
• Degree of independence from those conducting, sponsoring, or funding the trial 
• Reference to DMC charter where further details can be found

	29
Frequency and procedures for monitoring trial conduct. If there is no monitoring, give explanation
	Frequency and procedures for monitoring trial conduct. If there is no monitoring, give explanation



<example text>
This trial does not involve a formal Data Monitoring Committee due to the short duration of treatment, minimal risk associated with the intervention, and the well-established safety profile of the study medication. Instead, a robust Data and Safety Monitoring Plan will be implemented. The Principal Investigator will be responsible for continuous safety oversight, including weekly reviews of all adverse events. A designated Safety Officer, who is independent of the study team, will conduct monthly evaluations of cumulative safety data and protocol compliance. All serious adverse events will be reported to the Institutional Review Board (IRB) within 24 hours and summarized in periodic safety reports. Interim analyses, if applicable, will be performed by an independent statistician. The IRB will review study progress and safety outcomes at regular intervals to ensure participant safety and ethical conduct of the trial.
[bookmark: _Toc243390999]ETHICS 
	SPIRIT guidelines 

	Research ethics approval 30
Plans for seeking research ethics committee/institutional review board approval
	• Plans to obtain research ethics committee/institutional review board approval

	Protocol amendments 31
Plans for communicating important protocol modifications to relevant parties
	• Process for making protocol amendments, including:
 o Decision-making authority for protocol amendments
 o How substantive changes will be communicated to relevant parties (e.g., REC/IRBs, trial registries, regulatory agencies)

	Confidentiality 33
How personal information about potential and enrolled participants will be collected, shared, and maintained in order to protect confidentiality before, during, and after the trial
	How confidentiality will be preserved when:
 o Collecting and maintaining personal information before, during, and after the trial
 o Transmitting data to sponsors, co-investigators, and external parties



[bookmark: _Toc243391000]Research Ethics approval [SPIRIT item 30]
<Describe the procedure for ethical approval. The trial can be started after favorable opinion from the ethical review board. Indicate which study material will be submitted for approval along with protocol such as consent document, patient information leaflet, patient diaries recruitment procedures. Describe who will communicate with ERB. Any amendment in the protocol, consent document or other study documents must be reviewed and approved by ethical board before approval >
All participating sites must obtain ethical approval from the relevant ethical boards. The ethical approval should be sought before any trial participant can be enrolled. Consent documents, study protocol and case report form and another participants material should be approved from ERB 
[bookmark: _Toc243391001]Protocol amendments [SPIRIT Item 31]
Any proposed protocol amendment shall be justified, documented, and approved by the Principal Investigator and relevant authorities, as applicable. Substantive amendments require prior approval from the REC/IRB and regulatory authority, where applicable, before implementation. Approved amendments shall be communicated to all relevant parties, including investigators, trial registries, and regulatory authorities, as required. All amendments, approvals, and related correspondence shall be documented and maintained in the trial master file.
[bookmark: _Toc243391002]Subject confidentiality [SPIRIT item 33]
<Example text >
<Subjects’ confidentiality will be strictly protected and maintained by the study investigators and authorized staff. Personal identifiers such as name, address, and phone number will not be disclosed to any third party. All collected data will be anonymized or coded to ensure privacy, with identifying information securely separated from the research data. For any future use or storage, the data will be de-identified. Study-related records and data will be securely stored and retained for a minimum of three years after study completion, in accordance with institutional policies and regulatory requirements. Access to the data will be restricted to authorized personnel only.>
[bookmark: _Toc243391003]Quality management and assurance 
<Investigators should describe the measures planned to ensure the quality, reliability, completeness, and integrity of trial procedures and data throughout the study. The protocol should identify potential risks to participant safety, data quality, and trial conduct and specify appropriate measures to prevent, detect, and address these risks.
The quality management plan should address relevant aspects of trial design, staff training, adherence to the approved protocol, standardized data collection, source document maintenance, data verification, record keeping, and management of protocol deviations. Responsibilities for implementing and overseeing quality management activities should be clearly defined.
Procedures for identifying, documenting, reporting, and resolving errors, non-compliance, and other quality issues should be described, including corrective and preventive actions (CAPA), where applicable. The protocol should also specify how the effectiveness of these actions will be assessed and how essential trial documents and records will be maintained to support traceability and data integrity.
Quality management activities should be proportionate to the complexity and risk of the trial and should comply with applicable institutional policies, ethical requirements, and Good Clinical Practice (GCP) principles. If required the investigators should prepare and submit a separate quality control plan>

[bookmark: _Toc243391004]Dissemination policy [SPIRIT Item 8]

	SPIRIT Guidelines 

	Dissemination policy 8
Plans to communicate trial results to participants, healthcare professionals, the public, and other relevant groups (e.g., reporting in trial registry, plain language summary, publication
	• Plan to disseminate trial results to participants, healthcare professionals, the public, and other relevant groups (e.g., reporting results in trial registry, preprint, plain language summary, publication in open access journal) 
Process and timeframe for approving and submitting reports for dissemination 
• Authorship guidelines



<Describe plans for communicating trial results to participants, healthcare professionals, the public, and other relevant groups, including trial registry reporting and publication in peer-reviewed or open-access journals. Specify the process and anticipated timeframe for reviewing, approving, and submitting results for dissemination. Define authorship criteria and responsibilities to ensure fair and transparent recognition of contributors.>
[bookmark: _Toc243391005]Sources of funding and other support conflict of interest [SPIRIT item 7a and 7B]

	7a
Sources of funding and other support (e.g., supply of drugs)
	For each funding source: 
• Name of funder
 • Type of funding:
 o Direct monetary support 
o Indirect support (free trial drugs, equipment, or services such as statistical analysis or use of medical writers)

	7b
Financial and other conflicts of interest for principal investigators and steering committee members
	• Conflicts of interests for principal trial investigators and members of key committees involved in the trial (e.g. steering and data monitoring committees), including any of the following support received:
 o Financial: Salary support or grants; ownership of stock or options; honoraria (e.g., for advice, authorship, or public speaking); paid consultancy or service on advisory boards; and holders of patents or patents pending 
o Non-financial: academic commitments; personal or professional relationships; and other affiliations with special interests or advocacy positions
 • Any procedures planned to reduce the potential influence of conflicts of interest on the trial’s design, conduct, analysis, or reporting 
• If no conflicts of interest, this should be clearly stated



[bookmark: _Toc243391006]Sources of Funding and Other Support
Specify each funder's name and the type of support provided, including direct financial funding or indirect support such as free trial drugs, equipment, or services. If the trial is self-funded, clearly state this.
[bookmark: _Toc243391007]Financial and Other Conflicts of Interest
Declare all financial and non-financial conflicts of interest involving the Principal Investigator and relevant committee members. Describe measures to minimize any potential influence on trial design, conduct, analysis, or reporting. If no conflicts exist, explicitly state “No conflicts of interest declared.”

[bookmark: _Toc243391008]References 
<The Vancouver referencing style is permitted for this template for references and should be used consistently throughout the document. All sources cited in the text must be numbered consecutively in the order in which they appear and listed in the reference section accordingly. >
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